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ABSTRACT 
 
 
Arteriovenous fistula (AVF) are widely considered to be the optimal form of vascular 

access for haemodialysis incurring fewer complications, superior patency, better dialysis 

quality and a lower mortality than tunnelled central venous catheters (TCVCs). The use of 

TCVCs is associated with a six-fold increase in the risk of systemic sepsis, long-term 

morbidity from central vein stenosis and a higher risk of cardiovascular and all-cause 

mortality compared to AVF. 

 

Despite the relative success of strategies such as “Fistula First” and the best practice target 

in England and Wales (with simultaneous improvement in prevalent autologous access 

use) there has been no such associated improvement in incident vascular access rates.  

The importance of “getting it right from the start” cannot be overemphasised. Patients who 

start dialysis via a line are more likely to remain with a line. Data from the UK Renal 

Registry indicate that 59.8% of patients starting on a TCVC remain dialysing via a TCVC 

at 3 months and >40% still have their TCVC after 1 year. The legacy of poor early 

vascular access decision-making remains with the patient throughout their life on dialysis. 

This thesis sought to evaluate methods for improving vascular access within the incident 

patient cohort. A multifaceted approach was taken to address several key themes: 

1. TCVC complications and central vein stenosis: avoiding problems for the future. 

2. Predicting maturation in incident dialysis patients. 

3. Promoting maturation: strategies to optimise maturation. 

4. Right access, right patient, right time: individualised, patient-centred care. 

5. ‘Crashlanders’: managing patients who present without prior warning. 

The emphasis of this work was directed towards finding pragmatic, patient-focussed 

solutions to clinically relevant problems. The dogma of “Fistula First at all costs” is 

challenged. 
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CRBSI catheter related bloodstream infection 
CVC  central venous catheter 
CVS  central vein stenosis 
DAC  Dialysis Access Consortium 
DBD  donation after brain death 
DCD  donation after circulatory death 
DGF  delayed graft function 
DHIS  distal hypoperfusion ischaemic syndrome 
DOPPS Dialysis Outcomes and Practice Patterns Study 
DRIL  distal revascularisation and interval ligation 
DSA  donor specific antibody 
ecAVG early cannulation arteriovenous graft 
eGFR  estimated glomerular filtration rate 
ePTFE expanded polytetrafluoroethylene 
ERA- EDTA European Renal Association- European Dialysis and Transplant Association 
ERF  established renal failure 
ESRD   end stage renal disease 
ESVA  end stage vascular access 
FDA  United States Food and Drug Administration 
FFBI  Fistula First Breakthrough Initiative 
FTM  failure to mature 
G  gauge 
HD   haemodialysis 
HLA  human leucocyte antigen 
HeRO  Haemodialysis Reliable Outflow 
HR  hazard ratio 
HSP  Henoch Schonlein Purpura 
IHD  ischaemic heart disease 
IQR  interquartile range 
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ISD  Information Service Department 
k  thousand 
KAG  Kidney Advisory Group 
Kt/V a marker of dialysis adequacy determined by pre- and post-dialysis urea 

levels 
LA  local anaesthesia 
m million 
MDRD-4 Modifications of Diet in Renal Disease-4 
MDT Multidisciplinary Team 
MI myocardial infarction 
MRSA methicillin resistant Staphylococcus aureus 
MSSA methicillin sensitive Staphylococcus aureus 
NHS National Health Service 
NHS-BT National Health Service-Blood and Transplant 
NICE National Institute of Clinical Excellence 
NKF-KDOQI National Kidney Foundation- Kidney Disease Outcomes Quality Initiative 
NR not reported 
NTCVC non-tunnelled central venous catheter 
o.d. once daily 
OR odds ratio 
PbR payment by results 
PD peritoneal dialysis 
pmp  per million population 
PRD  primary renal disease 
Pre-D  pre-dialysis 
pt  patient 
PTFE   polytetrafluoroethylene 
PVD  peripheral vascular disease 
Qa  vascular access blood flow 
QALY  quality adjusted life year 
QDS  four times per day 
QI  Quality Improvement 
QoL  quality of life 
RCF  radiocephalic fistula 
RCT  randomised controlled trial 
RUDI  revision using distal inflow 
rr  risk ratio 
RR  relative risk 
RRT  renal replacement therapy 
SD  standard deviation 
SERPR Scottish Electronic Renal Patient Registry 
SLE  systemic lupus erythematosus 
SRR  Scottish Renal Registry 
TCVC  tunnelled central venous catheter 
tPA  tissue plasminogen activator 
UK  United Kingdom 
UK-RR United Kingdom Renal Registry 
URR  urea reduction ratio 
US  United States 
USRDS United States Renal Data System 
VSM  vascular smooth muscle 
y.o.  years old 
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SUMMARY 

Arteriovenous fistula (AVF) are considered the ‘gold standard’ vascular access for 

haemodialysis (HD) and are recommended as first line by both the Renal Association and 

Vascular Access Society. AVF have superior patency rates and provide better quality HD 

than alternative access modalities. The use of TCVCs is associated with a six-fold increase 

in the risk of systemic sepsis, long-term morbidity from central vein stenosis and a higher 

risk of cardiovascular and all-cause mortality compared to AVF. For these reasons there 

has been significant drive to improve rates of autologous vascular access, both through the 

“Fistula First” Campaign in the USA and best practice (PbR) targets in England and 

Wales. Quality improvement drives have resulted in significant increase in autologous 

vascular access rates among prevalent HD patients; however, to date, there has been no 

associated improvement in the number of functional AVF in incident patients. 

  

The importance “getting it right from the start” cannot be overemphasised. Patients who 

start dialysis via a line are more likely to remain with a line. Data from the UK Renal 

Registry indicate that 59.8% of patients starting on a TCVC remain dialysing via a TCVC 

at 3 months and >40% still have there TCVC after 1 year. Successful AVF maturation is 

poorer in patients who have already commenced dialysis. The legacy of poor early 

vascular access decision-making remains with the patient throughout their life on dialysis. 

This thesis seeks to evaluate methods for improving vascular access within the incident 

patient cohort. A multifaceted approach was taken to address several key themes: 

1. TCVC complications and central vein stenosis: avoiding problems for the future. 

2. Predicting maturation in incident dialysis patients 

3. Promoting maturation: strategies to optimise maturation. 

4. Right access, right patient, right time: individualised, patient-centred care. 

5. ‘Crashlanders’: managing patients who present without prior warning. 

The emphasis of the work was directed towards finding pragmatic, patient-focussed 

solutions to clinically relevant problems. The dogma of “Fistula First at all costs” is 

challenged. 

Chapter 2 describes the extent of the problem of TCVC usage locally in the West of 

Scotland and the impact of a Quality Improvement project to reduce prevalent TCVC 

usage. Aggressive strategies to create autologous access resulted in one-fifth of patients 

with prevalent TCVCs successfully having an AVF created, but this was offset against the 
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morbidity of a high fistula failure rate in patients already dialysing via TCVC and no 

overall reduction in prevalent TCVC usage rates. The complexities of autologous access 

creation in a long-standing prevalent population are highlighted, demonstrating the 

importance of targetting incident autologous access creation. 

Chapter 3 focusses on central vein stenosis as a consequence of long-term TCVC use. The 

significant personal and economic costs are highlighted: multiple and frequent 

interventions to relieve symptoms, loss of vascular access, and poor outcomes for all 

access modalities in patients with bilateral central venous occlusion and “end stage” 

vascular access. A novel strategy of expedited renal transplantation with extended criteria 

organs from donation after circulatory death (DCD) donors for patients with “end stage” 

vascular access is described. 

Chapter 4 evaluates some factors predictive of autologous AVF maturation. It is the first 

clinical study to evaluate the relationship between renal function and AVF outcome. No 

association was found between eGFR at the time of access creation and either short or 

long-term patency. However increasing serum urea was associated with worse clinical 

patency at 6 weeks and poorer long-term outcomes from RCF, highlighting that in incident 

patients timing of AVF creation (to avoid the significant uraemia late in the pre-dialysis 

period) may actually influence AVF outcome. 

Chapters 5 and 6 report randomised controlled trials (RCTs) of operative and peri-

operative techniques aimed to improve autologous AVF early patency rates. An interrupted 

suturing technique yielded higher immediate (92.9% vs. 66.6%; p<0.001) and 6 week 

(71.4% vs. 47.2%; p=0.01) primary patency rates for RCF than a continuous suturing 

technique.  It is hypothesised that the interrupted suturing technique improves anastomotic 

compliance and reduces the narrowing and puckering that can occur upon suture tightening 

in small calibre vessels. Similarly, Chapter 6 details a RCT comparing regional anaesthesia 

(brachial plexus block) and local anaesthesia for primary AVF creation. Primary patency at 

3 months was higher in the brachial plexus block cohort (84.1%  (73.0%, 91.3%) vs. 

61.9% (49.5%, 72.3%); P=0.005; OR 2.1). 

Finally, Chapters 7-9 evaulate the role of early cannulation arteriovenous grafts (ecAVGs) 

as novel devices to provide vascular access for patients in imminent need of 

haemodialysis. Chapter 7 presents observational data of the early local experience with 

ecAVGs. A relatively high complication rate (thrombosis and local infection) was 

observed. A description of the subsequent experiential learning and interventions to 
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improve graft outcomes is provided. Chapter 8 proposes the novel concept of ecAVG as an 

alternative to TCVC in “crashlanders”. Prospective observational data and a cost-

consequence analysis demonstrate that ecAVG are a practical, acceptable and cost-

effective alternative to TCVC in this patient cohort. Chapter 9 confirms similar findings in 

a randomised controlled trial. A reduction in both systemic bacteraemia (16.4% vs. 3.3%; 

rr 0·2 95% CI 0·12, 0.56; P=0·02) and mortality (16·4% vs. 5.0%; rr 0·3 95% CI 0·08, 

0·45; P=0·04) at 6 months in patients requiring “urgent vascular access for haemodialysis” 

treated with ecAVG compared to TCVC was shown.  

In conclusion, the work presented in this thesis has highlighted the importance of 

optimising vascular access provision in incident haemodialysis patients and the importance 

of timely autologous access creation whenever possible. Several strategies to target the 

traditionally poor AVF maturation rates, which limit autologous access use, have been 

outlined (interrupted suturing techniques and regional anaesthesia). However, it is 

recognised that autologous vascular access is not always the best option for every patient. 

In incident patients presenting without vascular access, ecAVG have been shown to be a 

viable and cost-effective alternative to TCVC. A planning strategy that targets vascular 

access to the individual in order to find a “personal vascular access solution” is essential. 
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INTRODUCTION 
 

1.1.  END STAGE RENAL DISEASE 

 

1.1.1. Definition 

 

Chronic kidney disease (CKD) is defined as an estimated glomerular filtration rate (eGFR) 

<90mL/min/1.73m2 (The Renal Association, 2013; KDOQI, 2000) . It is a common and 

progressive condition that affects >15% of the population in the United States (Archer et 

al. 2013; USRDS, 2014). A smaller proportion of patients (0.5%) will progress to end 

stage renal disease (ESRD) (Archer et al. 2013). The terms end stage renal disease, chronic 

kidney disease stage V and established renal failure (ERF) are used, largely 

interchangeably, to describe patients with eGFR <15mL/min/1.73m2 or a requirement for 

haemodialysis (The Renal Association, 2013; KDOQI, 2000). 

 

1.1.2.  The Burden of End Stage Renal Disease  

 

The incidence of ESRD has increased exponentially over the past 30 years (Scottish Renal 

Registry, 2015). United States Renal Data System (USRDS) figures indicate a 43% 

increase in the number of incident haemodialysis (HD) patients in 2006 compared to 1991 

(USRDS, 2006). The prevalence of patients with ESRD is doubling every 10 years in the 

United States (US) and it is projected that there will exceed half a million patients on 

dialysis in America by 2020 (Finn 2008; Collins et al. 2009). In the United Kingdom (UK), 

the incident rate of patients starting renal replacement therapy (RRT) increased from 109 

per million population (pmp) in 2014 to 115ppm in 2015 (UK Renal Registry, 2016). 

Similarly, there was a 4% absolute increase in the number of prevalent RRT patients 

between December 2015 and the same time the previous year (UK Renal Registry, 2016). 

United Kingdom Renal Registry (UK-RR) figures (December 2014) indicate that there are 

58,968 adult patients on RRT on the UK, 4,900 of whom are in Scotland (Scottish Renal 

Registry, 2015). Even acknowledging inaccuracies in international data collection, there 

are approximately 2 million people worldwide currently receiving RRT (Daugirdas, 2012; 

Kimmel & Rosenberg, 2014). 

 

ESRD has a significant negative impact on both longevity and quality of life (Kimmel & 

Rosenberg, 2014). Survival from ESRD is worse than that of most cancers (USRDS, 2014; 
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Cancer Research UK, 2014). The 5-year survival with ESRD in Scotland is 36%, 

compared to 59% in patients with bowel cancer, 87% for breast cancer and 85% in prostate 

cancer (Cancer Research UK, 2014; Scottish Renal Registry, 2015). In the US, only half of 

patients survive for 3 years after commencing dialysis (USRDS, 2014). Adjusted all cause 

mortality rates are 6.5-7.9 times greater in dialysis patients than for individuals in the 

general population (USRDS, 2014). A 25-year old diabetic commencing dialysis in 

Scotland has only 50% chance of living beyond 5 years (Scottish Renal Registry, 2015).  

Similarly, a female dialysis patient in her 30s is likely to survive just a quarter as long as a 

counterpart without ESRD (median life expectancy: 12.1 vs. 47.1 years) (USRDS, 2014).  

 

A high incidence of both cardiovascular disease (Go et al. 2004; USRDS, 2014) and 

infection (Henrich, 2012; USRDS, 2014) in the ESRD population leads to frequent 

hospitalisation and poor quality of life (Valderabano et al. 2001; Iliescu, 2003; Terada & 

Hyde, 2012; USRDS, 2014). Mean health-related quality of life (QoL) scores for patients 

recently commenced on HD corresponded to the lowest 10-15% of scores within the 

general population across all domains of function, whilst elderly HD patients demonstrate 

a physical function QoL score almost half of that observed amongst an age-matched cohort 

of non-ESRD patients (Rebello et al. 1998; Parkerson & Gutman, 1997). 

 

Notwithstanding the personal burden of ESRD, the disease also places considerable 

demand on healthcare resources. Patients with ESRD have an average of 1.84 hospital 

admissions annually and 11.7 bed days are utilised per year for patients on HD (USRDS, 

2014). Frequent hospitalisation, coupled with the cost of RRT (out-patient haemodialysis 

costs between £30 000 and £35 000/ patient/ year) means that 3% of the NHS budget 

intended for a population of 65 million is utilised on kidney failure services for just 50,000 

patients (NKF-KDOQI, 2013; NICE, 2011). Similarly within the US, in 2009 the overall 

Medicare expenditure for people with ESRD totaled $33.8 billion (6% of the total 

Medicare budget on less than 1% of the population) (American Kidney Fund, 2013). As a 

result of these financial and societal costs, CKD and ESRD are a significant public health 

concern (Henrich, 2012). 

 

1.1.3. Changing demographics of the RRT population 

 

In recent years, more inclusive acceptance policies for RRT have resulted in changing 

demographics of the ESRD population (Thomson, 2009; Vacharanjani et al. 2014). 

Increasingly elderly and co-morbid patients are now sustained on RRT (UK Renal 
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Registry, 2016; Scottish Renal Registry, 2015). The median age for starting RRT in 

Scotland was 64 years in 2012, compared to 61 years in 1995 and just 32 years old in 1978 

(Scottish Renal Registry, 2013). Similarly, the elderly (64-75 year-old) now represent the 

fastest growing group of prevalent RRT patients, with the median age of prevalent HD 

patients in the UK 66 years old (UK Renal Registry, 2016).  The number of extreme 

elderly (>85 year old) patients accepted onto RRT in the UK has doubled between 2006 

and 2011, whilst the percentage of patients aged >70 years has increased from 19.2% in 

2000 to 24.9% in 2012 (UK Renal Registry, 2014). Figure 1.1 highlights a similar, though 

less extreme, trend in Scotland (Scottish Renal Registry, 2013).  

 

 

 
Figure 1.1: Age specific prevalence of RRT patients in Scotland by year. Reproduced 
with permission from Information Service Department (ISD), Scotland (Scottish Renal 
Registry, 2013) 
 
 

With advancing age comes additional co-morbidity. The most recent UK Renal Registry 

Report (2016) highlights that 49.8% of patients with ESRD had one or more co-

morbidities (13% had more than 3 co-morbidities). In the ≥65 year-old age group, this 

proportion increases to 63% of patients with one or more co-morbidity.   

 

Due to a shared pathogenesis and clustering of risk factors, ESRD, IHD, diabetes, 

hypertension and peripheral vascular disease (PVD) commonly co-exist (Go et al. 2004; 

Sahay 2012; USRDS, 2014).  Reduced kidney function is associated with increased levels 
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of inflammatory mediators, abnormal apoliporotein levels, elevated plasma homocystine, 

enhanced coagulability, anaemia, left ventricular hypertrophy, increased arterial 

calcification and endothelial dysfunction, all of which are risk factors for cardiovascular 

disease (Go et al. 2004). 19% of patients in the UK with ESRD also have IHD (defined as 

angina, myocardial infarction or prior coronary artery bypass grafts). Like other co-

morbidities, the prevalence of ischaemic heart disease (IHD) in patients with ESRD also 

increases exponentially with advancing age (UK Renal Registry, 2016.).   

 

Prior to 1980, it was practically unheard of for diabetic patients with ESRD to receive 

RRT. Now nearly a quarter of patients commencing RRT in Scotland have diabetes as their 

primary renal disease (PRD) (Figure 1.2) (Scottish Renal Registry, 2016). In 2012, 35% of 

patients in the UK with ESRD had diabetes either as their PRD or additional co-morbidity 

and in the US diabetes is now the leading cause of ESRD (USRDS, 2014; American 

Kidney Fund, 2013; UK Renal Registry, 2016). The well publicised “diabetes explosion” 

is likely to see 4 million people in the UK with diabetes by 2025, 40% of whom will 

develop CKD, making diabetes the leading cause of ESRD in the UK within the next 10 

years (Gray, 2011; British Broadcasting Corporation, 2009; Diabetes UK, 2014; Diabetes 

Leadership Initiative, 2012). 

 

 
 
Figure 1.2: Percentage of patients in each diagnosis group starting RRT by year in 
Scotland. Reproduced with permission from Information Service Department (ISD), 
Scotland (Scottish Renal Registry, 2015) 
 

The implications of an aging, increasingly co-morbid population are significant. Data from 

the Scottish Renal Registry supports an association between age, co-morbidity and adverse 
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clinical outcome (Metcalfe et al. 2000; Metcalfe et al. 2003). Median survival of a patient 

<20 years old on RRT is 27.5 years, but only 1.3 years if the patient is >75 years old 

(Scottish Renal Registry, 2013). Likewise, the 5-year survival after starting RRT for a 45 

year old patient with diabetic nephropathy is only 31%, compared to 67% in a similar 

patient whose PRD is glomerulonephritis (Scottish Renal Registry, 2016). 

 

Despite the changing population of patients with ESRD, the overall mortality for incident 

patients remains static and prevalent mortality is declining (USRDS, 2014; Scottish Renal 

Registry, 2015; UK Renal Registry, 2016). This is testament to improvements in RRT and 

the quality of care provided for patients with ESRD (Alwall et al. 1949; Fernandez-Martin 

et al. 2015; Iseki, 2015). Nevertheless, an ever increasing number of patients with ESRD 

coupled with growing numbers of aged, co-morbid patients (with their additional 

challenges and complexities) exemplifies that the burden of ESRD and the impact of the 

disease on healthcare resources is likely to continue to escalate for the foreseeable future. 

 

1.2.    RENAL REPLACEMENT THERAPY 

 

1.2.1.  Methods of renal replacement therapy 

 

Renal replacement therapy (RRT) serves as a substitute for many of the functions of a 

native kidney and prolongs survival in patients with ESRD. It may be delivered in the form 

of renal transplantation, haemodialysis (either within the hospital or at home) or peritoneal 

dialysis (PD). Of the 4,561 patients currently on RRT in Scotland, 1,920 (39%) are on HD, 

226 (4%) are on PD and 2,773 (56%) have a functioning renal transplant (Scottish Renal 

Registry, 2015). (Figure 1.3) A similar distribution in the provision of RRT is seen 

elsewhere within the UK, with a small but steady growth of the HD population in England 

and Wales (2.6% pmp annually) (UK Renal Registry, 2014). 

 

Renal transplantation is the optimal form of RRT with better survival rates and improved 

QoL than dialysis (Wolfe et al. 1999; Port et al. 1993; Ojo et al. 2000; Laupacis et al. 

1996). It is also the most cost-effective form of RRT costing just £17 000 in the first year 

and £5 000 for each subsequent year following transplantation compared to the average 

£30 800 per patient/ year for dialysis (de Wit et al. 1998; NKF-KDOQI, 2013; Organ 

Donation Taskforce, 2008).  Unfortunately however, transplantation is not an option for 

every patient. Advancing age and multiple co-morbidities are relative contraindications 

which preclude transplantation in many cases (Knoll, 2013; Schold, 2014; Schold et al. 
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2009). In Glasgow, only 226 (32.6%) of the 694 patients on RRT are currently active on 

the renal transplant waiting list, with 152 patients transplanted in 2015 (M. Clancy, 

personal communication). Due to an imbalance between supply and demand of organs, 

there are currently 7,000 people on the cadaveric renal transplant waiting list in the UK 

and median wait time for a cadaveric kidney is 3.6 years (Hudson & Curnow, 2013). As a 

result, dialysis is the reality for most patients with ESRD (at least in the short-term). 

 

 

Figure 1.3: Growth in number of patients by treatment modality 1960-2015. 
Reproduced with permission from Information Service Department (ISD), Scotland 
(Scottish Renal Registry, 2015).  
 

1.2.2.  Haemodialysis 

 

Although not a true replacement for native renal function, haemodialysis serves to remove 

waste solutes and body water and restore biochemical and acid-base balance akin to a 

normally functioning kidney (Thomson, 2009). In the longer term it may also assist in the 

control of blood pressure (BP) and the prevention of uraemic complications (Kirk & 

Tattersall, 2015). It is a life prolonging treatment for patients with ESRD (Thomson, 

2009). 

 

To permit haemodialysis blood must be removed from the intravascular component of the 

patient’s circulation, passed through an extracorporeal circuit into the “dialyser” where 

waste solutes and excess water are removed, and then returned to the patient’s venous 
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circulation (Figure 1.4) (Kirk & Tattersall, 2015; Hamilton, 1999). There are many 

different dialysis treatment regimens, however most patients in the UK will receive 

hospital haemodialysis for 4 or 5 hours three times per week (NHS Choices, 2013). 

 

 

 

Figure 1.4: Haemodialysis circuit demonstrating extra-corporeal circuit and 
“dialyser”. Reproduced with permission from Adam Kirk. 
 

Dialysis works on the principles of diffusion (of solutes) and ultrafiltration (of fluid) across 

a semi-permeable membrane. Diffusion is the process whereby substances dissolved in 

water will move from an area of high to low concentration across a semi-permeable 

membrane, while ultrafiltration is the movement of fluid across the membrane created by a 

transmembrane pressure gradient (Hamilton, 1999; Freemesm, 2013). By altering the 

hydrostatic pressure within the dialysate compartment, water and some dissolved solutes 

can be encouraged to cross the membrane. These processes are analogous to those 

occurring within the glomerulus of the native kidney. The characteristics of the semi-
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permeable membrane e.g. membrane permeability (pore size) and surface area will 

determine exactly what substances can cross the membrane (Hamilton, 1999). A larger 

pore size (high-flux membrane) will allow larger molecules to be removed by dialysis 

(Ambalavanan et al. 1999). Like the nephron of a native kidney, haemodialysis utilise a 

countercurrent mechanism whereby the dialysate is flowing in one direction and the blood 

within the extracorporeal circuit flowing in the opposite direction to maximise the 

concentration gradient and increase the efficiency of dialysis (Hamilton, 1999). All these 

functions occur within the “dialyser” of the circuit. 

 

Adequacy of dialysis i.e. how well the waste is being removed is influenced by a number 

of factors including rate of blood flow, membrane resistance and recirculation 

(Ambalavanan et al. 1999; Kapoian et al. n.d.). In most cases a rapid blood flow 

(>250mL/min) will be required to achieve adequate dialysis (Kapoian et al. n.d.). Dialysis 

adequacy can be assessed by monitoring the patient’s urea reduction ratio (URR) and Kt/V 

(Kapoian et al. n.d.; Mactier et al. 2013). 

 

1.3.    VASCULAR ACCESS 

 

1.3.1.  What is vascular access? 

 

An entry point into the patient’s circulatory system must be provided to permit the removal 

and return of blood from the extracorporeal dialysis circuit. This entry point to the 

bloodstream is the “vascular access”. Successful haemodialysis is entirely reliant on the 

provision of safe, efficient and durable vascular access (Fluck & Kumwenda, 2011). The 

vascular access serves as the patient’s ‘lifeline to the dialysis machine’ (Riella et al, 2013, 

pp.348). 

 

Vascular access provision is the ‘cornerstone to providing adequate haemodialysis’ 

(Hammes, 2014, pp.105) and a ‘fundamental aspect of the treatment of haemodialysis 

patients’ (Fluck & Kumwenda, 2011, pp.3). Good quality vascular access saves more lives 

in patients with ESRD than the targetted treatment of anaemia and phosphate metabolism 

combined (DOPPS Collaborators, 2012). However the provision of good quality vascular 

access can prove challenging to achieve, both for the individual patient and for the overall 

delivery of renal services (Thomson, 2009). Several authors acknowledge these 

difficulties, describing vascular access as the ‘Achilles’ heel’ of haemodialysis (Konner, 

1999, pp.2094). 
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20% of all hospital admissions and one-third of all in-patient bed days utilised by patients 

on HD are the result of problematic vascular access (Akoh & Hakim, 2001; Hirth, 1996; 

DOPPS Collaborators, 2012; Pisoni et al. 2009; Rayner et al. 2004). Half of all hospital 

admissions in the first year of dialysis are access-related (Vassalotti et al. 2012). In the last 

decade, prevalent hospitalisation rates for infection in patients with ESRD have almost 

doubled (Lok, 2007; USRDS, 2014; Collins et al. 2009). Infection is now the leading cause 

of hospitalisation and the second commonest cause of death (after cardiac events) for 

patients on HD (USRDS, 2014). Access-related bacteraemia is responsible for nearly 30% 

of all infections in the HD population and is the leading cause of preventable hospital 

admission (Collins et al. 2009).  

 

Frequent hospitalisation can have a significant negative impact on QoL and the patient’s 

perception of the “burden of dialysis” (Afsar et al. 2012; Wasse et al. 2007).  Furthermore, 

access-related complications are associated with significant financial costs to the 

healthcare system. The average cost for treatment for a single episode of line sepsis is  

£20 000, whilst the morbidity associated with vascular access complications costs 

Medicare approximately $1 billion annually in the US (Feldman et al. 1993; Taylor et al. 

2002; Allon et al. 2011; Ramanathan et al. 2007; Allon & Robbin, 2002). 

 

1.3.2.  Which vascular access to choose? 

 

The National Kidney Care Vascular Access Report (2012, pp.10) states that: 

 

‘The ideal form of vascular access should be safe and efficient. It should be easy to 

use. It should provide effective therapy. It should minimise the risk of complications 

related to its use and presence.’  

 

However, there is no single “ideal” vascular access that is long-lasting and permits safe 

and reliable haemodialysis for every patient. As a result, a range of access modalities exist. 

 

Early attempts at providing vascular access, developed in parallel with haemodialysis 

because vascular access provision was integral to the success of maintenance HD. Initially, 

vascular access methods relied on repeated peripheral cannulation to deliver arterial blood 

to the dialysis machine and return it via an accompanying vein (Thomson, 2009). This 

method led to the rapid exhaustion of the peripheral vasculature and did not prove 
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sustainable outwith an acute setting. In 1949, Alwall made the first attempt to directly 

connect an artery and vein using glass cannulae and rubber tubing. This device was 

intended to allow blood to be diverted into an extracorporeal circuit for dialysis as 

required. His attempt was unsuccessful, however it provided the template for the ‘Scribner 

shunt’ developed by Quinton, Dillard and Scribner in 1960 (Quinton et al. 1962). Their 

device consisted of two Teflon cannulae inserted at the wrist, one into the radial artery and 

one into the cephalic vein. The external ends of the cannulae could then be connected to 

the extracorporeal circuit by flexible tubing. Whilst the Scribner shunt has subsequently 

been subjected to multiple refinements and ultimately superseded by other forms of 

vascular access, its development was instrumental in permitting the provision of 

maintenance haemodialysis to the chronic ERSD population. 

 

In 1966, Brescia and colleagues published their experience of arteriovenous fistulae (AVF) 

for vascular access in the New England Journal of Medicine (Brescia et al. 1966).  By 

using native vessels in an entirely subcutaneous configuration, the thrombotic, infectious 

and dislodgement complications of the Scribner shunt were significantly reduced. An AVF 

is an artificial connection between artery and vein. The vein is divided and anastomosed 

onto the artery. This vein can then be directly cannulated with needles to permit HD 

(Figure 1.5). Although troubled with a high primary failure rate (Wong et al. 2011; 

Dember et al. 2008), matured AVF have excellent long-term patency with a low rate of 

infectious complications (Akoh & Hakim, 2001; Hoen et al. 1995; Huijbregts et al. 2008; 

Kinnaert et al. 1977).  

 

Like AVF, arteriovenous grafts (AVG) also provide a man-made subcutaneous connection 

between artery and vein. However in AVG the cannulatable segment is not formed by 

native vessel, rather a foreign implant to bridge the gap between artery and vein (Figure 

1.5). This non-native segment may be biological (autologous vein from an alternative site, 

allogeneic vein, umbilical cord vein or bovine carotid artery) or, more commonly, 

synthetic (Dacron® or polyterafluroethylene (PTFE)) (May et al. 1969; Kester, 1978; 

Moshe Haimov, 1974; Windus, 1993; Morgan & Lazarus, 1975). AVGs have the 

advantage that they obviate the need for maturation and the risk of early failure associated 

with AVF use (Windus, 1993). However, like all prosthetics, they are associated with 

higher rates of infection (Bell & Rosental, 1988).   

 

Tunnelled central venous catheters (TCVC) were first used for HD in 1969 following the 

successful use of silastic catheters for chemotherapy and parenteral nutrition (Erben et al. 
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1969). A double-lumen catheter (or previously two single lumen catheters) is inserted into 

a central vein (subclavian, internal jugular or femoral) and venous blood removed into the 

extracorporeal dialysis circuit via one lumen and returned via the other (Figure 1.5). 

TCVCs are simple and easy to insert and can be used immediately and conveniently for 

dialysis (Akoh & Hakim, 2001). Their use has revolutionised the practice of acute HD. 

However again, infection rates are considerably higher that those observed in autologous 

access (Kessler et al. 1993; Hoen et al. 1998). 

 

Arteriovenous fistulae are widely considered to be ‘the best form of vascular access for 

HD’ (Lok et al, 2007, pp.1043) incurring fewer complications, superior patency, better 

dialysis quality and a lower mortality than TCVCs (Lok, 2007; Thomson et al. 2007; Fluck 

& Kumwenda, 2011). The use of TCVCs is associated with a significantly increased risk 

of systemic sepsis, long-term morbidity from central vein stenosis and a higher risk of 

cardiovascular and all-cause mortality compared to AVF (Bray et al. 2012; Thomson et al. 

2007; Agarwal et al. 2007; Lok, 2007). 

 

The enduring patency of AVF is superior to other access modalities, with long-term access 

survival of approximately 90% for AVF compared to 60% for AVG (Fluck & Kumwenda, 

2011; Crowther et al. 2002; Rayner et al. 2003). AVF also require fewer remedial actions 

to maintain patency. Approximately 0.2 interventions are required annually to maintain the 

patency of an AVF, compared to 1.0 interventions per patient per year in AVG (Ifudu et al. 

1998). CVCs demonstrate similar patency rates to AVG with a median thrombosis-related 

malfunction rate of 0.3 events/ patient/ year (Donati et al. 2012). 

 

The risk of sepsis attributable death in a HD patient is 100 times that of the general 

population and TCVC use is the greatest risk factor for infection-related mortality (Lok et 

al. 2014). The systemic bacteraemia rate in patients dialysing via an AVF is approximately 

0.03 per 1,000 dialysis days, compared to 0.06 per 1,000 dialysis days for an AVG and 1.4 

per 1,000 catheter days for TCVC (Taylor et al. 2002). Local data from the West of 

Scotland demonstrates TCVC use to be associated with a hazard ratio (HR) for 

bacteraemia of 5.4 compared to AVF (Thomson et al. 2007). The time to first episode of 

bacteraemia was also significantly longer in patients with AVF compared to AVG or 

central venous catheter (CVC) (Figure 1.6) (Thomson et al. 2007). Given that each episode 

of bacteraemia confers a 2.8 times relative risk (RR) of death in a dialysis patient 

(Bloembergen et al. 1996), infections in this patient cohort cannot be considered trivial 

events.  
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Figure 1.5:  Forearm arteriovenous fistula (top), arteriovenous graft (middle) and 
tunnelled central venous catheter (bottom). Adapted from National Institute of Diabetes, 
Digestive and Kidney Diseases, 2014.  
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Figure 1.6: Kaplan Meier survival plot of the time to bacteraemia by vascular access 
type (CVC= central venous catheter, AVF=arteriovenous fistula, AVG= arteriovenous 
graft). Reproduced with permission from Dr. Peter Thomson. (Thomson et al. 2007). 
 
 
Several large studies have shown reduced survival in patients dialysing via a TCVC 

(Bradbury et al. 2007; Bray et al. 2012; Astor et al. 2005). Ravani and colleagues (2013b) 

recently conducted a systematic review of over half a million patients. They found a higher 

rate of all-cause (risk ratio (rr) =1.53, 95% confidence interval (CI)=1.41–1.67), infectious 

(2.12, 1.79–2.52), and cardiovascular (1.38, 1.24–1.54) mortality in patients dialysing via 

TCVC compared to AVF.  Similarly, compared with AVGs, patients with TCVCs had a 

higher risk of mortality (1.38, 1.25–1.52), fatal infections (1.49, 1.15–1.93) and 

cardiovascular events (1.26, 1.11–1.43). AVGs conferred a higher risk of all-cause 

mortality (1.18, 1.09-1.27) and fatal infection (1.36, 1.17-1.58) than AVF but no difference 

in cardiovascular death was observed (Ravani et al. 2013a). Similarly, Bradbury and 

colleagues (2007) observed a higher mortality rate at both 120 and 365 days in patients 

commencing dialysis via a catheter. A recent national Scottish study of 2,666 patients 

revealed a 2-3 fold increased risk of both all-cause and cardiovascular mortality and 7- fold 

increase in death from septicaemia in patients receiving HD via a TCVC (Bray et al. 2012). 

These findings mirror those observed in our unit where TCVC usage conferred nearly three 
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times the risk of all-cause mortality than dialysis via an AVF (HR 2.75) (Thomson et al. 

2007). 

 

It is for these reasons that AVF are widely regarded as the ‘gold standard’ vascular access 

for HD (Smith et al, 2012, pp.84). The National Kidney Foundation Kidney Disease 

Outcomes Quality Initiative Clinical Practice Guidelines for Vascular Access (NKF-

KDOQI, 2006) in the USA, European Renal Association-European Dialysis and 

Transplant Association (ERA-EDTA) Best Practice Guidelines (Tordoir et al. 2007), 

Caring for Australasians with Renal Impairment (CARI) (KHA-CARI, 2012) and Renal 

Association (UK) Vascular Access Guidelines (Fluck & Kumwenda, 2011) all advocate 

that AVF should be the access modality of choice wherever possible (Table 1.1).  

Table 1.1; Recommendations regarding choice of access modality from renal advisory 
groups around the world (ERA-EDTA= European Renal Association- European Dialysis 
and Transplant Association; CARI= Caring for Australasians with Renal Impairment; 
KDOQI= Kidney Disease Outcomes Quality Initiative) (Oxford CEBM, 2009). 
 

Advisory 
group 
 

Recommendation Level of 
Evidence  

The Renal 
Association 
(UK)(Fluck & 
Kumwenda, 
2011) 
 
ERA-EDTA  
(Tordoir et al. 
2007) 
 
 
 
 
 
CARI  
(KHA-CARI, 
2012) 
 
 
 
 
KDOQI 
(National 
Kidney 
Foundation, 
2006) 

‘We recommend that any individual who commences haemodialysis 
should do so with an arteriovenous fistula as the first choice, 
arteriovenous graft as second choice, a tunnelled central venous catheter 
as third choice and a non-tunnelled central venous catheter as an option 
of necessity’ (pp.63) 
 
‘Every chronic renal failure patient who have opted for haemodialysis 
should start dialysis via a functioning vascular access’ (p.88) 
 
‘Autogenous AVF should be preferred over AV grafts and AV grafts 
should be preferred over catheters’ (pp.92) 
 
‘No recommendation possible based on level I and II evidence’ (pp.1) 
 
‘Wherever possible it is suggested that a native arteriovenous fistula is 
superior to an arteriovenous graft and to central venous catheter’ (pp.1) 
 
‘When a native arteriovenous fistula is not possible, an artificial 
arteriovenous graft should be used in preference to a central venous 
catheter’ (pp.1) 
 
‘The access should be placed distally and in the upper extremities 
whenever possible. Options for fistula placement should be considered 
first, followed by prosthetic grafts if fistula placement is not possible. 
Catheters should be avoided for HD and used only when other options 
listed are not available’ (pp.8) 
 
‘The order of preference for placement of fistulae in patients with kidney 
failure who choose HD as their initial mode of KRT should be (in 
descending order of preference): 
• Preferred: Fistulae 
• Acceptable: AVG of synthetic or biological material 
• Avoid if possible: Long-term catheters’ (pp.8) 
 

1B  
 
 
 
 
 
III  
 
 
III 
 
 
 
 
III 
 
 
III 
 
 
 
IV 
 
 
 
 
 
1B 
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Despite this, of the 478 patients who commenced on dialysis in Scotland during 2015, only 

42.1% started HD via an AVF, the rest via a CVC. 71.8% of prevalent patients currently 

receive HD via an AVF or AVG and 28.2% via a CVC (Scottish Renal Registry, 2015). 

Nationally in the UK, during a similar time period, 80% of prevalent patients received HD 

via an AVF, 4% via an AVG and only 16% via a TCVC (UK Renal Registry, 2016).  

 

Globally, there is considerable variation in practice. The Dialysis Outcomes and Practice 

Patterns Study (DOPPS) is a large-scale study of dialysis practice, which began in 1996 

and now collects data from over 20 countries worldwide. Most recent DOPSS data 

indicates that 92% of prevalent patients in Russia and 91% in Japan are dialysing via AVF, 

compared to only 68% in the US (Figure 1.7) (DOPPS Collaborators, 2012; Pisoni et al. 

2015). In the 1990s this difference was even more marked with fewer than 20% of 

prevalent patients in the US dialysing via an AVF compared to almost 80% in Europe 

(DOPPS Collaborators, 2012.; Allon & Lok, 2010). These international variations in 

practice likely reflect disparities in both the provision of pre-dialysis and vascular access 

services, as well as differences between the dialysis populations, with the patients in the 

US being significantly more co-morbid than those in Japan or Europe (Pisoni et al. 2015; 

Ethier et al. 2008). 
 

 
 
Figure 1.7:  Prevalent vascular access in DOPPS 4 countries in 2012. Reproduced with 
permission from the Arbor Research Collaborative for Health (DOPPS, 2012). 
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1.4.     ARTERIOVENOUS FISTULAE 

 

1.4.1.  What is an arteriovenous fistula? 

 

As previously described, arteriovenous venous fistulae (AVF) are regarded as the ‘gold 

standard’ vascular access (Smith et al, 2012, pp.84). They have the lowest infection rate 

and best long-term patency of any form of vascular access (National Kidney Care Vascular 

Access Report, 2012), making them the vascular access of choice according to British, 

European and American Renal Advisory Groups (NKF-KDOQI, 2013; Fluck & 

Kumwenda, 2011; Tordoir et al. 2007). Patients dialysing via an AVF are three times less 

likely to be admitted to hospital (for any reason) than their counterparts with TCVCs 

(National Kidney Care Vascular Access Report, 2012). The recent Dialysis Outcomes 

Practice and Patterns Study (DOPPS) reported a relative risk of death of 1.19 for TCVC 

and 1.08 for AVG compared to AVF (Pisoni et al. 2015). AVF are able to deliver a higher 

dialysis dose and are believed to provide better quality dialysis than TCVCs (a fact which 

may, in part, explain the lower cardiovascular mortality rate observed in patients dialysing 

via AVF) (KDOQI, 2012; Bray et al. 2012).  

 

AVF are created by anastomosing an artery and vein together during a minor surgical 

procedure. Almost universally they are created in the upper limb under either local or 

regional anaesthesia. They may be created at a variety of sites, but a distal site in the non-

dominant arm is preferred (Fluck & Kumwenda, 2011). Wherever possible, a wrist 

(radiocephalic (RCF)) fistula should be created between the radial artery and cephalic vein. 

Second choice would be an elbow brachiocephalic fistula (BCF), followed by the more 

complex brachiobasilic fistula (BBF) (Figure 1.8) (Allon & Robbin, 2002). In actual fact, a 

fistula can be created at any site where the artery and vein are in close proximity. In most 

cases an end-to-side anastomosis of the cut end of the main draining vein onto the side of 

the artery is performed; however the original side-to-side anastomoses described by 

Brescia; and Gracz fistulae (using the deep perforating veins) are alternatives (Konner, 

1999; Allon & Robbin, 2002). 

 

Following creation of the anastomosis, the low-pressure outflow vein is exposed to the 

higher flow rates, higher pressures and shear stresses of arterial blood and, with time, the 

vein too will become ‘arterialised’. This process of arterialisation is referred to as 

maturation. The blood flow rate in the radial artery, which is typically 20-30mL/min prior 

to AVF creation, immediately increases to 200-300mL/min (as the blood flows into a low 
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resistance venous system) and, following complete maturation, flow rates of 600-

1200mL/min will typically be established (Schuman et al. 2007). The immediate increase 

in laminar blood flow (with fast flow down the centre of the vessel and slower flow at the 

edges) results in increased shear stress within the vessel wall. In response to the shear 

stress, the vascular endothelium releases nitric oxide and prostacyclin, which promote 

vascular smooth muscle cell relaxation, vasodilatation and inhibit platelet aggregation and 

thrombosis (Riella & Roy-Chaudhury, 2013). Outward vascular remodeling then occurs as 

a homeostatic process (to reduce vascular shear stresses) and is responsible for the 

maturation process (Browne et al. 2015). Maturation typically takes between 6-8 weeks 

before the vein is suitable for cannulation for dialysis. 

 

1.4.2.  Complications of AVF 

 

Unfortunately, a significant number of AVF fail to complete the maturation process and 

with never develop into an access suitable to sustain HD. This is the principal limitation to 

their universal use (Lok, 2007; Dember et al. 2008). Other complications associated with 

AVF occur less commonly than in other forms of vascular access. 

 

1.4.2.1.  Failure to mature (FTM) 

 

Failure to mature (FTM) and early thrombosis is the ‘Achilles’ heel’ of autologous fistula 

use (Riella et al, 2013, pp.348). Exact rates of non-maturation range from 10-50% 

depending on the definition of primary failure, with worse outcomes observed in 

contemporaneous cohorts (Miller et al. 1999; Dixon et al. 2002; Dember et al. 2008). Most 

authors will report an immediate thrombosis rate of approximately 20%, with a 

substantially larger proportion of patients having fistulae that mature suboptimally, never 

achieving functional patency (Allon & Robbin, 2002). For example, the widely cited 

randomised controlled Dialysis Access Consortium (DAC) study found that 60% of all 

AVF created had “failed to attain suitability for dialysis” (i.e. maintain a pump flow rate of 

>300mL/min during 8 of 12 dialysis sessions) five months after creation (Dember et al. 

2008). Similarly the recently published Fish oil and Aspirin in Vascular access OUtcomes 

in REnal Disease (FAVOURED) study demonstrated a fistula failure rate of 50% at one-

year in both control and intervention arms of the trial (Irish et al. 2017). A high early 

failure rate necessitates further attempts at AVF creation with associated morbidity and 

prolonged catheter dependence (Leake et al. 2015). This has latterly lead a number of 

authors to advocate the use of AVGs as an alternative to AVF (Allon & Lok, 2010; Lok, 
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2007), citing comparable cumulative patencies rates up to 2 years for the two access 

modalities when the early AVF failure rate is accounted for (Lok et al. 2013) (Figure 1.9). 

KDOQI guidelines advocate the use of objective criteria to assess the maturation of AVF 

and suitability for cannulation (NKF-KDOQI, 2006). They describe “the rule of 6s”: 

fistulae must be able to support a blood flow of 600mL/min; be a maximum of 6mm from 

the skin surface; and have a diameter of >6mm to permit cannulation. In reality, as long as 

the Qa is at least 100mL/min greater than the pump speed on the dialysis machine, the 

AVF should be capable of sustaining haemodialysis without recirculation (American 

Society of Nephrology, n.d.) . Most clinicians will wait 6-8 weeks prior to attempting the 

first cannulation, however data from the DOPPS study indicate that, for suitably mature 

AVF, there was no significant difference in outcome between AVF cannulated within 15-

28 days and those which had a longer maturation period (43-82 days) prior to initial 

cannulation (Pisoni et al. 2002). 

 

A number of risk factors for FTM have been identified. Lok and colleagues (2006) 

identified that age >65 years old, coronary artery disease, peripheral vascular disease and 

non-Caucasian ethnicity were associated with high early failure rates of AVF. Many 

observational studies also show a higher FTM rate in diabetics (Feldman et al. 1996). 

Small, calcified vessels are also implicated in AVF failure, with most authors advocating 

minimum arterial diameters of 2mm and minimum venous diameters of 2.5mm before 

attempting AVF creation (Sidawy et al. 2008; Silva et al. 1998). 

 

Successful maturation depends upon appropriate increases in blood flow through the fistula 

(Tessitore et al. 2014b), increased diameter of the vein (Allon et al. 2016) and vein wall 

thickness (Jaberi et al. 2011) following creation. Mean fistula diameters of >4mm are seen 

at day 1 in 85% and by 6 weeks in 87% upper arm AVF, but only 40% and 77% of forearm 

AVF respectively (Allon et al. 2016) . Similarly, access flow rates (Qa) <400-500mL/min 

are associated with an increased risk of thrombosis (Tessitore et al. 2014b). Studies of 

perioperative blood flow found brachial artery blood flow of <120-160mL/min to be 

highly predictive of early thrombosis (Saucy et al. 2010), highlighting the importance of 

the immediate blood flow through the fistula in the maturation process. In most successful 

AVF, the blood flow rates necessary to sustain dialysis are seen immediately, with one 

study of 602 AVF confirming that in at least 50% of AVF the six-week blood flow 

measurement was achieved at day 1 (Bay et al. 1998). Ladenheim and colleagues (2016) 

recently demonstrated a similar pattern in RCF with functional AVF having a mean blood 

flow of 753mL/min at 1 week compared to 121mL/min in non-functional AVF. No fistula 
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in this study with a blood flow <200mL/min after 1 week ever achieved functional 

patency. It may be that an inability of vessels to adapt and dilate to increase early flow 

rates explains the higher FTM rate observed in elderly patients and diabetics with high 

resistance, mediacalcinosis and heavily calcified vessels (Riella & Roy-Chaudhury, 2013)
 
 

 

 
Figure 1.8: Diagram of radiocephalic (top left), brachiocephalic (top right) and 
brachiobasilic fistulae (bottom). Adapted from Allon and Robbin (2002). 



 

Recent years have seen a plethora of ideas to try and improve poor early patency rates. 

Operative techniques that focus on modifying the flow dynamics of the anastomosis have 

shown theoretical promise, but have not yet translated into improvements in clinical 

outcomes (Rajabi Jagahrgh et al. 2013; Ene-Iordache et al. 2001). Similarly, attempts at 

topical treatment of the AVF anastomosis either with antispasmodics (e.g. papaverine) or 

enzymes to reduce intimal hyperplasia (e.g. PRT-201 pancreatic elastase) have not shown 

any improvement in early patency rates (Hye et al. 2014). Even in the DAC study, which 

did show a reduction in early AVF thrombosis with clopidogrel (12.2% versus 19.5%; 

P=0.018) (Dember et al. 2008), this was not translated into any meaningful difference in 

functional patency.  

 

If a patent fistula can be established however, it may be that an angiographic procedure to 

dilate up the venous outflow of the AVF  (balloon assisted maturation) can then be used to 

improve blood flow and permit maturation of a suboptimal fistula into one capable of 

sustaining dialysis (Roy-Chaudhury et al. 2012a). Early results with this technique appear 

promising with Miller and colleagues (2011) successfully maturing 118 of 122 suboptimal 

in AVF to the extent that they were capable of sustaining dialysis. This technique does, 

however, lead to intimal injury, recurrent intimal hyperplasia, rapid restenosis and need for 

additional interventions to maintain patency (Allon et al. 2016; Allon et al. 2013). 

 

1.4.2.2. Stenosis and thrombosis 

 

Long-term patency of AVF is superior to other forms of vascular access (Allon & Robbin, 

2002). Primary unassisted patency rates in mature AVF of 75-90% at one-year are 

commonly quoted in the literature (Coburn, 1994; Silva et al. 1998). In their large study of 

nearly 500 patients, Huijbregts and colleagues (2008) found 6, 12 and 18 month secondary 

and functional patency of 75%, 70%, 67% and 90%, 88% and 86% respectively. 

Nevertheless, if AVF thrombosis does occur, thrombectomy/ declotting is often technically 

challenging and associated with poor outcomes (Aitken et al. 2012a). 

 

Nearly all AVF thrombosis occurs on the background of a pre-existing stenosis. A stenosis 

is a narrowing of the blood vessel which will progress and limit blood flow through the 

fistula, ultimately resulting in occlusion. The stenosis can occur at any site in the fistula, 

but the outflow vein and juxta-anastomotic areas are most common. Stenoses tend to occur 

at the site of vascular injury (either surgical insult, injury from needling or at areas of the 
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outflow vein where turbulent blood flow exists e.g. the cephalic arch). The pathognomonic 

feature of AVF stenosis is neointimal hyperplasia (Rothuizen et al. 2013). In response to 

injury, there is an influx of proinflammatory cells and cytokines into the vessel wall. There 

is differentiation of fibroblasts into myofibroblasts and synthetic type vascular smooth 

muscle (VSM) cells, which in turn leads to smooth muscle proliferation within the media 

and neointimal hyperplasia (Lee & Roy-Chaudhury, 2009; Roy-Chaudhury et al. 2007; Li 

et al. 2007). When the rate of this process exceeds the rate of outward remodeling, the 

vessel will stenose and ultimately occlude (Rothuizen et al. 2013). 

 

A number of antiproliferative drugs e.g. paclitaxel and sirolimus have been trialled in an 

attempt to reduce treat neointimal hyperplasia and prevent stenosis with some early 

promise (Kelly et al. 2006; Roy-Chaudhury et al. 2007; Iyem, 2011), however they have 

no routine role in clinical practice currently.  

 

Given that the progression from stenosis to thrombosis is well recognised and angioplasty 

or stenting is very effective in treating stenosis to prevent subsequent thrombosis (unlike 

thrombectomy after thrombosis) (Miquelin et al. 2008; Roy-Chaudhury et al. 2012a), much 

attention has been focussed on surveillance of AVF. The hope is that by intervening early 

on an asymptomatic stenosis, future thrombosis will be prevented. Surveillance is 

advocated by most sets of clinical practice guidelines (Fluck & Kumwenda, 2011; NKF-

KDOQI, 2006), however in reality, the majority of observational data fails to support this 

rationale (Tonelli et al. 2001). 

 

1.4.2.3. Steal/ distal hypoperfusion ischaemic syndrome 

 

Distal hypoperfusion ischaemic syndrome (DHIS) is a condition in which hand ischaemia 

occurs following vascular access placement. It affects between 5-10% of vascular accesses 

to varying degrees (Malik et al. 2008), presenting initially with pain and pallor in the hand 

and digits. In extreme cases it can result in tissue and even limb loss if not treated.  The 

peripheral nerves as particularly vulnerable to ischaemia and an irreversible ischaemic 

monomelic neuropathy can rapidly develop (Thermann & Kornhuber, 2011). Many cases 

of DHIS result from distal arterial disease and inadequate inflow to the arm that is 

exacerbated by creation of a vascular access. However, true “steal syndrome” occurs in the 

absence of intrinsic arterial disease. The high blood flow within the fistula (commonly a 

BCF) leads to reverse blood flow in the distal (radial) artery and blood that is literally 

“stolen” from the hand.  For this reason, steal is more common in elderly patients and in 
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female diabetics with small distal vessels (Tordoir & van der Sande, 2004). Diagnosis is 

made by ultrasound or angiography. Treatment strategies are principally operative, either 

by ligation of the fistula; proximalisation (to a large vessel e.g. axillary artery inflow) 

(Zanow et al. 2006); or distalisation (via either a distal revascularisation and interval 

ligation (DRIL) procedure or a revision using distal inflow (RUDI) procedure (Minion et 

al. 2005; Roh, 2012; Walz et al. 2007). 

 

1.4.2.4. Infection 

 

Infection accounts for approximately 20% of AVF complications, however the rate 

remains significantly lower than for TCVCs or AVGs (Stolic, 2012). Most infections are 

localised perivascular cellultis presenting as erythema and oedema that can be easily 

treated with antibiotics. Systemic infection is rare with a rate of 0.03 bacteraemic episodes 

per 1,000 access days commonly quoted (Taylor et al. 2002). It is postulated that systemic 

bacteraemia arising from fistulae may be the result of poor cannulation technique (NKF-

KDOQI, 2006). In particular buttonhole cannulation (a technique in which two fixed tracts 

are created for repeated cannulation of the AVF at the same site) may be associated with a 

higher bacteremia rate (O'Brien et al. 2012). 

 

1.4.2.5. Aneurysm 

 

An aneurysm is a pathological, localised dilatation of a blood vessel. In AVF they occur 

for two reasons: upstream stenosis and repeated area cannulation and vessel trauma at the 

same site (Stolic, 2012). A true aneurysm involves all layers of the vessel wall. 

Conversely, pseudoaneurysms (false aneurysms) may only involve part of the vessel wall 

with haematoma lying outside the vessel, and almost invariably occur at the site of 

cannulation where an injury to the vessel wall has occurred. The skin over an aneurysmal 

area commonly is thinned and they carry a risk of rupture. Surgical revision or ligation is 

necessitated in such cases to prevent life-threatening haemorrhage (Stolic, 2012). 

 

1.4.2.6. Impact on cardiovascular function 

 

The Vascular Access Society defines “high-flow” AVF as those with Qa >1000-

1500mL/min (Huijbregts et al. 2008). In actuality, much higher access flow rates 

commonly occur without complication. High vascular access blood flow (Qa) is believed 

to increase cardiac output and may (in rare cases) lead to high output cardiac failure 
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(MacRae et al. 2004). It is conjectured that creation of an AVF results in reduction in 

systemic vascular resistance (SVR), leading to compensatory increases in stroke volume 

(SV), heart rate (HR) and cardiac output (CO) in order to maintain blood pressure (BP) 

(MacRae et al. 2004; Válek et al. 2010; Korsheed, 2011); however the evidence for such 

theories comes principally from animal studies (Guyton & Sagawa, 1961) and a few small 

case series (Savage et al. 2002; Isoda et al. 1994). There is anecdotal evidence that high 

flow AVF can cause symptomatic heart failure with orthopnoea, paroxysmal nocturnal 

dyspnoea and peripheral oedema (MacRae et al. 2004; Isoda et al. 1994), however many 

patients tolerate very high Qa i.e.>5L/min with minimal symptoms.  

 

1.5.     TUNNELLED CENTRAL VENOUS CATHETERS 

 

1.5.1.  What is a tunnelled central venous catheter? 

 

Tunnelled central venous catheters are dual-lumen catheters made from silastic or silicon 

elastomer, which are inserted percutaneously using a Seldinger technique into a large 

central vein either in the neck (internal jugular or subclavian), groin (femoral) or directly 

into the inferor vena cava via lumbar vessels (translumbar) (Klein et al. 2016). Unlike 

temporary catheters, a cuff is used to secure their position and reduce the risk of 

introducing infection. TCVCs are simple and easy to insert and can conveniently be used 

immediately for dialysis. For this reason, their use has revolutionalised acute HD and, in 

2011, 59% of all incident patients in the England and Wales commenced dialysis via a 

TCVC (National Kidney Care Vascular Access Report, 2012). Conversely however, CVCs 

are the leading cause of healthcare-associated bloodstream infection and confer a 

significantly higher risk of bacteraemia than any other form of vascular access (Taylor et 

al. 2002). 

 

1.5.2.  Complications of central venous catheters 

 

Patients dialysing via central venous catheters are more likely to be hospitalised as a result 

of access related complications than patients dialysing via another modality (National 

Kidney Care Vascular Access Report, 2012). UK data indicate that TCVC use confers a 

six-fold increased risk of systemic sepsis and three-fold higher all-cause mortality 

compared to AVF (Thomson et al. 2007; Bray et al. 2012), whilst DOPPS data report a 

32% increased risk of death in HD patients with a CVC worldwide (Pisoni et al. 2009). 

Central vein stenosis can have significant and underrecognised long-term adverse 



 45 

consequences (Agrawal, 2013). Furthermore, catheter use appears to be associated with a 

chronic catabolic state, malnutrition, weight loss and hypoalbuminaemia (Yeun & Depner, 

2000). 

 

1.5.2.1. Catheter-related bloodstream infection (CRBSI) 

 

CRBSI is the most common infection in patients on HD with an estimated incidence 0.6-

6.5 per 1,000 catheter days observed in most studies (Lata et al. 2016; Lok & Mokrzycki, 

2011), although the exact rates vary with reporting and definition practices. A local study 

reports systemic bacteraemia rates of 1.77 per 1,000 catheter days for TCVCs, 6.3 per 

1,000 catheter days for internal jugular NTCVC and 13.5 per 1,000 catheter days from 

femoral NTCVCs (Thomson et al. 2010). Healthcare associated bacteraemia is associated 

with an increased risk of death (HR 2.8 [95% CI 1.5-5.1]) (Lata et al. 2016) and increased 

length of hospital stay from an average of 7 to 21 days (Stone et al. 2005). An average 

CRBSI costs $37 000 to treat with catheter-related bacteraemia costing the healthcare 

system over $2 billion annually in the USA (Stone et al. 2005). 

 

A patient on haemodialysis should expect to be hospitalised twice a year on average. 1 in 

10 of these admissions will be due to vascular access infection (Ravani et al. 2013b). 

Whilst, the overall number of hospital admissions attributable to vascular access appear to 

have fallen in recent years, infection as a cause for hospital admission continues to rise 

(USRDS, 2014). In the USA, the number of hospital admissions due to vascular access 

infection more than doubled between 1993 and 2005 (Lok & Mokrzycki, 2011). This rise 

in infective admissions (to 903 admissions per 1,000 patient years) is disproportionate for 

patients on HD compared to the other RRT modalities and is widely attributed to catheter 

related-complications (USRDS, 2014). A prospective cohort study of over 100 000 patients 

in Canada found that the relative risk of bloodstream infection with TCVCs was 15.5 and 

with uncuffed CVCs was 22.5 compared to AVF (Taylor et al. 2002).  Similarly within a 

local cohort, catheter use was found to be an independent risk factor for both bacteraemia 

and death compared to AVF (HR 5.4 and 2.8 respectively) (Thomson et al. 2007).  

 

Most cases of catheter-related bacteraemia are uncomplicated and can be treated simply 

with antibiotics with or without catheter removal (Ashby et al. 2009; Lata et al. 2016), 

however others can result in metastatic infection. Approximately 10% of CRBSI in dialysis 

patients are associated with infective endocarditis (Lok & Mokrzycki, 2011). Endocarditis 

in this context carries a mortality rate of 25% (Lata et al. 2016). Discitis, spinal epidual 
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abscess, septic pulmonary emboli and osteomyelitis can all occur as secondary 

complications. Mortality rates from CRBSI in HD patients range between 6-34% in the 

literature (Lok & Mokrzycki, 2011). Whilst prevalent mortality on HD is reducing, 

incident death rates remain static (UK Renal Registry, 2016), at least in part explained by 

early catheter-related bacteraemia (Thomson et al. 2010). 

 

Most catheter-related bacteraemic episodes are the result of infection from skin 

commensals e.g. Staphylococcus aureus or Staphylococcus epidermidis. Staph.aureus is 

normally methicillin sensitive (MSSA). However methicillin-resistant Staph.aureus 

(MRSA) is more common amongst dialysis patients and vancomycin forms the mainstay 

of treatment of both systemic and local exit site infection (Lata et al. 2016; Lok & 

Mokrzycki, 2011). 

 

Given that infection is so costly, both in terms of the economic burden and morbidity for 

the patient (most cases necessitating line change), recent research has focussed on 

strategies to reduce infection. Education, strict asepsis, catheter care bundles and “scrub 

the hub” regimens with chlorhexidine skin cleansing and “no touch” technique have been 

very effective in reducing bacteraemia rates (Simmons et al. 2011). Topical antibiotics e.g. 

mupirocin/ polysporin (Lok et al. 2003), recombinant tissue plasminogen activator (tPA) 

(Hemmelgarn et al. 2006) and antimicrobial locks e.g. taurolidine/ sodium citrate have also 

proven effective. For example the Haemodialysis Infection Prevention with PolyspOrin 

(HIPPO) study demonstrated significant reduction in catheter-related bacteraemia rates 

with a combined topical antibiotic (polysporin) ointment, with bacteraemia rates <1 per 

1,000 maintained out beyond 6 years (Lok et al. 2003; Battistella et al. 2011). In clinical 

practice, multimodal and combination preventative strategies have been employed with 

greatest effect. 

 

1.5.2.2. Thrombosis and catheter malfunction 

 

In reaction to vessel damage and platelet activation, a fibrin sheath will form around many 

TCVCs shortly after insertion (Napalkov et al. 2013). This fibrin sheath can complicate the 

line in several ways: it may become colonized with bacteria and form a biofilm or can 

directly occlude the catheter causing malfunction and poor flows through the catheter. The 

KDOQI guidelines define catheter dysfunction as the inability of achieve volumetric blood 

flow >300mL/min during the first 60 minutes of dialysis (NKF-KDOQI, 2006). Reported 

rates of catheter malfunction or thrombosis range between 0.6 and 33% or 0.06 to 21 
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episodes per 1,000 catheter days (Napalkov et al. 2013). In the event of catheter occlusion 

of malfunction, forceful flushing is contraindicated as it may lead to catheter rupture. 

Recombinant tPA and intraluminal lock or infusion of lytic enzyme (e.g. urokinase) may 

assist in dissolution of acute thrombosis (Hemmelgarn et al. 2006; NKF-KDOQI, 2006), 

and in some cases it is possible for the fibrin sheath to be stripped from the catheter under 

radiological guidance (Funaki, 2012). However in many cases the catheter cannot be 

salvaged as evidenced by local data demonstrating that 7% of TCVCs needed replaced due 

to occlusion during 1 year follow-up (Aitken et al. 2014a). 

 

1.5.2.3. Central venous stenosis 

 

Of all the catheter-related complications, central vein stenosis (CVS) or occlusion carries 

the greatest long-term morbidity and is the most difficult to manage (Agarwal et al. 2007). 

Trauma to the vein wall during and following TCVC insertion leads to upregulation of 

proinflammatory transcription factors and profibrotic genes, which in turn, cause smooth 

muscle proliferation, intimal hyperplasia, smooth muscle proliferation and subsequent 

thickening and fibrous changes within the intima of the central veins.(Agarwal, 2013) The 

resulting venous outflow stenosis and obstruction causes venous hypertension and presents 

with arm or facial swelling or access dysfunction of an ipsilateral fistula. In extreme cases, 

patients may present with bilateral central venous occlusion precluding both upper limb 

autologous access or further CVCs. Very rarely complete access failure may result with 

patients unable to dialyse as a result of access loss (Aitken et al. 2014b). 

 

The prevalence of central vein stenosis varies depending on the diagnostic criteria (i.e. 

symptomatic versus angiographic), however most of the literature would suggest that 

between 10-40% of central lines are affected (MacRae et al. 2005). Risk factors for CVS 

include increasing number of TCVCs, longer duration of TCVC, a subclavian approach to 

vessel puncture and the presence of a cardiac pacemaker device (Agarwal, 2013). 

 

Its widely accepted that asymptomatic CVS should not be treated (Agarwal, 2013; 

Agarwal et al. 2007). Symptoms may improve as venous collaterals develop (Agarwal et 

al. 2007). Symptomatic CVS can be managed by endovascular intervention (angioplasty or 

stenting) (Bakken et al. 2007), however it is notoriously difficult to treat. Lesions are 

susceptible to elastic recoil and commonly recur (Beathard, 1992).They require repeated 

intervention, the benefit of which is often short-lived (Bakken et al. 2007), and are 

associated with significant personal and economic burden (Jackson et al. 2014). 12-month 
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unassisted patency rates for angioplasty of CVS range from 12-50%, with cumulative 

patency rates as low as 13% in some studies (Beathard, 2015; Quinn et al. 1995; Dammers 

et al. 2003a). National Kidney Foundation-KDOQI (2006) guidelines recommend stenting 

of the central veins in cases of elastic recoil with significant residual stenosis following 

angioplasty or in cases of recurrence after < 3months. Patency rates of stenting vary and 

are improving as technology advances, however primary patency rates at 1-year remain 

approximately 50-60% (Rajan et al. 2007). In most cases, intervention for CVS is a 

temporising measure that will ultimately fail leading to access loss.  

 

“End-stage” vascular access (ESVA) with imminent vascular access failure and the 

inability to dialyse is an uncommon but devastating problem (Aitken et al. 2014b). The 

exact prevalence of access failure is poorly described in the literature, however most 

clinicians involved in caring for patients with renal failure will be aware of a handful who 

have died as a result of complete access failure due to central venous occlusion (Jackson et 

al. 2014). Bilateral central vein occlusion precludes any future upper limb access (either 

peripherally or with further catheter into the neck vessels). Lower limb access or 

translumbar lines can be attempted, but the outcomes are suboptimal (Power et al. 2010) 

and ultimately occlusion of the iliac vessels and inferior vena cava will occur also. There 

are no good treatment solutions to this problem, which commonly affects younger dialysis 

patients, and can prove fatal. For this reason, perhaps more than any other, unnecessary 

catheter use should be avoided to prevent the initial occurrence of CVS. 

 

1.6.     ARTERIOVENOUS GRAFTS 

 

1.6.1.  Traditional arteriovenous grafts 

 

Arteriovenous grafts (AVGs) are artificial conduits between artery and vein. A synthetic 

material is utilised to create the graft, which is implanted subcutaneously, and then 

cannulated for dialysis. AVGs in their modern-day guise were first utilised in 1972 

(Konner, 2005). Three different graft materials were used at this time: one biological 

(bovine carotid artery) and two synthetic (expanded polytetrafluoroethylene (ePTFE) and 

Dacron® (Chinitz et al. 1972; Dunn et al. 1972)). Ultimately, ePTFE was found to be a 

more effective material of dialysis grafts than Dacron® due to its ease of handling, lower 

risk of aneurysm formation with repeated cannulation and lower infection rates (Konner, 

2005). 
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An arteriovenous graft can theoretically be implanted at any site in the body between an 

artery and vein, however the most common configurations are brachio-basilic forearm 

loops and brachioaxillary in the upper limb (Figure 1.9) and common femoral artery to 

femoral vein in the lower limb (Akoh, 2009). 

 

 
Figure 1.9: Common configurations of upper limb arteriovenous grafts.  
1: brachioaxillary; 2: axillo-axillary; 3: forearm loop (brachiobasiic or brachiocephalic); 4: 
straight forearm (radial to median cubital or cephalic). Reproduced with permission from 
Wichtig Publishing (Akoh, 2009). 
 

The benefits and limitations of an AVG lie somewhere between those of a TCVC and an 

AVF: they require significantly more initial cost in surgical expertise, time, and finance but 

have rates of complication and infection lower than a TCVC.  

 

As previously described, systemic bacteraemia rates of AVGs are 0.5-0.6 per 1,000 

dialysis days compared to 1.77 per 1,000 catheter days for TCVC and 0.3 per 1,000 

dialysis days for an AVF (Taylor et al. 2002; Thomson et al. 2010).  
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It is well recognised that the long-term patency of a functioning AVF is significantly better 

than an AVG, with the need for fewer interventions to maintain that patency. In a large 

Canadian cohort study of 1,140 accesses created between 2000-2010, Lok and colleagues 

(2013) found that, once primary failures were excluded, median cumulative patency for 

AVFs was 61.9 months compared to 23.8 months for AVGs (HR 0.56, 95% CI: 0.43-0.74; 

P<0.001). They also concluded, however, that AVGs are more likely to establish initial 

function than AVF. The primary failure rate for AVGs in their series was half that of AVF 

(19% vs 40%; P<0.001). Furthermore, accounting for the high primary failure rate of 

autologous access, the cumulative patency did not differ between fistulae and grafts for 

either first or subsequent accesses (7.4 vs.15 months; P=0.85 and 7.0 vs. 9.0 months; 

P=0.39 respectively). In most contemporary series the primary patency rates for AVGs 

range from 40-60% (Schild et al. 2007). However with aggressive management of 

thrombosis and re-intervention, secondary patency rates of as high as 90% at 1 year have 

been achieved in some cases (Akoh, 2009). 

 

Besides “failure to mature”, AVGs obviate several other of the problems associated with 

autologous access use: lack of native vessels and prolonged maturation time (Allon & Lok, 

2010; Lok, 2007). Standard ePTFE AVG can be cannulated two weeks after implantation 

(allowing just a short period of time for the graft to be incorporated into the surrounding 

tissue) (Akoh, 2009; Saran et al. 2005), avoiding the delays associated with prolonged or 

inadequate AVF maturation and the need for repeated interventions to achieve functional 

patency. In one observational study, only 16% of AVG required intervention to achieve 

functional patency, compared to 42% of AVF (Lee et al. 2007). 

 

The Renal Association, NKF-KDOQI and European Best Practice Guidelines in Vascular 

Access advocate the use of AVG only as a second line vascular access in patients in whom 

no autologous options exist (citing poor patency rates and infectious complications 

associated with AVG usage). Despite this however, AVGs were still the most prevalent 

form of vascular access in the United States until the early 1990s, with 70-80% prevalence 

(Hirth, 1996). 

 

1.6.2.  Early cannulation arteriovenous grafts (ecAVGs) 

 

Unlike standard AVGs, which need to be left approximately two weeks from insertion 

prior to first cannulation in order to allow them to incorporate into the surrounding tissue, 
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early cannulation arteriovenous grafts (ecAVGs) are suitable for immediate cannulation. 

This property of ecAVGs means that, instead of principally being used in patients with no 

native vessels for autologous access, these grafts can be marketed as an alternative to 

TCVC in patients requiring immediate haemodialysis (Ottaviani et al. 2016). 

 

The first attempt at producing an early cannulation graft was in 1997 (Perma-Seal® (Possis 

Medical Inc., Minneapolis, MN, USA)). The role of and application of the graft was never 

recognised by the surgical community and the graft did not obtain FDA approval 

(Glickman, 2016). Since this time, an increased recognition of the mortality and morbidity 

associated with unnecessary catheter use (Thomson et al. 2007) and greater appreciation of 

the burden of AVF non-maturation necessitating TCVC use (Xue et al. 2010; Lacson et al. 

2007; Dember et al. 2008) lead to a revival in interest of ecAVG as an alternative to 

TCVC. In fact the 2006 KDOQI Vascular Access Update advocates the use of 

arteriovenous grafts as a “planned bridge” to AVF creation in selected cases based on 

clinical need.  

 

Initially the Vectra® (Bard, Murray Hill, NJ, USA) graft was licensed for early 

cannulation, and subsequently the three currently commercially available products 

(Rapidax™ (Vascutek Ltd, Renfrewshire, UK), Gore®ACUSEAL (W.L. Gore Associates, 

Flagstaff, AZ, USA) and Flixene™ (Maquet-Atrium Medical, Hudson, NH, USA) were 

developed. Both the Gore®ACUSEAL and Flixene™ grafts are made from ePTFE with 

unique tri-layer structures that give the grafts “low bleed” properties. The 

Gore®ACUSEAL graft is composed of two layers (outer and inner layer) of ePTFE 

separated by a central elastomeric membrane, designed to give the graft its self-sealing 

properties and limit pseudoaneurysm and seroma formation (Glickman, 2016) (Figure 

1.10). The median time to first cannulation in most case series is 2 days (Tozzi et al. 

2014a; Berard et al. 2015), however the grafts may be cannulated as early as 30 minutes 

post-operatively (Tozzi et al. 2014b; Al-Shakarchi et al. 2015a). 

 

Published data on the outcomes of ecAVGs remains limited. Patency rates in observational 

studies of both Flixene™ and Gore®ACUSEAL are comparable to those of standard 

ePTFE (Tozzi et al. 2014a; Glickman et al. 2015; Berard et al. 2015; Chiang et al. 2014). 

Much of the data reflect small, single-centre experiences with short follow-up. 

Nevertheless secondary patency rates for Gore®ACUSEAL range from 60-90% at 12 

months in every series (Table 1.2). In the only prospective multicentre study of early 

cannulation grafts, 1-year cumulative patency was 79% (95% CI: 71-85%), with a primary 
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unassisted patency rate of 35% (95% CI: 27-44%) (Glickman et al. 2015). Complications 

in this series were higher than in other cohorts with 6 patients experiencing haematoma 

formation, 15 graft infections and 15 cases of steal syndrome amongst 138 patients 

(Glickman et al. 2015). Overall infection rates for ecAVGs are comparable to those of 

standard AVGs, ranging from 0-18% in the published series (Al-Shakarchi et al. 2015b). 

 

 
 
Figure 1.10: Trilayer construction of Gore®ACUSEAL early cannulation graft. 
Magnification 500x. Reproduced with permission from W.L.Gore Associates. 
 

Despite published data on over 1 000 ecAVGS (Al-Shakarchi et al. 2015b), the exact role 

of ecAVG in clinical practice remains unclear and poorly defined. This is reflected by the 

large variety and range of patients treated with ecAVG in the literature: patients with no 

autologous upper limb options for vascular access (Glickman et al. 2015; Berard et al. 

2015); failure of previous vascular access (Tozzi et al. 2014b); need for urgent vascular 

access and TCVC avoidance (Berard et al. 2015; Aitken et al. 2014b) and complex or “end 

stage” vascular access solutions (Aitken et al. 2014b; Chemla et al. 2011). Chemla and 

colleagues (2011) present a series of early cannulation axillo-axillary grafts for patients 

with complex vascular access needs quoting 6 weeks and 1 year primary patency rates of 

93% and 66% respectively. Due to the diverse patient populations and characteristics it is, 

however, difficult to draw direct comparisons between the existing series of ecAVGs. 

 

 

 



Author Number 
of 
patients 

Multi/single- 
centre 

Indications Time to first 
cannulation 

Median 
follow-up 

Primary 
patency at 
12 months 
 

Secondary 
patency at 
12 months 

Infection 
rate 

Tozzi et 
al..2014a 

30 Single centre Median age: 60+/-12 years 
 
“poor candidate for 
autologous access” 
 
90% upper limb 
 

Median: 2.4+/-1.2 
days 

6.3 months 68% 93.3% 0% 

Aitken et 
al. 2014c 

37 Single centre Median age: 42+/-17 years 
“allcomers” 
 
46% bilateral central vein 
stenosis 
 
65% lower limb 
 

Mean: 30.4+/-23.4 
hours 

6.5 months 32% 40% 16% 

Maytham 
et al. 2015  

55 Single centre Median age: 64+/-17 years 
 
“native options not possible 
or exhausted” 
 

73% within 24 
hours 

17.5 
months 

46% 61% 0.2 per 
1,000 
dialysis 
days 

Glickman 
et al,.2015 

138 Multicentre Median age: 63+/-14 years 
 
“upper arm vascular access 
in patients not suitable for 
AVF” 
 

Median 15 days 12 months 33% 78% 11% 

 
Table 1.2: Summary of published studies of Gore®ACUSEAL early cannulation graft.
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1.6.3. Novel arteriovenous grafts 

 

The relatively poor outcomes in vascular access provide the prime opportunity for 

innovation to improve results. As a result, recent years have seen an explosion of new 

technologies, in many cases outpacing the current evidence or experience (Inston & Jones, 

2014). This rapid expansion is largely driven by industry with novel interventions targetted 

to each of the clinical problems encountered. Graft geometry and flow modification e.g. 

spiral laminar flow grafts aim to counter the problems with venous outflow stenosis 

(Kokkalis et al. 2015); graft drug coatings e.g. heparin (Glickman, 2016), paclitaxel (Baek 

et al. 2012) and sirolimus (Paulson et al. 2012) have all been proposed as interventions to 

reduce in-graft stenosis and thrombosis (Allon et al. 2016); and new electrospinning 

technologies have been employed to control the size, density and orientation of graft fibres 

with the intention of giving them specific self-sealing properties to permit early 

cannulation (Ferraresso et al. 2013). The development of novel biological grafts more akin 

to autologous vessels may improve patency rates (Dukkipati et al. 2013; Peck et al. 2011), 

while devices such as the haemodialysis reliable outflow (HeRO) device have been 

designed to manage a specific clinical problem (central vein stenosis) (Glickman, 2011). 

The pace at which technology has developed and the overwhelming influence of industry 

has limited the head-to-head evidence available for any of these new products, most of 

which are described as case reports or small case series in the literature (Inston & Jones, 

2014). 

 

1.6.3.1. Biological grafts 

 

Synthetic arteriovenous grafts are universally plagued by neointimal hyperplasia and 

stenosis leading to subsequent thrombosis and poor patency rates (Peck et al. 2011). The 

rationale for biological grafts therefore is that, by avoiding artificial material, the foreign 

body reaction is also prevented. 

 

Biological grafts are not new. In fact, at the same time as modern era synthetic grafts were 

being developed, both xenogenic and allogenic biological grafts were also employed for 

vascular access. Bovine carotid artery, mesenteric vein and ureteric grafts (Darby et al. 

2006; Katzman et al. 2005; Kaplan et al. 1976) were all found to form effective 

arteriovenous conduits with at least comparable patency to ePTFE. Unfortunately however, 

high rates of both pseudoaneurysm formation and rupture limited their long term use (Peck 

et al. 2011). Cryopreserved saphenous and femoral vein homografts remain commercially 
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available, however the hypothesis that such grafts would reduce infection rates was not 

supported in practice and cumulatively the clinical application of these grafts is limited to 

very niche situations (e.g. implanting into an area of existing infection) (Peck et al. 2011). 

 

Recent work has focussed on developing scaffolds for biological grafts (either 

bioengineered resorbable scaffolds that permit cellular ingrowth (Shinoka et al. 2001) or 

completely biological in vivo tissue-engineered grafts  (Campbell et al. 1999). Like the 

xenografts previously, bioengineered grafts form excellent bypass conduits, but concern 

regarding their ability to maintain sustainable integrity at cannulation sites is always a 

concern for dialysis vascular access  (Tillman et al. 2012). The best-established biological 

graft is the biosynthetic Omniflow® graft (LeMaitre, Toronto, Canada), which utilises 

ovine collagen grown around a polyester mesh template. Retrospective analysis of 720 

vascular accesses (59 ovine grafts) found the bioengineered grafts to have 1-year 

secondary patency comparable to autologous AVF (71%) and substantially better than 

ePTFE (54%). The infection rate of the ovine graft was 2% (Edwards & Ramshaw, 1995). 

More recently results of the multicentre phase II trial of the human acellular vessel 

(Humacyte® (Humacyte Inc., Morrisville, NC, USA)) have been published and show 

significant promise. Six-month primary and secondary patencies of 63% and 93% were 

observed, with no evidence of aneurysm formation and only one infection in 60 patients 

(median follow-up 16 months)  (Lawson et al. 2016) . The decellularised collagen scaffold, 

has theoretical benefits of producing less inflammation and lower immune reactions. A 

phase III trial is underway. To date this has recruited 190 patients. One of the major 

limitations in the implementation of tissue bioengineered grafts into clinical practice is cost  

(Tillman et al. 2012).  It therefore follows that a graft, such as Humacyte®, which could in 

the future be produced to be freely available off the shelf, might have significant benefit. 

 

1.6.3.2. Haemodialysis Reliable Outflow (HeRO) Device  

 

 The Haemodialysis Reliable Outflow (HeRO) device is a unique innovation in vascular 

access, designed to manage the problem of central vein stenosis, in patients who have no 

venous outflow to drain a standard AVG, but in whom there is a desire to avoid TCVC. 

The device is a hybrid of a venous outflow component (akin to a central venous catheter) 

that is placed in the central vessels under image-guidance and drains much is a line would 

and an inflow graft component that is anastomosed onto the artery and tunnelled and 

cannulated as would be a standard graft. The graft component and outflow component then 
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connect together to permit venous drainage (Glickman, 2016; Glickman, 2011; Al-

Shakarchi et al. 2015c) . 

 

In an era where there is increased survival on haemodialysis, the number of patients who 

have exhausted all traditional vascular access options are increasing. Central venous 

occlusion poses a very difficult problem to manage. The HeRO device provides one 

potential solution for this complex patient cohort. Given the complexities involved in 

managing these patients and the lack of alternative treatment strategies, published 

outcomes from the HeRO device are commendable.  A recent review of the literature  (Al-

Shakarchi et al. 2015c)  identified eight studies with a total of 409 patients, mainly in 

North America. Pooled primary and secondary patency rates of 21.9% and 59.4% at one-

year were obtained. Systemic bacteraemia rates of 0.13-0.7 per 1,000 dialysis days have 

been observed. 

 

1.6.4.  Complications of AVGs 

 

The complication rates of AVGs lie somewhere between those of AVF and TCVC. 

Bacteraemia and local infection are more common in AVG than AVF, but less common 

then in TCVC. Similarly, graft thrombosis occurs more frequently than AVF thrombosis, 

however it is easy to treat and re-establish patency with a graft. 

 

1.6.4.1. Venous stenosis and thrombosis 

 

The majority of grafts occlude due to venous outflow stenosis. Like in AVF, a process of 

vascular injury, neointimal hyperplasia, stenosis and then thrombosis occurs. The process 

is particularly aggressive at the graft-vein anastomosis, although can also occur at sites of 

needle injury within the graft  (Roy-Chaudhury et al. 2012b). The venous anastomosis is 

especially vulnerable to endothelial and smooth muscle cell injury due to a combination of 

haemodynamic stressors (non-laminar and turbulent blood flow and low shear stress)  (Van 

Tricht et al. 2005)  surgical injury and PTFE graft-induced macrophage accumulation  

(Roy-Chaudhury et al. 2001). Injury can also occur at the time of angioplasty  (Lee et al. 

2010). As a result, the rates of venous stenosis and subsequent thrombosis are higher in 

AVGs than autologous AVF, though it is easier to re-establish patency following 

thrombosis in prosthetic (Sgroi et al. 2013; Lok et al. 2013). 
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Twelve-month primary and secondary patency rates of AVGs range from 22-65% (Sgroi et 

al. 2013; Keuter et al. 2008) and 58-81% (Gibson et al. 2001; Kakkos et al. 2008) in 

historical series of standard PTFE. Secondary patency rates as high as 93% have been 

quoted in some contemporaneous series of ecAVG (Tozzi et al. 2014a). In their large 10-

year cohort study comparing AVF and AVG, Lok and colleagues (2013) found that whilst 

overall cumulative patency for AVF and AVG did not differ, AVG had significantly 

poorer cumulative patency (23.8 vs. 61.9 months; P<0.001) after exclusion of primary 

failures. Thrombosis occurs in 50% of all grafts within 1 year of placement, necessitating a 

salvage procedure in 75% (Schwab, 1999; Miller et al. 2000). 

 

Recent years have seen multiple interventions directed at attempting to improve graft 

patency. To date most have failed to convincingly or consistently reduce thrombosis rates 

(Diskin, 2003; Kaufman et al. 2003; Sreedhara et al. 1994; Moufarrej et al. 2016). 

Pharmacological therapies have been both local and systemic. A large multicentre 

randomised trial of dipyridamole plus low-dose aspirin demonstrated modest improvement 

in graft patency (28% vs. 23% primary unassisted patency at 1-year) but poor cumulative 

AVG survival (Dixon et al. 2009). The Cochrane review published in 2008 (Osborn et al. 

2008) identified ten studies that evaluated the role of anti-platelet or anticoagulant drugs in 

maintaining patency of AVGs. A modest improvement in graft thrombosis was observed 

with anti-platelet agents (asprin, clopidogrel and ticlopidine), however the single study of 

warfarin (Crowther et al. 2002) was halted early due to an increased rate of haemorrhagic 

complications in the treatment arm. A recent randomised controlled trial of fish oil 

supplementation found lower rates of graft failure in the fish oil supplementation arm (3.43 

vs. 5.95 per 1,000 access days; P<0.001), however was probably underpowered to detect 

any difference in the primary endpoint (proportion of patients experiencing thrombosis or 

need for intervention in the first 12 months) (Lok et al. 2012). Finally, there have been 

multiple attempts made at modifying the venous outflow of the graft in an attempt to 

improve the haemodynamics and minimise neointimal hyperplasia. These adaptations have 

been driven by industry and include a spiral graft aimed at inducing spiral laminar flow 

(Stonebridge et al. 2012); tapered grafts designed in an attempt to widen the venous 

outflow and control flow rates through the graft (Krueger et al. 2004); the Optiflow™ 

(Bioconnect Systems, Ambler, PA, USA) anastomotic connector to obviate the need for 

suturing and surgical trauma (Manson et al. 2013) and the Gore®Hybrid graft with nitinol 

reinforced stent to cross the venous anastomosis (Jones & Inston, 2015). The theoretical 

benefits of such products are evident, however to date there is no evidence that any one 

results in superior patency (Roy-Chaudhury et al. 2012b). 
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1.6.4.2. Graft infection 

 

Systemic infection rates of AVGs are higher than AVF but significantly lower than TCVCs 

in most published series. The systemic bacteraemia rate for AVG is commonly reported as 

0.06 per 1,000 access days (Schild et al. 2007). In actuality, the infection rates quoted in 

the literature vary significantly (Table 1.3) and there is no standardised definition of what 

constitutes an infection, making comparison of incidence, intervention and outcome 

difficult (Ryan et al. 2004). Most case series are small, involve heterogenous patient 

groups and variable sites for AVGs (upper and lower limb). Follow-up is poorly defined 

and there are no clear reporting methods for infection rates (Kingsmore, 2016). Some 

series report infection rates as a percentage of the total population at end of the follow-up 

period (Schild et al. 2007; Allemang et al. 2014), others report per year (Ram et al. 2010) 

or per 1,000 access days (Aitken et al. 2014b). As a result, widely variable infection rates 

are quoted (Kingsmore, 2016).  

 

Although systemic bacteraemia is uncommon (and metastatic infection practically unheard 

of) localised infection and infected haematoma of AVGs is significantly more common, 

affecting 10-15% of all grafts (Al-Shakarchi et al. 2015b). The natural history and timing 

of infection is also important, with most infections occurring early (presumably the result 

of infected haematoma at the operative site) (Kingsmore, 2016). Such infections tend to 

result in local problems and may ultimately necessitate explant of the graft, but rarely 

result in a systemic bacteraemia. Later (secondary) infections commonly result from poor 

cannulation technique and lack of asepsis. The organism is normally a skin commensal and 

systemic bacteraemia is more common (Kingsmore, 2016; Harish & Allon, 2011) (Figure 

1.11). Often a prolonged course of antibiotics will effectively treat these infections, 

although practice is variable and without an established evidence base (Ryan et al. 2004). 

Standardised definitions of graft infection including methods of quoting incidence, severity 

of local (i.e. degree of local cellulitis/ abscess formation) and systemic infection (i.e. 

positive blood cultures or suspected systemic infection), and need for intervention are 

required for effective comparison between products and centres and to facilitate future 

research (Kingsmore, 2016). 
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Table 1.3: Infection rates of arteriovenous grafts in published case series and 
randomised controlled trials 
 
Author Study 

type 
Number 
of grafts 

Follow-up Graft type Site of graft Infection 
rate 

Wang et 
al.1996 

Case 
series 

109 18 months Omniflow 
Standard PTFE 

63% upper limb 1%/yr 
2.3%/yr 

Glickman et 
al. 2001 

RCT 142 12 months Vectra 
PTFE 

100% upper limb 5.6% 
5.6% 

Dammers et 
al. 2003 

RCT 109 12 months Tapered PTFE 
Standard PTFE 

100% upper limb 0.12/ yr 
0.03/ yr 

Ryan et al. 
2004 

Case 
series 

1441 - Standard PTFE 100% upper limb 3.5% 

Rooijens et 
al. 2005 

RCT (vs 
RCF) 

84 12 months Standard PTFE 100% upper limb 0.13/yr 

Schild et al. 
2007 

Case 
series 

702 Median: 10 
months 

Standard PTFE 95% upper limb 9.5% 

Kakkos et al. 
2008 

Case 
series 

76 18 months Vectra 100% upper limb 6.6% 

Keuter et al. 
2008 

RCT  (vs 
BBF) 

51 325 days Standard PTFE 100% upper limb 15% 

Palumbo et 
al. 2009  

Case 
series 

38 Median:38 
months 

Omniflow - 0% 

Ko et al. 2009  RCT 89 2 years Cuffed PTFE 
Standard PTFE 

100% upper limb 4% 
5% 

Ram et al. 
2010  

Case 
series 

268 - Standard PTFE 79% upper limb 
21% thigh 

0.5/pt/yr 
0.1/pt/yr 

Sala et al. 
2011  

Case 
series 

30 - Standard PTFE 100% upper limb 10% 

Mistry et al. 
2011  

Case 
series 

48 - Flixene 100% upper limb 6.25% 

Lioupis et al. 
2011  

Case 
series 

48 - Flixene 100% upper limb 6% 

Morosetti et 
al. 2011 

RCT (vs 
BBF) 

27% 2 years Omniflow II 100% upper limb 0% 

Harish & 
Allon, 2011 

Case 
series 

1309 - Standard PTFE 78% upper limb 
22% thigh 

9% 
14% 

Kennealey et 
al. 2011  

RCT 53 33 months Standard PTFE 
Bovine carotid 
artery graft 

100% upper limb 0.1/yr 
0.13/yr 

Bachleda et 
al. 2012  

Case 
series 

53 - Standard PTFE - 28.3% 

Lok et al. 
2012  

RCT (fish 
oil) 

201 12 months Standard PTFE 95% upper limb 8.4% 

Davoudi et al. 
2013  

RCT (vs 
BBF) 

30 - Standard PTFE 100% upper limb 17% 

Allemang et 
al. 2014  

Case 
series 

265 Up to 4 
years 

Standard PTFE 92% upper limb 9% 

Scarritt et al. 
2014  

Case 
series 

78 - Flixene 100% upper limb 9% 

Harlander-
Locke et al. 
2014 

Case 
series 

17 18 months Bovine carotid 
artery 

Previous infection 
or high risk 

6% 

Tozzi et al. 
2014a 

Case 
series 

30 6.3 months Acuseal 90% upper limb 0% 

Chiang et al. 
2014 

Case 
series 

64 18 months Flixene 
Standard PTFE 

100% upper limb 20% 
40% 

Nassar et al. 
2014  

RCT 72 18.5 months Standard PTFE 
HeRO 

21% 
20% 

 

Maytham et 
al. 2015 

Case 
series 

52 17.5 months Acuseal 100% upper limb 16% 

Glickman et 
al. 2015 

Case 
series 

138 12 months Acuseal 100% upper limb 11% 

Berard et al. 
2015 

Case 
series 

46 Median: 
223.5 days 

Flixene 73% upper limb 2% 

Shemesh et 
al. 2015 

RCT 160 23.5 months Standard PTFE 
Propaten 

100% upper limb 3.8% 
3.8% 
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Figure 1.11: Time to graft infection in days (thigh and upper extremity (UE)), 
highlighting two distinct time periods for onset of infection- primary (likely the result 
of infected haematoma at the time of surgery) and secondary (likely resulting from 
inoculation of organisms due to poor cannulation technique. Adapted from Harish & 
Allon, 2011. Reproduced with permission from Mr David Kingsmore. 
 

Graft infections are notoriously difficult to treat. Once prosthetic has become infected 

systemic antibiotics (even prolonged courses) and often ineffective and often operative 

drainage or explant of the grafts is the only treatment option (Ryan et al. 2004; Benrashid 

et al. 2017). Prevention therefore is the mainstay of management. Strict asepsis and good 

cannulation technique is vital (Bachleda et al. 2012; Parisotto et al. 2014); prophylactic 

antibiotic at the time of implant may be helpful (Kingsmore, 2016); and, finally, graft 

modifications (antibiotic impregnated or bioengineered grafts) may have a role in the 

future (Inston & Jones, 2014). 

 

1.6.4.3. Other graft complications 

 

Like AVF, AVG can also be complicated by pseudoaneurysm formation and steal (Al-

Shakarchi et al. 2015b; Sgroi et al. 2013). As with graft infection, the reporting of other 

graft complications in literature is variable and non-standard. Quoted rates of 

pseudoaneurysm formation range from 0-17% (Al-Shakarchi et al. 2015b; Kakkos et al. 

2008; Sgroi et al. 2013). They are commonly associated with clustering of cannulation 

sites (area cannulation) and rotation of needle sites can assist in preventing this 

complication (Tozzi et al. 2014b; Al-Shakarchi et al. 2015b). 
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Theoretically steal syndrome should be more common in patients with AVGs than AVFs 

due to the diameter of the graft (6mm internal diameter in most AVGs vs. 2-3mm outflow 

vein in AVF). In reality, rates reported in the literature (0-11%) (Glickman, 2016; Al-

Shakarchi et al. 2015b) don’t differ significantly from autologous access, though the 

clinical symptoms are more likely to manifest soon after surgery due to the fixed outflow 

of the AVG and higher flow rates observed immediately. 

 

1.7. PROMOTING THE USE OF AUTOLOGOUS ACCESS  

Conventional opinion supporting AVF as the ‘gold standard’ vascular access (Smith et al. 

2012, pp.849) has led to a number of strategies, targets and initiatives promoting 

autologous access use. 

1.7.1.  “Fistula First” 

The “Fistula First Breakthrough Initiative” (FFBI) is a multi-faceted, American, 

continuous quality improvement project that was established in 2003 with the aim of 

achieving the KDOQI targets of 50% incident and 40% prevalent AVF use by 2005 (Lok, 

2007).  The goal of 40% prevalent AVF use was rapidly surpassed with an increase in 

AVF use from 24% in 2000 to 52% in 2008 (Pisoni et al. 2002; Spergel, 2008; Lynch et al. 

2011a; Lynch et al 2011b; Allon & Lok, 2010). The new target of 66% prevalent AVF use 

is fast approaching. The initiative has however failed to influence incident AVF use. Until 

last year (when DOPPS-5 observed slight improvements in incident AVF usage to 28%) 

incident AVF use in the US has been <15% compared to 60-70% in most of Europe 

(Pisoni et al. 2015; Ethier et al. 2008; Allon & Lok, 2010). 

Furthermore, unfortunately the increase in prevalent AVF usage has unfortunately not been 

accompanied by a concomitant reduction in catheter use (Lok, 2007). Conversely, the rate 

of prevalent TCVC usage has actually increased from 17% to 26% (perhaps due to a high 

primary failure rate of AVF created through an aggressive fistula primacy policy 

necessitating prolonged TCVC dependence) (Allon & Lok, 2010; Pisoni et al. 2015). 

Instead of a switch from TCVC to AVF, the post-FFBI era has seen a switch from AVG to 

AVF with no, or in fact negative, influence on catheter usage (Figure 1.12) (Gomes et al. 

2013; Vassalotti et al. 2012). Although reduction in CVC use was never a primary goal of 

the FFBI, many now recognise the need for ‘a concurrent approach to AVF promotion and 

CVC reduction’ (Lok, 2007, pp.1045). The KDOQI standard of ≤10% prevalent catheter 
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use has now been widely adopted into the FFBI campaign and latterly there has been a 

shift in focus from “Fistula First” to “Catheter Last” (NKF-KDOQI, 2006; Lacson et al. 

2007; Fulton, 2009). 

  
  
Figure 1.12: Prevalent vascular access use in the US highlighting the impact of the 
FFBI (increasing numbers of AVF, reducing numbers of AVGs and no significant 
change in TCVC use.) Reproduced with permission from National Kidney Foundation 
Fistula First Breakthrough Initiative. (Gomes et al. 2013). 
 
 
So has “Fistula First” actually achieved its aims? Certainly, the improvement in prevalent 

autologous access use must be commended, as should the heightened awareness of 

vascular access as a key determinate of outcomes for patients on HD that has been 

promoted by the campaign. However there is currently no evidence to suggest that the 

observed increase in AVF usage has actually resulted in any improvement in dialysis-

related outcomes (either reduction in infection rate or improved survival) (Malas et al. 

2015). Furthermore ‘current incident practice [still] falls exceedingly short years after 

recommendations, [with] a change in current policies and structured multidisciplinary 

efforts needed to ameliorate this deficit’ (Malas et al. 2015, pp.441). Additionally, whilst 

DOPPS data confirm that drives to improve autologous access use have resulted in more 

AVF being created (more than twice as many AVF were created per head of the dialysis 

population in 2012 compared to 2002), the proportion of those AVF that are subsequently 

used for dialysis has actually reduced in recent years (Rayner et al. 2003; Pisoni et al. 

2009). These observations have led some to observe that perhaps the drive should not be 

simply to have 65% of patients on HD with a fistula, or even that 65% of patients on HD 
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have a “functioning” fistula, rather that 65% of patients on HD have an AVF capable of 

sustaining dialysis (Lok, 2007). 

1.7.2.  Targets in the United Kingdom 

In the UK, The Renal Association has set even more stringent targets, advocating that 65% 

of incident patients and 85% of prevalent patients should have autologous vascular access 

(Fluck & Kumwenda, 2011). Recently a controversial best practice tariff was established 

in England and Wales with the aim of creating a rules-based framework that financially 

rewards efficiency and best practice (Department of Health, 2010). The Payment by 

Results (PbR) tariff was calculated based on 75% of prevalent haemodialysis occurring via 

an AVF or AVG in 2011/2012; 80% in 2012/2013 and 85% by 2013/2014, with trusts 

financially recompensed for achieving these goals (Department of Health, 2010; Sharif & 

Baboolal, 2011).  

Although contentious, the best practice tariffs have rekindled the drive for definitive 

vascular access this side of the Atlantic. Like in the US, prevalent AVF rates have 

increased year-on-year with 67% prevalent AVF use in DOPPS-1, 74% in DOPPS-4 and 

80% in DOPPS-5, with a corresponding reduction in catheter-dependence (unlike the US, 

baseline prevalent AVG use was low and therefore improvements in AVF use in the UK 

have resulted in concurrent reduction in TCVC use) (Robinson & Port, 2010; DOPPS 

Collaborators, 2012; Ethier et al. 2008; Pisoni et al. 2015). Practice around the UK is 

diverse however, with some units having upwards of 60% of patients dialysing via an AVF 

after only 6 months, while others have less than 10% (UK Renal Registry, 2014). 

Furthermore, like in the US, the incentivised practice has not translated into improvement 

in autologous access use in incident patients to date (UK Renal Registry, 2016). The recent 

DOPSS-5 data show that incident AVF use in the UK is only 53% compared to 85% in 

Japan (Pisoni et al. 2015). 

1.7.3. The Local Problem 

Healthcare in Scotland is a devolved power, therefore the best practice tariff does not apply 

within the National Health Service (NHS) in Scotland. There is now a significant 

discrepancy in autologous access rates North and South of the border (73% prevalent AVF 

rate in Scotland compared to 80% in England and Wales) (UK Renal Registry, 2016; 

Scottish Renal Registry, 2015), with concerns that the disparity will further increase 

without incentivisation in Scotland (Thomson 2015, personal communication). 
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There is also significant variation in prevalent vascular access use within Scotland (Figure 

1.13) (Scottish Renal Registry, 2015). Units in the West of Scotland are falling well below 

the national average. In 2015, Glasgow’s dialysis units only achieved 63% prevalent AVF 

use, compared to 81% in Edinburgh and 94% in Aberdeen (Scottish Renal Registry, 2015). 

These shortcomings have lead to a drive to improve vascular access provision locally. 

 

Figure 1.13: Percentage of prevalent haemodialysis patients in Scotland dialysing via 
autologous AVF 2012-2016. Reproduced with permission from Information Service 
Department (ISD), Scotland (Scottish Renal Registry, 2015). 

 

1.7.4.  How do you improve autologous access use? 

Attaining a functioning fistula is a complex process ‘akin to running a hurdle race’ (Allon, 

2007, pp. 786). There are multiple steps (referral to a nephrologist, surgical assessment, 
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creation of AVF, maturation and maintenance) that need to be performed in a sequential 

order. Failure in any of the steps results in the patient initiating dialysis via a catheter 

(Allon, 2007). Input is required from a range of specialists within the multidisciplinary 

team (nephrologists, surgeons, interventional radiologists, vascular access nurses) (Lok, 

2007). It is therefore vital that a co-ordinated team-based approach is adopted with 

everyone working towards a common goal (Lok & Davidson, 2012).  

The factors associated with a suboptimal start onto HD are both patient- and centre-

specific. Each unit and every patient will present unique challenges and barriers to AVF 

creation that need to be addressed at a local level as well as through national targets 

(Wilson et al. 2013). Root-cause analysis of TCVC usage however repeatedly highlights 

common problems. Assuming that TCVC avoidance is the aim, a better understanding of 

the reasons for catheter usage can be used to inform a strategy to optimise autologous 

access (Wish, 2010). Lee and colleagues (2005) found that nearly half of patients (43.5%) 

dialysing via a TCVC did so as they were still awaiting AVF creation (either after starting 

HD or following failure of a previous AVF). 28.7% were waiting for an AVF to mature; 

18.5% had no native option and 9.2% did so through patient choice (Lee et al. 2005). Nica 

and colleagues (2013) highlighted that patient factors and deficiencies in the systems and 

processes of vascular access provision were major determinants of TCVC use, with patient 

refusal, late referral, wait for surgery, lack of operating room space and poor cannulation 

quoted as relatively consistent problems. Good access outcomes require both reliable 

systems and attention to the human factors (National Kidney Care Vascular Access Report, 

2012). 

The strategies required to improve autologous vascular access rates differ between incident 

and prevalent patients. In prevalent patients, the aim must be to prevent access loss through 

thrombosis. Failure to recognise and treat dysfunctional access is the principal cause for 

loss of a functioning vascular access (Vassalotti et al. 2012). Although the role of 

radiological surveillance of fistulae remains controversial, clinical monitoring with prompt 

recognition of stenosis and timely intervention for failing AVF is essential to prevent 

thrombosis (Sharma & Ranjan, 2014; Polkinghorne, 2006; Salman, 2014; Allon & Robbin, 

2002; Fluck & Kumwenda, 2011). Education of dialysis nursing staff and good 

cannulation practice is also vital to minimise complications. A single episode of infiltration 

prolongs TCVC dependence by 3 months (Allon & Lok, 2010; Lee et al. 2006). Finally, 

there is a growing body of evidence to suggest that pharmacological manipulation at 

various of stages in the stenosis-thrombosis pathway may assist in preventing access loss 
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(Jackson et al. 2012). Fish oils, clopidogrel, aspirin and dipyridamole have all been shown 

to have a modest benefit in prolonging patency of both AVF and AVG in clinical trials 

(Lok, 2012; Dember et al. 2008; Tanner & DaSilva, 2015). Whether or not this translates 

into clinically significant benefit to the patient remains a matter of debate. The Dialysis 

Access Consortium (DAC) trial of aspirin and dipyridamole only prolonged graft survival 

by 6 weeks (Dixon et al. 2009). 

Incident patients should be the focus of efforts to improve autologous access creation (Lok, 

2007). An optimal start on dialysis with functioning AVF is associated with better short- 

and longer term survival (Mendelssohn et al. 2006; Malas et al. 2015). Starting dialysis via 

a TCVC sets a precedent for ongoing future catheter use (Weber et al. 2009).  40% of 

patients who started on a line are still with TCVC (with or without AVF) after a year on 

HD (Lok, 2007; Ethier et al. 2008).  The vestige of poor access planning and early line 

usage remains with the patient for their lifetime on dialysis in the form of lost access sites 

and central vein stenosis (Agarwal et al. 2007; Aitken et al. 2014a).  

Late referral is cited as the commonest reason for failure to start dialysis via an AVF (Lok, 

2007; Wish, 2010; UK Renal Registry, 2014.). The recommendation from the UK Renal 

Association is that referral for vascular access should occur when the patient enters CKD 

IV (taking into account comorbidities, rate of declines in renal function and the surgical 

pathway) (Fluck & Kumwenda, 2011). Similarly, the National Kidney Foundation 

advocates AVF creation at least 6 months before the anticipated need for dialysis (NKF-

KDOQI, 2006). Despite this, even in patients known to nephrology services >90 days, only 

50% were referred to the surgical team for autologous access creation prior to starting on 

HD (National Kidney Care Vascular Access Report, 2012). Of those assessed by a surgeon 

at least three months prior to starting dialysis, 70.4% started dialysis on an AVF whereas 

only 9.7% of those who had not seen a surgeon did (UK Renal Registry, 2014.). 

A recent Dutch study identified a number of bottlenecks in the referral pathway for AVF 

creation: delayed referral (failure of nephrologist to recognise decline in renal function); 

delay to surgical assessment (suboptimal accessibility OF surgical clinic); delay to surgery 

(lack of surgical capacity) (van der Veer et al. 2015). Several years ago, a Joint Working 

Party Group of The Renal Association, Vascular Society of Great Britain and Ireland and 

British Society of Interventional Radiology (2006) identified minimum physical 

requirements that were required to provide a vascular access service. Despite this, many 

units still fall short of their recommendations of one theatre list per week for every 120 

prevalent dialysis patients, a two-week waiting time for fistuloplasty and the ability to 
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perform thrombectomy within 48 hours. 

In addition to these material requirements, integration of the individual components within 

vascular access service infrastructure is essential since ‘fragmentation of care’ has been 

identified as major barrier to AVF placement (Wish, 2010, pp.615). Clear referral 

pathways and processes are essential as lack of a structured referral pathway is recognised 

as an obstacle to autologous access creation (Lopez-Vargas et al. 2011). However rigid 

strategies can put unnecessary delays into the system (for example the recommendation of 

“Fistula First” that every patient must have a pre-operative vein mapping ultrasound) (Lok, 

2007). A degree of flexibility, and perhaps redundancy, is required so that the process of 

care is fluid and can be adapted for the individual patient. Currently inherent delays created 

by a methodical surgical referral pathway in many centres (clinical assessment, then 

imaging, then wait listing prior to surgery) (Lok & Oliver, 2003) means that only 8% of 

patients who are referred for surgery “late” (i.e. after starting on dialysis) have a 

functioning AVF after 6 months on dialysis (UK Renal Registry, 2014). 

Approximately one third of patients are known to a nephrologist for <90 days prior to the 

initiation of HD. Obviously it will not be possible to create and mature an AVF within this 

time period, therefore these “crashlanders” present unique management challenges. They 

are often critically unwell, grossly fluid overloaded or hyperkalaemic. Many have 

experienced a significant hypotensive insult to precipitate their renal failure and many have 

poor cardiac function. Repeated cannulation and venesection in this patient cohort will 

destroy native vessels and limit autologous options for the future. For these reasons, the 

default position for such patients is for TCVC, with nearly 90% starting dialysis via a line 

(Chao, 2013; UK Renal Registry, 2016). However, it is essential that autologous access 

planning begins at the initial recognition of acute kidney injury (AKI) with preservation of 

vessels for future vascular access. Despite the fact that the patient is acutely unwell and 

TCVC may be the simplest and easiest option, alternatives including urgent PD, ecAVG, 

and early cannulation of native AVF should be considered as means of avoiding damage to 

the central veins and compromising autologous options for the future (Ponce & Balbi, 

2011; Blake, 2012; Tozzi et al. 2014b; Berard et al. 2015; Saran et al. 2005). Such options 

require a degrees of flexibility within the surgical service and cannot be managed on the 

“next available” theatre list. Locally, there has been some success with a policy of semi-

urgent vascular access creation where required (Aitken et al. 2012C).  

The best way to manage “crashlanders” remains to avoid them by identifying patients early 

enough to allow access planning prior to an urgent need to commence HD. Hughes and 
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colleagues (2013) found that 31.2% of patients classified as “crashlanders” actually had 

somewhat predictable acute-on-chronic renal failure in which a foreseeable trajectory of 

renal decline was not adequately anticipated or recognised, necessitating avoidable TCVC 

insertion for the start of HD.  

Early identification of patients soon to require HD also allows for pre-dialysis education. 

Pre-dialysis education has a very important role in preservation of vessels for native 

access. Patients told to avoid phlebotomy from their non-dominant arm are twice as likely 

to successfully have creation of a native AVF (Lok & Oliver, 2003). Additionally, pre-

dialysis education is important to influence and inform opinion about the value of 

autologous access (Lok, 2007). Nephrologists consider patient refusal to be one of the 

principal barriers to AVF creation and it’s well recognised that the longer a patient spends 

dialysing via a line, the harder it is to convince them as to the benefits of AVF (Xi et al. 

2010.; Nica et al. 2013). Many patients who have a catheter enjoy the ease of dialysis 

(quicker to get on and off the machine, no needles etc.) and become reluctant for AVF 

creation (Xi et al. 2010.; Lacson et al. 2011). 

Finally, non-maturation of AVF is a significant problem. If a fistula is created, but not 

matured by the time a patient starts on dialysis, the default is a TCVC. 81% of patients 

known to renal services have AVF surgery attempted prior to commencing on HD, but the 

number of patients actually starting HD via an AVF is less than 50% in the UK (Pisoni et 

al. 2015; UK Renal Registry, 2016; Scottish Renal Registry, 2015).  Despite pre-operative 

vein mapping to choose the optimal site and balloon-assisted maturation, only about half of 

AVF created mature sufficiently for dialysis (Dageforde et al. 2013; Mendes et al. 2002; 

Roy-Chaudhury et al. 2012b; Zangan & Falk, 2009; Dember et al. 2008). As previously 

highlighted, the challenge is therefore not in creating an AVF, it is in creating a 

functioning AVF (Lok, 2007). Two-thirds of patients in the Dialysis Access Consortium 

(DAC) study of AVF maturation, had AVF that were patent but still unsuitable for use at 

the time the patient needed to commence of dialysis (Pisoni et al. 2009). It is therefore 

important that attention to access is maintained throughout pre-dialysis care (even after 

creation) as a culture of “create and forgot” can result in an otherwise adequate AVF being 

unsuitable for use at the start of dialysis because no one checked to ensure it was maturing 

adequately (Nica et al. 2013; Lok & Oliver, 2003). Ultimately every hurdle is of equal 

importance. The most complex system and robust infrastructure will fail if no-one 

remembers to check for a thrill in the Low Clearance Clinic. It is therefore essential that 

vascular access remains foremost in the mind of every clinician caring for patients with 
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ESRD and is considered at each and every consultation. 

 

1.8. CHALLENGING THE ‘GOLD STANDARD’ ARTERIOVENOUS FISTULA  

 

In recent years the doctrine of AVF primacy has been challenged. There is, in fact, no level 

I or II evidence to support the use of AVF over other access modalities, and international 

vascular access guidelines, which universally advocate AVF as the modality of choice 

(Fluck & Kumwenda, 2011; KHA-CARI, 2012; Tordoir et al. 2007; NKF-KDOQI, 2006), 

are based on data from large (albeit good quality), retrospective case series. The high 

primary failure rate of autologous accesses and increasingly frail, comorbid dialysis 

population have led a number of authors to question whether AVF really are the panacea 

that they are reputed to be or whether TCVCs are a necessary evil in some situations 

(Drew & Lok, 2014; Lok, 2007; Allon & Lok, 2010). “Fistula First” and other similar 

initiatives promote autologous access use at all costs. However, latterly some authors have 

questioned if failure to achieve a functioning AVF by the time of HD initiation really does 

reflect poor quality care? Or whether the well-recognised benefits of having an AVF need 

to be balanced against the burden of trying to achieve a functioning AVF and the likely 

gain that the patient is likely to obtain in terms of dialysis-years via that access? (O'Hare et 

al, 2010; Moist et al. 2012; Drew & Lok, 2014). 

 

1.8.1.  Evidence for AVF as ‘gold standard’ 

 

1.8.1.1. Randomised controlled trials 

 

There is minimal level I evidence comparing vascular access modalities. No randomised 

controlled trials (RCTs) exist comparing TCVC to either AVF or AVG. There are four 

RCTs comparing AVF and AVG. These are summarised in Table 1.4. The two multicentre 

studies were conducted by the same research team in the Netherlands, compare autologous 

AVF to prosthetic PTFE in very specific patient cohorts, and have differing conclusions. 

Rooijens and colleagues (2005) found forearm PTFE grafts superior to RCF in patients 

having primary AVF creation with suboptimal vessels (79% vs. 52% secondary patency at 

1-year; p=0.001), while Keuter and colleagues (2008) found transposed BBF to have 

superior patency to forearm loop grafts (46% vs. 26% primary patency at 1-year; P=0.005) 

in patients unsuitable for or with failed RCF or BCF fistulae. In both studies the prosthetic 

arm required more interventions to maintain patency than the autologous arm.  Both 
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studies are well-conducted RCTs, but their clinical applicability is limited by the fact that 

neither address the true dilemmas faced by the clinician in practice: BCF or forearm loop 

AVG following failed RCF? BBF or brachio-axillary AVG following failed BCF? Is there 

a role for lower limb prosthetic? (Allon & Lok 2010) For this reason, neither of the studies 

are mentioned in either the American or European Vascular Access Guidelines, which 

draw on large, observational cohort studies for evidence instead (Tordoir et al. 2007; NKF-

KDOQI, 2006). The other two studies are small single-centre trials comparing AVG and 

BBF with conflicting results (Morosetti et al. 2011; Davoidi et al. 2013). Morosetti and 

colleagues (2011) found primary patency rates at 6, 12 and 24 months of 81%, 61% and 

60% respectively in the BBF cohort and 55%, 32% and 21% in the AVG cohort, whilst 

Davoudi et al. (2013) found no difference in mean primary patency time in transposed 

BBF and AVG (244.13 ± 103.65 and 264.97 ± 149.28 days respectively). Both studies 

have fewer than 30 patients in each arm, no description of where the AVG were sited and 

add little to the existing body of evidence. 

 

1.8.1.2. Observational cohort studies 

 

All of the large registry studies show an association between AVF and improved survival 

compared to TCVC or AVG (Table 1.5) (James et al. 2009). Registry data is supported a 

plethora of single-centre, retrospective cohort studies that are summarised in two 

systematic reviews (Huber et al. 2003; Murad et al. 2008). For the most part these studies 

support, not only a survival benefit with AVF, but also lower infection rates, 

hospitalisation rates and improved cost-effectiveness (Huber et al. 2003; Murad et al. 

2008; Lok, 2007; Pisoni et 2015) (Figure 1.14).  

 

The retrospective registry studies carry inherent selection and indication bias (Allon & 

Lok, 2010). The data collected is often limited in breadth and missing data is not 

infrequent. For example, in the UK Registry Report (2014) six centres needed to be 

excluded as the data return for was less than 50%. Selection bias in large cohort studies 

systematically favours the outcomes of AVF over TCVC. Critically ill patients starting 

haemodialysis urgently and those too frail for AVF creation will be included for analysis in 

the TCVC cohort, increasing the risk of adverse outcome in this group (Quinn & Ravani, 

2014). Patients who are not eligible for AVF creation have a 3-year survival of 26% vs. 

81% in those deemed eligible for AVF creation (Blake et al. 2013). The eligibility criteria 

for AVF placement in the retrospective studies are poorly defined (Ravani et al. 2013a). 

Additionally, new starts onto dialysis (particularly “crashlanders”) are more likely to 
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dialyse via TCVCs. It is well recognised that individuals who start dialysis urgently have 

twice the risk of adverse events, including death (OR 2.09) (Mazonakis et al. 2009). In an 

analysis of incident patients Quinn and colleagues (2011) found that, although the hazard 

for death was 70% higher in patients treated with catheters compared to those with 

autologous access, when those starting dialysis urgently were removed there was no 

significant difference in outcome. Large registry datasets do not include such data and 

therefore their interpretation is limited by indication bias. Likewise, most authors will 

consider outcomes by ‘access achieved’ not ‘access intention’ (Windus, 1993, pp.460). 

Given that most failed AVF attempts occur in frail, elderly, diabetics, such a per protocol 

analysis will also favour AVF outcomes (Quinn & Ravani, 2014). Finally, it must be taken 

into account that, in many cases, retrospective data on patency rates and access outcomes 

are over 30 years old (Lok, 2007). The dialysis population has changed significantly during 

this time, as have access practices and outcomes (Scottish Renal Registry, 2016; USRDS, 

2014; Fernstrom et al. 1988; Golledge et al. 1999; Dember et al. 2008; Lok et al. 2006). 

Inferences and recommendations based on historical data may not hold true in the 

contemporary dialysis population.  

 

 
 
 
Figure 1.14: Forrest plot of 12-month cumulative access patency (from observational 
study data) comparing arteriovenous fistula and arteriovenous grafts (including 
primary fistula failures).  



Author Study 
design 

Population Comparison Primary 
end point 

Secondary end 
points 

Primary outcome Secondary outcomes Conclusions 

Keuter et 
al. 2008  

Randomised, 
muticentre 
trial in 
Netherlands 

Patients with failed 
RCF/ BCF or vessels 
unsuitable for either 
fistula type (n=105) 

Transposed 
BBF vs. 
forearm loop 
graft 

Primary 
patency at 1 
year 

Primary aand 
secondary 
patencies at 1 year 
 
Number of 
interventions 
necessary to 
maintain patency 

Primary patency at one year 
was superior in BBF than 
forearm PTFE loop grafts 
(46% vs. 22%; P=0.005) 

Primary assisted patency was also 
superior in BBF (87% vs 71%; ; P=0.04). 
 
Secondary patency at 1 year was 
comparable between the groups (89% 
vs. 85%; P=0.86) 
 
Fewer interventions were required in 
the BBF to maintain patency (1.7/ pt. vs. 
2.7/pt) 
 

BBF are superior to 
forearm PTFE loop grafts in 
patients unsuitable for 
primary RCF or BCF with 
superior primary and 
primary assisted patency 
rates and fewer 
interventions required to 
maintain patency. 

Rooijen et 
al. 2005 

Randomised, 
muticentre 
trial in 
Netherlands 

Patients requiring de 
novo primary 
vascular access with 
marginal forearm 
vessels (radial artery 
diameter 1-2mm 
and/or cephalic vein 
at wrist <1.7mm) 
(n=383) 
 

RCF vs. 
forearm graft 

Primary 
patency at 1 
year 

Primary assisted 
and secondary 
patencies at 1 year 
 
Number of 
interventions 
necessary to 
maintain patency 

Primary patency at 1 year 
was superior in prosthetic 
forearm grafts compared to 
RCF (44% vs. 33%; P= 0.03) 

Primary assisted patency and secondary 
patency were also superior in forearm 
grafts (63% vs. 48%; P=0.03 and 79% 
vs. 52%; P=0.001 respectively). 
 
Fewer interventions were required in 
the RCF cohort for access salvage(0.5/ 
pt./yr vs. 0.94/pt/yr; P=0.08) 

Forearm PTFE grafts are 
superior to RCF in patients 
with poor forearm vessels 
with better primary, 
primary-assisted and 
secondary patency rates. 
More intervention were 
required to maintain this 
patency however. 

Morosetti 
et al. 2011 

Single centre 
randomised  
controlled 
trial in Italy 

‘Complex’ patients 
(failed RCF/ BCF, 
exhausted superficial 
veins or suitable 
vessels) (n=57) 

BBF vs, 
Omniflow Ii 
Vascular 
prosthesis 

Primary and 
secondary 
patency 
(time-point 
for primary 
outcome 
unclear) 

Operation time, 
length of hospital 
stay, rescue 
procedures 

Primary patency at 6, 12 and 
24 months for BBF were 81%, 
61% and 60% and for AVG 
were 55%, 32% and 21% 
respectively. 
Secondary patency at 6, 12 
and 24 months for BBF were 
86%, 76% and 66% and for 
AVG were 72%, 52% and 
34% respectively. 
 

Total operation time was 91+/-
15minutes in the AVG arm and 105+/-
28minutes in the BBF arm. 
Mean length of hospital stay was 4+/-1 
days in the AVG arm vs. 5+/- days in the 
BBF arm 

BBF should be the first 
choice in patients with 
good life expectancy who 
can rely on a temporary 
vascular access. However, 
given the shorter time to 
use AVG could be used in 
those with shorter life 
expectancy or who can’t 
have temporary vascular 
access. 

Davoudi et 
al. 2013 

Single centre 
randomised 
controlled 
trial 

No suitable forearm 
veins (n=60) 

BBF with 
transposition 
vs. AVG 

Primary 
patency time 

Secondary patency 
at 1 year; access 
related 
complications 

Mean primary patency times in 
the BBF and AVG groups were 
244.13 ± 103.65 and 264.97 ± 
149.28 respectively 
 

Access failure rates at 1 year 23.3% in 
BBF cohort vs. 30% in AVG cohort 

AVG offer similar patency 
and complication rates to 
BBF, thus they should be 
considered the preferred 
haemodialysis access when 
there are no suitable forearm 
veins. 

Table 1.4: A summary of randomised controlled trials comparing AVG to AVF. 



Author Registry Population Access status Crude mortality Adjusted mortality Confounders adjusted for 

Dhingra et al. 
2001 

USRDS Random sample of prevalent haemodialysis 
patients in the United States December 1993 
(n=5507) 

At study start 
date 

NR Diabetics: 
AVF: reference; AVG: RR 1.41; TCVC: RR 1.54 
Non-diabetics: 
AVF: reference; AVG: RR 1.08; TCVC: RR 1.7 

Age, gender, race, BMI, smoking, CAD, 
PVD, cancer, ability to walk, education 
level 

Pastan et al.. 
2002 

ESRD 
Network 6 

All prevalent haemodialysis patient in North 
Carolina, South Carolina and Georgia  April 
1998 (n=7,497) 

At study start 
date 

AVF: 7.3% 
AVG: 9.1% 
TCVC: 15.2% 
NTCVC: 16.8% 

AVF: reference; AVG: OR 1; TCVC: OR: 1.4 Age, gender, race, diabetes, functional 
status, serum albumin, angina, CHF, MI, 
delivered time, blood flow, URR, time 
since onset of ESRD 

Xue et al. 2003 Medicare All Medicare incident haemodialysis 
patients >66y.o. commencing haemodialysis 
1995-1997 (n=66,595) 

At time of first 
dialysis 

1 year mortality: 
AVF: 24.9% 
AVG 28.1% 
CVC: 41.5% 

AVF: reference; AVG: RR 1.16; TCVC: RR 1.7 
 

Age, gender, race, diabetes, initial access 
type, BMI, days from first access 
placement to initial dialysis date, albumin 
and creatinine 

Polkinghorne 
et al. 2004 

ANZDATA All adult patients starting haemodialysis in 
Australia and New Zealand 1999-2002 
(n=3,749) 

At time of first 
ANZDATA 
study 

Deaths per 1,000 
access days: 
AVF: 86 
AVG: 146 
CVC: 261 

AVF: reference; AVG: HR 1.39; CVC (by duration 
of dialysis): <60 days: HR: 2.53; 60-120 days: 
HR: 1.66; >120 days: HR: 2.77 
 

Age, gender, late referral, PVD, CAD, PRD, 
smoking, hypertension, lung disease, 
geographical location, year of entry 

Astor et al. 
2005 

CHOICE 
study 

Subpopulation of incident HD patients in the 
United States who were recruited for the 
CHOICE study (n=616) 

Access treated 
as a time 
dependant 
variable 

Annual mortality 
AVF: 11.7% 
AVG 14.2% 
CVC: 19.9% 

AVF: reference; AVG: HR: 1.2; TCVC: HR: 1.5 Age, gender, race, PVD, cardiovascular 
disease, diabetes, index of coexisting 
disease, BMI, smoking, education, timing 
of referral to a nephrologist, insurance  

Bradbury et al. 
2007 

DOPPS I 
and II 

Selected incident HD patients in the United 
States , Europe, Japan, Australia, New 
Zealand and Canada 1996-2004 (n=4,802) 

At time of first 
dialysis 

1 year mortality: 
AVF: 11.0% 
AVG 11.8% 
CVC: 19.9% 

AVF: reference; AVG: HR: 0.97; TCVC: HR: 1.49 Age, gender, race, BMI, PRD, comorbid 
conditions, albumin, calcium, 
haemoglobin, phosphate, pre-ESRD 
nephrology care 

Pisoni et al. 
2009  

DOPPS I 
and II 

Selected prevalent HD patients in the United 
States , Europe, Japan, Australia, New 
Zealand and Canada 1996-2004 (n=3,786) 

At date of 
study sample 

NR AVF: reference; AVG: RR: 01.15; TCVC: RR: 1.32 Age, gender, race, BMI, PRD, comorbid 
conditions, albumin, calcium, 
haemoglobin, phosphate, pre-ESRD 
nephrology care, dialysis centre 

Grubbs et 
al,.2013  

USRDS Incident haemodialysis patients in the 
United States aged 67-90 years 2005-2007 

At time of first 
dialysis 

NR AVF: reference; AVG: HR: 1.2; TCVC: HR: 1.95 Age, gender, health status, functional 
health status, place of residence 

DeSilva et al. 
2013  

USRDS 
Medicare 

Selected incident haemodialysis patients in 
the United States aged ≥ 67y.o. (n=115,425 

At time of first 
dialysis 

NR AVF: reference; AVG: HR: 1.05; TCVC: HR: 1.77 Age (stratified), gender, race, diabetes, 
initial access type, BMI, CAD, PVD, PRD 

Hicsk et al. 
2015 

USRDS All prevalent haemodialysis patients in the 
United States 2006-2010 (n=507,791) 

At time of first 
dialysis 

NR TCVC reference; AVG: HR: 0.83; AVF: HR:0.63 
Age 18-48y.o.: 
TCVC reference; AVG: HR: 0.92; AVF: HR:0.53 
Age 49-89y.o. 
TCVC reference; AVG: HR: 0.81; AVF: HR:0.63 
Age >89y.o.: 
TCVC reference; AVG: HR: 1.24; AVF: HR:0.76 

Age (stratified), gender, race, diabetes, 
initial access type, BMI, comorbidities 

Table 1.5: Summary of Registry Data comparing mortality on dialysis between AVF, AVG and TCVC.



1.8.1.3. The evidence in context 

 

Many of the more recent registry studies acknowledge the significance and implications of 

an aged, co-morbid dialysis population on vascular access choice. The conclusions of these 

latter series differ with regards to the role of AVF. For example, DeSilva and colleagues 

(2013) demonstrated no survival benefit of AVF over AVG in incident patients over 67 

years old (HR 1.05) and several authors have actually shown superior patency of AVGs in 

the first 18 months after insertion (Chan et al. 2007; Moist et al. 2012). Such observations 

have led some to advocate for an approach of preferential graft placement in those patients 

with a life expectancy of less than 2 years on dialysis (Moist et al. 2012;  Lee et al. 2005). 

 

Contrary to widely held belief, the 1-year cumulative patency is actually comparable for 

AVF and AVG, with the caveat that grafts need additional interventions to maintain 

patency (Allon, 2007; Allon & Robbin, 2002). After exclusion of primary AVF failures, 

the perceived improved access survival of AVF over AVG is nullified, with comparable 

patencies for both AVF and AVG out to 10 years (Lee et al. 2006; Allon & Lok, 201; Lok 

& Foley, 2013; Lok et al. 2013) (Figure 1.15). Rosas and colleagues (2012) found a 

strategy of AVF primacy to be cost-effective over prosthetic only if the AVF maturation 

rate was >69%. A recent systematic review found the pooled AVF maturation rate in 

contemporaneous studies to be only 59% (Al-Jaisji, 2013). 

 

Perhaps patency is the wrong end-point with which to compare access modalities 

altogether? AVG are associated with a less frequent need for early intervention (Roy-

Chaudhury et al. 2012) and earlier catheter removal than AVF (Leake et al. 2015). In a 

recent retrospective series, Disbrow and colleagues (2013, pp.680) question: ‘Is a 

reappraisal of the Fistula First Initiative indicated?’ after finding that in patients dialysing 

via a catheter at time of definitive access placement (AVF or AVG), the maturation time, 

risk of non-maturation and number of interventions required to achieve a functioning AVF 

negated its potential benefits. The authors suggest that the aim of definitive vascular access 

should be to minimise the number of catheter-dependent days. 

 

Finally, interpretation of the literature must be undertaken within the context of local 

resources and practice. For example, Kumbar et al. (2012) concluded that, with appropriate 

surveillance, AVGs have similar long-term primary-assisted patency to AVFs. Even 

TCVCs, with appropriate care and maintenance, have been shown to have excellent 

outcomes in the right setting. The West London group recently published enviable catheter 
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outcomes with 1-year patency rates of 76% and a bacteraemia rate of 0.34 per 1,000 

catheter days (Power et al. 2011) (lower than that quoted for many studies of AVF) again 

illustrating the role of a “horses for courses” approach to vascular access. 

 

 

 
 
Figure 1.15: Survival curves of cumulative access patency of AVF and AVG in 
haemodialysis patients with forearm access. A. AVF vs. AVG after including primary 
failures. B. AVF vs. AVG excluding primary failures.  Reproduced with permission 
from The Clinical Journal of the American Society of Nephrology (Lok et al. 2013). 
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1.8.2.  Are arteriovenous fistulae right for everyone? 

 

As previously discussed, the dialysis population is changing. Elderly, diabetic patients 

have poor AVF outcomes, shorter survival on HD and increased risk associated with 

access creation (Scottish Renal Registry, 2015; Lok et al. 2005; Miller et al. 1999). The 

utility and benefit of a functioning AVF must be weighed against the futility and morbidity 

associated with multiple failed attempts at access creation. Whilst a functioning AVF may 

well be preferable to a functioning AVG, a non-functioning AVF isn’t (Allon, 2007). 

Three factors need to be taken into account when considering whether “Fistula First” is 

really the right approach: 

 

1. The likelihood of successful AVF maturation. 

2. The morbidity associated with attempted AVF creation. 

3. The benefit that is likely to be gained from having AVF creation (i.e. 

anticipated survival on dialysis or likelihood of needing dialysis). 

 

Access planning requires an understanding and balance of these factors. 

 

1.8.2.1. Balancing the risks and benefits of AVF creation (likelihood of maturation 

versus morbidity) 

 

The likelihood of successful maturation must be balanced against the morbidity associated 

with AVF creation or, perhaps even more importantly, the morbidity of failed AVF 

creation. An elderly and increasingly comorbid dialysis population means that the 10% 

FTM rate quoted a decade ago is obsolete and now approaches 50% (Drew & Lok, 2014). 

Despite a 2-3-fold increase in AVF and AVG creation noted in the most recent Dialysis 

Outcomes and Practice Patterns Study (DOPPS) study, initial feedback indicates that this 

does not appear to have translated into more usable accesses (Pisoni et al. 2015) 

 

AVF created in obese patients are less likely to be successfully cannulated, with the patient 

often subjected to multiple revisional and superficialisation procedures in an attempt to 

achieve functional patency (Evans et al. 2015; Chan et al. 2008). Advancing age, coronary 

artery disease, peripheral vascular disease and diabetes are all associated with increased 

chance of FTM (Lin et al. 1998; Lok et al. 2006; McGrogan et al. 2015a). Lok and 

colleagues (2006) found advancing age to confer a 2-fold greater chance of non-

maturation. Lazarides and colleagues (2007) concluded from their meta-analysis that the 



 77 

non-maturation rate of RCF in the elderly was so high, that distal AVF should not be 

considered in those >70years. Similarly a recent meta-analysis found small (<2mm) 

vessels, low intra-operative arterial blood flow and late referral for access creation were 

also associated with non-maturation (Smith et al. 2012). However, despite multiple 

predictive tools, it remains very difficult to acutely predict whether an individual fistula 

will mature (McGrogan,et al. 2015b). 

 

Diabetics, especially women, have small, diseased arteries. (Chen & Moe, 2003) This is 

associated, not only with a high primary failure rate of autologous access (Jankovic et al. 

2015), but also a higher than average risk of steal syndrome (Malik et al. 2008). The 

balance of risk-benefit in this patient cohort in therefore altered. Furthermore, the median 

survival of a 65 year-old diabetic commencing on dialysis is only 1.6 years (Scottish Renal 

Registry, 2013), leading some to question the value of AVF in this patient cohort (Lee et 

al. 2007).  

 

AVF creation is not a benign procedure: 5-10% of patients will develop steal syndrome 

(Malik et al. 2008); high output cardiac failure is a recognised complication (Wasse et al. 

2007); severe chronic neuropathic pain occurs in 3.2% whether or not the fistula ever 

successfully matures (Aitken et al. 2013). Given that most patients who undergo AVF 

creation have not yet started dialysis and the procedure is being performed 

prophylactically, the need to minimise unnecessary complications is paramount (O'Hare et 

al. 2007). 

 

Perhaps more significant than complications (and commonly overlooked), is the burden of 

failed or suboptimal maturation. Less than half of AVF created are suitable to use for HD 

five months after creation (Dember et al. 2008). The rest either fail early necessitating a 

second or subsequent surgery with diminishing returns from each attempt (Aitken et al. 

2014a; Gibyeli Genek et al. 2015; Lok et al. 2006), or require multiple interventions e.g. 

balloon assisted maturation to promote development (Roy-Chaudhury et al. 2012a). 

Multiple interventions are associated with the need for repeated hospitalisation and 

negatively impact on QoL (Afsar et al. 2012). Again, many of these interventions are 

performed on patients not yet on dialysis, increasing the burden of disease in an otherwise 

relatively asymptomatic cohort of patients. Furthermore, surgical fatigue can also result in 

reluctance for second or subsequent attempts at access creation, which are perceived to be 

futile (Gibyeli Genek et al. 2015). The costs associated with an unused fistula are much 

higher than perceived (Malas et al. 2015). Some authors advocate AVG as an alternative to 
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multiple failed AVF attempts to obviate this problem (Allon & Lok, 2010; O’Hare et al. 

2010). 

 

1.8.2.2. Predicting the decline to end-stage and survival on dialysis: the benefit of 

fistula creation 

 

Aside from the access itself, two major factors influence the benefit, or otherwise, that a 

person might obtain from an AVF: 

 

1. The likelihood of that patient ever requiring dialysis. 

2. The anticipated life expectancy on dialysis. 

 

These factors are heavily influenced by co-morbidity, nature of the primary renal disease 

and age, therefore they are constantly changing with the evolving demographic of the 

ESRD population (Toussaint et al. 2015). 

 

AVF creation in the pre-dialysis setting differs from any other any other preventative or 

preparatory healthcare intervention (O’Hare et al. 2010). Unlike vaccination it does not 

confer public heath benefits, nor is it a potentially life-saving procedure akin to elective 

abdominal aortic aneurysm repair. More like purchasing a life insurance policy, the 

benefits of AVF placement are only accrued if the event (i.e. dialysis initiation) actually 

occurs (O’Hare et al. 2010). Prior to this, the burden and morbidity associated with 

attempting to achieve functioning vascular access is incurred without any tangible gain.  

 

One of the most challenging aspects of pre-emptive access placement is determining when, 

or if, a patient is likely to need dialysis.  Vascular access planning guidelines fall into two 

categories: those which suggest that an absolute eGFR should be used for referral for 

access creation e.g. a creatinine clearance <15-20ml/min (Canadian Society of 

Nephrology, 2006) and those which advocate that time to need for dialysis should be 

predicted and utilised to determine referral i.e. within 6 months of anticipated need for 

dialysis (NKF-KDOQI, 2006). They all assume linearity of progression in renal function 

decline (Rosansky, 2012). In reality, prediction of the trajectory of renal function decline is 

poorly understood and very difficult to forecast.  

 

O’Hare and colleagues (2012) identified four different patterns of decline to end-stage. The 

majority of patients had a persistently low level of eGFR <30mL/min/1.73m2 (mean eGFR 



 79 

slope 7.7 ± 4.7 mL/min/1.73m2/ year). However 9.5% had accelerated loss from eGFR >60 

mL/min/1.73m2 (mean eGFR slope 32.3 ± +/-13.4 mL/min/1.73m2/year) and 3.1% 

demonstrated catastrophic loss (Figure 1.16), highlighting the difficulties both in 

predicting when dialysis might be required and in applying a fixed cut-off for any 

intervention (Schell & O’Hare, 2013).  Nearly half of patients with CKD stage V will have 

stable renal function at 2 years follow-up (O’Hare et al. 2012) and over a quarter of elderly 

patients (average age 75 years) with stage IV CKD showed no decline in eGFR after 10 

years follow-up (Eriksen & Ingebretsen, 2006), making many pre-emptive AVF creation 

attempts in these patients extraneous. 

 

 
 
Figure 1.16: Estimated glomerular filtration rate (eGFR) trajectories in patients 
approaching end stage renal disease.  
Trajectory group 1 (63%): persistently low eGFR (<30 mL/min/1.73m2);  
Trajectory group 2 (25%): progressive loss from baseline 30-59 mL/min/1.73m2; 
Trajectory group 3 (9%): accelerated loss in eGFR from levels >60 mL/min/1.73m2; 
Trajectory group 4 (3.1%): catastrophic loss from levels >60 mL/min/1.73m2 within 6 
months or less.  
Reproduced with permission from National Institute of Health. (O’Hare et al. 2012) 
 

It is well recognised that elderly patients will have a slower rate of decline in renal 

function (Van Pottelbergh et al. 2012; Vachharajani, 2011; O'Hare et al. 2007) and a 

shorter life expectancy (Kurella et al. 2007), therefore the potential for unnecessary 

vascular access procedures in this cohort is particularly salient. O’Hare et al. (2007) 

Figure 1. eGFR trajectories and 95% confidence intervals defined by trajectory modeling.
Dotted lines denote 95% confidence intervals
Trajectory Group 1 (persistently low levels of eGFR): 63% of patients with a mean
probability of assignment 0.88 (±0.24)
Trajectory Group 2 (progressive loss of eGFR): 25% of patients with a mean probability of
assignment 0.86 (±0.27)
Trajectory Group 3 (accelerated loss of eGFR): 9% of patients with a mean probability of
assignment 0.91 (±0.25)
Trajectory Group 4 (catastrophic loss of eGFR): 3% of patients with a mean probability of
assignment 0.99 (±0.11)
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evaluated a US Department of Veterans Affairs population and created a hypothetical 

model in which all patients with advanced CKD were assumed to received vascular access 

surgery. They used their model to calculate the proportion of patients in whom AVF 

creation would be necessary (the patient initiated dialysis within 2 years) or unnecessary 

(the patient died prior to starting dialysis or remained alive and dialysis free). They 

observed that in patients >85 years with eGFR <15ml/min/1.73m2 only 25% of patients 

started dialysis within 6 months and only 1 in 3 started within a year. The authors 

extrapolated this data to calculate that among 85 year old patients referred for access 

surgery at an eGFR <15ml/min/1.73m2,, with predicted 6 months survival, three accesses 

have to be created for every one used for dialysis (O'Hare et al. 2007).  

 

The rate of decline of renal function and likelihood of needing dialysis also needs to be 

balanced against the likelihood of dying prior to ever requiring dialysis. Figure 1.17 

highlights this problem, demonstrating the relative frequency by which ESRD exceeds that 

of death by patient age. For example, the likelihood that a 70 year-old man will survive to 

commence dialysis does not exceed the risk that he will die from other causes until his 

eGFR falls below 15mL/min/1.73m2 (O’Hare et al. 2010). 

 

 
 
 
Figure 1.17: Graphical representation of the eGFR at which the relative frequency of 
ESRD exceeds that of death by patient age. Reproduced with permission from John 
Wiley & Sons Ltd. (O’Hare et al. 2010). 
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More than one percent of patients will die within 30 days of access creation (Jorna et al. 

2016) and almost 30% of patients >74 years do not survive 12 months after AVF creation 

(McGrogan et al. 2014). Nearly two-thirds of patients over 80 years old die within 18 

months of commencing on dialysis (Vacharanjani et al. 2014), with the median survival of 

patients aged 65-79 years at initiation of maintenance haemodialysis only 2 years (Kurella 

et al. 2007). There is however considerable heterogeneity and variation around this 

observation with an interquartile range of 8.3 months to more than 4 years (Kurella et al. 

2007), which (like the prediction of decline in renal function) makes prediction of survival 

on HD difficult, with few good objective measures to help prognosticate. Moss and 

colleague (2008) describe the utility of the “surprise question” i.e. ‘would I be surprised if 

this patient died in the next year?’ for predicting short-term mortality. In practice, this 

subjective measure is likely to prove just as valid as more complex algorithms in 

determining where the futility of unnecessary access procedures is likely to lie (McGrogan 

et al. 2014).  

 

Approximately 30% of patients remain pre-dialysis one year following creation of their 

AVF (Morsy et al. 2011) and a recent Canadian study found that 9% of incident patients 

who had AVF created died before the AVF was ever used (median follow-up 8 months) 

(Oliver et al. 2012). Recently several authors have utilised analytical models in an attempt 

to minimise gratuitous AVF creation. Shechter and colleagues (2014) used a Markov 

model to calculate that referral 15 months prior to initiation of dialysis would result in 34% 

of patients starting dialysis via a TCVC with 14% unnecessary AVF, while referral at 

eGFR threshold of <20mL/min/1.73m2 would result in 38% incident TCVCs and 20% 

unnecessary AVFs. Similarly, Hiremath and colleagues (2011) found a policy of watchful 

waiting until dialysis started was associated with better life expectancy (66.6 vs. 65.9 

months) and quality adjusted life expectancy (38.9 vs. 38.5 quality adjusted life months) 

than immediate AVF creation in all patients with CKD stage IV. Data from our own centre 

demonstrates that one-third of brachiobasilic fistulae are never used for dialysis (Hameed 

et al. 2016), a finding that needs to be considered in the context of the morbidity 

(rehospitalisation and reintervention to achieve patency particularly in BBF). Some authors 

would advocate that, in this patient cohort with no simple autologous option, an AVG at 

the time a patient requires to start HD is favourable to pre-emptive AVF creation (Allon & 

Lok, 2010; Moist et al. 2012; Lok, 2007). 
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1.8.2.3. Elderly patients 

 

Recently published Italian vascular access guidelines acknowledge that, in the context of 

shorter life expectancy and slower decline to end-stage disease, elderly patients must be 

considered as a unique patient cohort (Lomonte et al. 2016). As a patient group they 

provide a useful example to highlight a number of the issues already described and the 

need to consider these factors in individualised vascular access planning. 

 

Increasing age is associated with a higher chance of non-maturing fistula, with patients 

>65 years having a more than doubling of the chance of primary non-function (OR 2.23; 

95% CI 1.25, 3.96) (Lok et al. 2006). A recent observational study found cumulative 

fistula survival at 12 months to be 68% in patients ≤70 years old compared to 39% in 

patients over the age of 70 (Olsha et al. 2015). Similarly in their meta-analysis, McGrogan 

and colleagues (2015a) found pooled 12-month primary and secondary patency rates in the 

elderly of 53.6% and 71.6% respectively. Vascular calcification, oxidative stresses and 

poor endothelial function limit the ability of vessels to vasodilate and are postulated to be 

responsible for the higher failure rate of AVF that is observed in the elderly (Moist et al. 

2012) with distal radiocephalic fistulae most likely to fail (OR 1.52 at 12 months) 

(Lazarides et al. 2007). 

 

Vascular access procedures and their complications represent an important cause of 

morbidity and mortality in the elderly haemodialysis population (Feldman et al. 1996). 

Age greater than 65 years has also been identified as a risk factor for dialysis-associated 

steal syndrome (Zamani et al. 2009), and elderly patients require more frequent 

endovascular interventions to assist in achieving and maintaining access patency (Lok et 

al. 2005). Furthermore, frailty and malnutrition often lead to thin skin that bruises and tears 

easily. Such “minor” complications and the morbidity associated with them are often not 

documented or reported in studies (Moist et al. 2012). 

 

The median life expectancies for a 65 year old and an 80 year old patient commencing 

haemodialysis are 2.5 and 1.3 years respectively (Cherukuri et al. 2016). In the United 

States, a quarter of octogenarians starting dialysis never return to independent living 

(Vacharanjani et al. 2014) and commencing dialysis is associated with significant decline 

in functional status such that only 13% of elderly patients starting on dialysis will have a 

preserved functional state after 1 year (Combs & Davison, 2015). More than a third of 

elderly patients who commence dialysis opt to discontinue within the first six months 
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(Rosansky, 2012). In patients over the age of 70, survival is comparable with 

haemodialysis and conservative care (Lazenby et al. 2016). 

 

As earlier described, many elderly patients with significant reduction in their eGFR will 

never go on to initiate dialysis, therefore efforts to secure a functioning fistula prior to 

commencing dialysis may result in harm of a procedure from which they will never benefit 

(O’Hare et al. 2010; Schell & O’Hare, 2013; Oliver et al. 2012). A recent study found that, 

following AVF creation, up to two-thirds of elderly patients died before their fistula was 

ever used for dialysis (Richardson et al. 2009). Lee and colleagues (2015) recently 

published a large cohort study of over 3,000 elderly patients (>70 years) with access placed 

in the predialysis stage. They found that 67% of patients with AVF and 71% of patients 

with AVG commenced dialysis in the two year follow up period, however only half of 

these patients started dialysis via a functioning AVF/ AVG. Catheter dependence was more 

common in patients receiving predialysis AVF than AVG (46.0% vs. 28.5%; P<0.001) 

(Lee et al. 2015). The rate of decline in renal function needs to be balanced against life 

expectancy and quality of life. Conservative care and palliation should always be 

considered as a treatment option in older patients (Combs & Davison, 2015). 

 

An individualised approach to vascular access is essential (Moist et al. 2012). Perhaps 

more than any other patient cohort, the heterogeneity that exists amongst life expectancy 

and functional status in the elderly, highlights the need for tailored decision-making 

(Cherukuri et al. 2016). For example, a fistula may be most appropriate for an elderly 

patient with minimal co-morbidity who is seen in the pre-dialysis clinic with anticipated 

dialysis start six months in the future, whilst an AVG (or TCVC) may be more appropriate 

in an elderly patient with multiple comorbidities and life expectancy <2 years (Moist et al. 

2010). 

 

There has been considerable debate in recent literature around the issue of whether AVF or 

AVG should be favoured in the elderly (Moist et al. 2012; Tordoir et al. 2015; Allon & 

Lok, 2010). Certainly, the initial operative procedure to create an AVF is simpler, 

associated with a shorter hospital stay and minimal morbidity (Swindlehurst et al. 2011). 

Despite poorer maturation rates, many elderly patients do still benefit from receiving 

dialysis via an AVF. In the UK more patients >60 years than <60 years start dialysis via an 

AVF (UK Renal Registry, 2016) (though this is likely to be the result of a slower rate of 

decline in function, rather than better AVF outcomes per se). And it must be remembered 

that the infective complications of TCVCs are most marked in the elderly and co-morbid. 
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Most European clinicians would still favour trying to create an AVF in a co-morbid 75 

year old rather than seeking alternative access (van der Veer et al. 2015).  

 

Conversely, elderly patients are likely to have a short life expectancy and unpredictable 

start to dialysis, factors that may favour the use of an AVG over AVF. A recent large 

observational study has demonstrated comparable survival from AVF and AVG in patients 

aged over 67 years (DeSilva et al. 2013). Survival was found to be comparable for all 

access types (including TCVC) in patients >80 years old. Likewise, Tamura and colleagues 

(2011) estimated the remaining lifetime absolute risk reduction in vascular access 

bacteraemia attributable to the use of preferred versus non-preferred access e.g. AVF vs. 

AVG and AVG vs. TCVC for patients with different life expectancies. AVF conferred a 

very modest risk reduction over AVG especially in the elderly e.g. in patients >85 years 

with life expectancy in the 25th percentile, more than 200 AVF would be required to 

prevent one episode of graft related bacteraemia. Similarly, whilst the number of AVGs 

required to prevent an episode of catheter-related bacteraemia was much less, the relative 

benefit of AVG versus TCVC also declines with age and life expectancy (Cherukuri et al. 

2016). Accounting for primary failures, the cumulative patency of AVG and AVF are 

comparable for the first 18 months (Xue et al. 2003; Astor et al. 2005; Lee et al. 2007), 

therefore many authors now advocate AVG in elderly patients with a life expectancy less 

than 2 years to avoid the need for a TCVC (Allon & Lok, 2010; Lok, 2007; Moist et al. 

2012). 

 

Autologous AVF take longer to mature in the elderly (Viedma et al. 2005; Ravani et al. 

2013b) with delayed maturation having the inadvertent consequence of prolonged catheter 

use. DeSilva and colleagues (2013) found that nearly half of elderly patients who had 

planned to start dialysis via an AVF ended up starting with a TCVC, compared to only 

25% of patients who had planned start via an AVG. Given that infective complications of 

line use are more significant in frail, elderly patients (Thomson et al. 2007), Moist and 

colleagues (2012, pp.647) reflect that: 

 

‘the need for prolonged catheter use during AVF maturation may be considered 

harm if the patient will not live long enough to reap the benefits’ 

 

With the survival benefits of autologous access deferred, many now question the benefit of 

AVF in those with a short life expectancy instead advocating a policy of “watch and wait” 
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to see if dialysis is actually going to be required and then consider AVG as an alternative 

to AVF as first line vascular access (Drew & Lok, 2014; Tordoir et al. 2015).  

 

1.8.3.  An individualised approach  

 

Recent literature (and clinical practice) reflects a gradual shift away from “Fistula First” 

towards a “patient first” approach to vascular access (Moist et al. 2012). There is 

increasing recognition of the need for an individualised approach, rather than a disease-

based model of vascular access provision (Cherukuri et al. 2016; O’Hare et al. 2010; 

Bowling & O’Hare, 2012). The relative advantages and disadvantages of various access 

types are well documented at a population level, however the benefits and harms will also 

vary between individuals as a function of their need for dialysis and life expectancy 

(Cherukuri et al. 2016). Moist and colleagues (2014, pp.645) highlight that: 

 

‘Quality improvement initiatives in end-stage kidney disease care advocate for 

quality benchmarks, but fail to identify patients who may not benefit from 

‘standard of care’ applicable to a ‘standard patient’’ 

 

1.9. SO WHAT IS “BEST PRACTICE” FOR VASCULAR ACCESS?  

 

An inherent tension exists between best practice guidelines and the optimal care of an 

individual patient (Drew & Lok, 2014). Benchmarking and targets can fail to meet the 

unique needs of a specific individual. The “standard of care” can only be applied to a 

standardised patient and fails to take into account the significant heterogeneity within the 

ESRD population. A fistula primacy at all costs approach will inevitably lead to 

inadvertent surgical fatigue and prolonged catheter dependence (Lok, 2007). As such there 

are calls for the Fistula First Breakthrough Initiative target of 65% of patients with AVF to 

be revised to achieving 65% of patients with functioning AVF (Lok, 2007). 

Patient-centred care must therefore be considered “best practice” for vascular access 

provision (Drew & Lok, 2014). A “one size fits all” approach is not effective (Lok, 2007). 

Personalised and bespoke vascular access planning is required to meet the individual’s 

needs (Drew & Lok, 2014). It is essential that the focus is placed on the patient, not the 

access and that a “package of care”, rather than a single intervention, is delivered (Lok et 

al. 2012). Lee and Allon (2012, pp.6) highlight that:  

‘clinicians should exercise their clinical judgement, experience and interpretation of 



 86 

the literature….(rather than following) mindlessly rigid guidelines’ .  

 

The aim is to achieve the right access, for the right patient, at the right time (Lok & Foley, 

2013). 

A number of authors have developed predictive models in an attempt to inform clinical 

practice and determine which patients should have autologous access placed (Lok et al. 

2006; Drew & Lok, 2014; Lee & Allon, 2012).  

In their Risk Equation Determining Unsuccessful Cannulation Events and Failure to 

Maturation  (REDUCE-FTM I) study, Lok and colleagues (2006) evaluated patient 

characteristics associated with AVF failure to mature, developing and validating a 

predictive scoring system. Age ≥ 65years, peripheral vascular disease, coronary artery 

disease and non-White ethic origin were identified as risk factors for FTM and a score (-3 

to +3) assigned according to the presence or absence of each. This score is then used to 

predict a risk category of FTM, from which the authors extrapolate clinical advice for 

access planning. For example, a 40 year-old white male with no other risk factors confers a 

score of 0 and low risk (<25%) of FTM, so the authors advise clinical assessment ± pre-

operative vein mapping and AVF creation. Conversely, a 70 year-old AfroCaribbean man 

with coronary heart disease scores 7.5 and is classified as very high risk (>70%) of FTM. 

The authors recommend consideration of another form of permanent access e.g. graft.  

This model of Lok and colleagues (2006) has been heavily criticised in the literature 

(Beathard 2015; Lilly et al. 2012). In their study utilising a large US-administrative 

dataset, Lilly and colleagues (2012) failed to demonstrate the same risk stratification for 

FTM as did Lok, highlighting the importance of validating any predictive scoring system 

within the local population. Others criticise the inflexibility of such models and protocols. 

Beathard (2015) warns against excluding patients for autologous access creation based on 

the prescriptive instruction derived from demographic risk stratification alone, without 

surgical and radiological assessment of the vessels. It is crucial that any risk stratification 

scores for AVF maturation are exercised only as a guideline to inform practice rather than 

as a substitute to clinical judgment (Lee & Allon, 2012). 

Latterly there has been recognition of the importance of assessing the needs of the whole 

patient rather than just the likelihood of attaining a functioning vascular access. Several 

authors have devised a decision tree to inform clinicians on the choice between AVF or 
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AVG (Allon & Robbin, 2002; Lee et al. 2005; Drew & Lok, 2014). The likelihood of 

fistula success is balanced against the perceived benefit to the patient of AVF creation and 

a recommendation made as to whether it is worth attempting autologous access or whether 

the patient would be better off with an AVG. Lee and colleagues (2012) propose a model 

that takes into account time on dialysis, predicted life expectancy and whether or not the 

patient has had prior failed attempts at AVF creation (Figure 1.18). Based on the likelihood 

of successful maturation, the authors then advise AVF or AVG as the most appropriate 

access for the individual patient (Lee & Allon, 2012). Drew and Lok (2014) recently 

proposed a similar, but somewhat simpler, model (Figure 1.19) derived from three 

fundamental questions: Is the patient on haemodialysis? What is the likelihood of long-

term survival? And does the patient’s age, co-morbidities etc. make them a good candidate 

for AVF creation? Their model favours AVG over AVF for all but the optimal fistula 

candidate and advocates adopting a watch-and wait approach to pre-dialysis patients with 

poor life expectancy is an attempt to avoid unnecessary surgeries in these patients. Whilst, 

individualised care must take precedent over any predictive modelling (Lok & Foley, 

2013) and no patient should be deprived the opportunity for autologous access based on 

predictive modeling alone (Beathard, 2015), models such as those of Drew and Lok (2014) 

highlight an increasing trend towards patient-centred rather than access-focussed care 

(Drew & Lok, 2014; Lok & Foley, 2013; Allon & Robbin, 2002). 

 
 
Figure 1.18: Algorithm to assist in the most appropriate choice of vascular access for 
an individual patient. The protocol requires nephrologist and access surgeon to consider 
three important clinical factors: timing of access surgery relative to initiation of dialysis; 
life-expectancy and prior failed access attempts. This information is used to determine the 
likelihood of fistula maturation and therefore the most appropriate access for the patient: 
fistula (F) or graft (G). Reproduced with permission from John Wiley and Sons Ltd. (Lee 
& Allon, 2012). 
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Figure 1.19: Flow diagram outlining a strategy for choosing the optimal vascular 
access for an individual patient. Reproduced with permission from Lippincott, Williams 
& Wilkins (Drew & Lok, 2014). 
 
The provision of individualised patient-focussed care necessitates input from an extended 

multidisciplinary team. It is vitally important that every member of the team is aware of 

the bigger picture and is focussed on a achieving a ‘lifelong ultilisation strategy’ (Lok & 

Davidson, 2012, pp.532) for vascular access. This forward-thinking begins in pre-dialysis 

education with vessel preservation and TCVC avoidance to prevent central vein stenosis 

and surgical fatigue in the future, and ends with a dialysis exit strategy e.g. transplantation, 

which must be the ultimate aim wherever possible. It is the success of the strategy rather 

than a single vascular access procedure which should be the goal of the vascular access 

service (Drew & Lok, 2014). Co-operation between healthcare professionals and an 

integration of the various elements of vascular access care is essential to ensure than there 

is unity between the ‘prescribers of care (nephrologists), providers of care (access 

surgeons) and providers of cure (transplant surgeons)’(Kingsmore, 2016). 

 

1.10. RATIONALE 

 

Vascular access is the ‘key modifiable risk factor’ (National Kidney Care Vascular Access 

Report, 2012, pp.6) for mortality in patients on HD. Despite this, it remains a ‘Cinderella’ 

speciality (Konner, 1999, pp.2094) and is often overlooked in service development and 
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provision of care for patients with ESRD. Good quality research into vascular access is 

also limited. Fewer than 3,000 articles have been published in the past 15 years and, of 

these, only 59 studies were randomised controlled trials (RCTs) (Kian & Asif, 2010). 

 

Despite the relative successes of strategies such as “Fistula First” and the best practice 

target in England and Wales, and the simultaneous improvement in rates of prevalent 

autologous access, there has been no associated improvement in incident vascular access 

rates (Fistula First Breakthrough Initiative, 2013; Sharif & Baboolal, 2011; Department of 

Health, 2010; Pisoni et al. 2015; Ethier et al. 2008).The importance “getting it right from 

the start” cannot be overemphasised (Lok, 2007). 

Patients who start dialysis via a line are more likely to stay on a line (Weber et al. 2009; 

UK Renal Registry, 2016). Data from the UK Renal Registry (2014) indicate that 59.8% of 

patients starting on a TCVC remain dialysing via a TCVC at 3 months. Similar figures 

from the National Kidney Care Vascular Access Report (2012) suggest that this figure 

could be as high as 90% (Table 1.6). DOPPS data indicate that >40% will remain with 

their TCVC for more than a year (Ethier et al. 2008; Moist et al. 2012). The presence of a 

CVC at the time of dialysis commencing is associated with poorer AVF maturation 

(Brunori et al. 2005). Similarly, although underpowered for the secondary end-point, 

Weber and colleagues (2009) demonstrated a trend towards improved patency in AVF 

created when the patient was pre-dialysis. Patient refusal of AVF is also higher in those 

who had previously experienced dialysis via a line (Nica et al. 2013). The legacy of poor 

access planning and inappropriate line usage in the early days of HD follows a patient for 

life. Central venous stenosis can occur with just a few days of line exposure and has 

significant impact on both positioning and longevity of future vascular access (Agarwal et 

al. 2007; Moist et al. 2012; Jackson et al. 2014). Finally, mortality amongst dialysis 

patients is highest in the first year after starting HD (UK Renal Registry, 2016; USRDS, 

2014). Catheter-related infection (which peaks between 3 and 6 months after starting 

dialysis) is the principle cause of death (Ravani et al. 2013a; Thomson et al. 2010; Collins 

et al. 2009). The risk of early sepsis episodes is higher in patients with delayed autologous 

access creation (>4 months after starting HD), independant of catheter use (Oliver et al. 

2004). Likewise, in their study of 510,000 patients, Malas and colleagues (2015) found that 

patients commencing dialysis via an AVF had a 35% lower mortality than those starting 

via a TCVC (even accounting for confounding factors). Optimisation of incident vascular 

access is therefore vital, both to improve early patient survival, but also to reduce long-

term morbidity and the exhaustion of access options for the future.  
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Table 1.6:  Comparison of vascular access at first dialysis and vascular access at 3 
months after commencing haemodialysis. Reproduced with permission from the Health 
and Social Care Information Centre. (National Kidney Care Vascular Access Report, 
2012). 
 

Access at 3 months 
 
Access 
at first 
dialysis 
 

 
AVF 

 
AVG 

 
TCVC 

 
NTCVC 

 
PD 
catheter 

 
Death 
within 
3 
months 
 

 
Transplant 

 
No 
data 

 
Total 

AVF 748 1 27 3 2 28 3 29 841 
AVG  13 2  1    16 
TCVC 76 5 595 1 30 55 6 41 809 
NTCVC 34 5 246 19 19 43 2 44 412 
PD 
catheter 

4  4 1 148 4 5 2 168 

No data   4   2  5 11 
 
Total 

 
862 

 
24 

 
878 

 
24 

 
200 

 
132 

 
16 

 
121 

 
2257 

 
 

Within this thesis, I will focus on incident patients and evaluate methods for improving 

vascular access within the incident patient cohort. I will take a multifaceted approach 

focusing on five main themes: 

1. Line complications and central vein stenosis: avoiding problems for the future. 

2. Predicting maturation: is the incident patient different? 

3. Promoting maturation: are there strategies to optimise maturation? 

4. Right access, right patient: how do you provide individualised, patient-centred 

care? 

5. ‘Crashlanders’: how do you manage patients who present without prior warning? 

The emphasis of this work is directed towards finding pragmatic, patient-focussed 

solutions to clinically relevant problems. 
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TUNNELLED CENTRAL VENOUS CATHETERS (TCVCs): THE 

EXTENT OF THE PROBLEM 

 
2.1. INTRODUCTION  

 
It is widely accepted that AVFs are the optimal method of achieving vascular access for 

haemodialysis for most patients, with fewer complications and lower mortality than 

TCVCs (UK Renal Registry, 2016.; McGee & Gould, 2009). As previously discussed, the 

use of TCVCs is associated with a six-fold increased risk of systemic sepsis and three 

times increased risk of all cause mortality compared to AVF, in addition to the long-term 

morbidity from central vein stenosis (Thomson et al. 2007; Bray et al. 2012). Given that 

the complications of vascular access account for 20% of all hospital admissions and one-

third of in-patient bed usage for patients with ESRD (USRDS, 2007), AVFs are also a 

more cost-effective means of providing haemodialysis (Leermakers et al. 2013). For these 

reasons the National Kidney Foundation Kidney Disease Outcomes Quality Initiative 

Clinical Practice Guidelines for Vascular Access (NKF-KDOQI, 2006) in the USA and 

The Renal Association (2011) in the UK advise that AVF should be the access modality of 

choice wherever possible. 

 

The Fistula First Breakthrough Initiative has been very effective at improving AVF usage 

in the United States (Massoud et al. 2006).The financially incentivized, multifaceted 

approach to encouraging optimal vascular access has resulted in a steady, incremental 

increase in the use of AVF (from 32.2% in 2003 to 60.4% in 2012) (Lynch et al. 2011a). 

The target of 66% of prevalent haemodialysis patients dialysing via an AVF is fast 

approaching.  

In the UK, the Renal Association has suggested even more optimistic goals, advocating 

that 85% of prevalent and 65% of incident haemodialysis patients should be dialysing via 

an AVF (Fluck & Kumwenda, 2011). Recently the controversial best practice tariff in 

England and Wales has rekindled the vascular access debate and drive for definitive access 

this side of the Atlantic. The aim of Payment by Results (PbR) is to provide a rules-based 

framework that financially rewards efficiency and best practice (Sharif & Baboolal, 2011). 

Best practice tariffs were calculated based on 85% of prevalent haemodialysis occurring 

via an AVF or AVG by 2013/2014 (Department of Health, 2010). Healthcare trusts are 

financially recompensed for achieving these targets. Obviously this has heightened the 
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drive to achieve definitive vascular access, but many units have struggled to meet such 

stringent goals.  

An increasingly elderly and comorbid dialysis population has led some to consider whether 

AVFs are in fact the best option for all patients. The peak age of prevalent haemodialysis 

patients in England and Wales is now 70-79 years, with the number of extreme elderly 

patients (>85 years old) on haemodialysis doubling in the past 5 years (UK Renal Registry, 

2014). Life expectancy and quality of life may influence the optimal choice of vascular 

access (Latos, 2002). The Fistula First Breakthrough Initiative states that AVFs should be 

attempted first in all “suitable” dialysis patients. (Massoud et al. 2006) However, defining 

those suitable, or perhaps more importantly those unsuitable, for AVF is often difficult. It 

is important that national targets do not compromise individualised care and patient-

centred vascular access solutions.  

In 2010, despite national targets, only 75% of prevalent patients and 42% of incident 

patients were dialysing via autologous access (Scottish Renal Registry, 2013). Locally in 

the West of Scotland, prevalent AVF usage rates were even lower with significant 

variation between units (63-75%) (Scottish Renal Registry, 2013). We sought to embark 

on a multifaceted Quality Improvement (QI) project, of which the research studies 

described in this thesis were an integral part.  

The study outlined in this chapter reflects the initial “fact-finding” element of the QI 

project, in which we attempted to characterise the scale of the problem, the causes of 

TCVC usage and to assess the impact of our first intervention (a surgically aggressive 

approach to definitive access creation).  

 

2.2. METHODOLOGY  

 

Approval for the study was obtained from the Clinical Effectiveness Department at the 

Western Infirmary, Glasgow. Formal ethics committee approval was not required for this 

service improvement project.  

 

In November 2010, the Scottish Electronic Renal Patient Record (SERPR) was 

interrogated for all prevalent haemodialysis patients in the West of Scotland (n=636). 

SERPR is a computerised patient record system that allows prospective collection of data 

on all aspects of renal patients’ illness (including dialysis status, dialysis parameters, 

vascular access, blood results). It can be searched as a database of audit purposes. The 
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volume of TCVC usage, reasons for line use and complications arising from TCVCs were 

recorded. Data pertaining to previous AVF and failed attempts at AVF creation were also 

obtained.  

All patients dialysing via a TCVC were subsequently visited on haemodialysis by a 

clinician experienced in vascular access. Options for creation of definitive access in the 

form of AVF or AVG were explored. Over the subsequent year, aggressive operative 

attempts were made to achieve definitive vascular access in all patients who were fit and 

had a suitable anatomical option.  

Patients were then visited 1 year later (November 2011) with re-evaluation of all prevalent 

haemodialysis patients (n=634). TCVC usage and reasons for this were again recorded. 

The fate of those patients dialysing via a TCVC in 2010 and all incident patients was 

evaluated.  

Statistical analysis was undertaken using SPSS Statistics for Windows Version 19.0 (IBM 

Corp., Armonk, NY, USA). Continuous data are presented as mean (standard deviation 

(SD)) and categorical data are presented as median (interquartile range (IQR)). Otherwise 

results are presented as a percentage of the total population. Chi-squared test and paired 

sample t-test were used to compare outcomes between the two years. P-value <0.05 was 

significant.  

 

2.3. RESULTS 

 

2.3.1.  Baseline demographics 

 

The total number of patients on haemodialysis in the West of Scotland was similar in 2010 

(n=636) and 2011 (n=634), with 267 new incident patients, 92 renal transplants and 177 

deaths. There was no significant difference in the overall number of patients dialysing via a 

TCVC in 2010 (pre-intervention) compared to 2011 (post-intervention) (30.3% (n=193) vs. 

31.7% (n=201) respectively; P=0.56). There was, however, a substantial flux and attrition 

of patients dialysing via a TCVC so that the majority of those on TCVC in 2011 were not 

those on TCVC in 2010 (Figure 2.1). Of the 267 incident patients, 125 (46.8%) began 

haemodialysis via an AVF; 108 patients (40.4%) commenced dialysis via a TCVC and 34 

patients (12.7%) began haemodialysis via a temporary line.  
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Figure 2.1: Fate of patients dialysing via a TCVC between 2010 and 2011 and reasons 
for TCVC usage in 2011 
 
Table 2.1 highlights the demographics of the patients dialysing via TCVCs. The majority 

of patients were dialysing via internal jugular lines (Table 2.2). There was no significant 

difference in the mean number of previous TCVCs or AVF attempts per patient between 

years 2010 and 2011. However, following aggressive attempts at trying to achieve 

definitive vascular access, there were fewer patients dialysing via a TCVC who had never 

had an attempt at AVF creation (21.2% vs. 13.9%; P=0.02) (Table 2.3).  
 

Table 2.1: Demographics of patients dialysing via a TCVC in 2010 and 2011. Results 
are presented as mean (SD) unless otherwise stated. 

 2010 2011 
Age (years) 65.5 (6.5) 62.3 (6.3) 

Sex (percentage male) 48% 46% 

Time on haemodialysis (years) 5.7 (3.4) 5.1 (5.4) 

Number of previous TCVCs 3.06 (range: 1-15) 2.95 (range: 1-13) 

Number of previous AVF attempts 1.9 (0.7) 2.2 (0.6) 

Percentage of patients with at least 3 previous AVF 
attempts 

23.3% 27.9% 

Percentage of patients with no previous AVF attempts 21.2% 13.9% 
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Table 2.2: Site of tunnelled central venous catheter. 

 2010 2011 

Internal jugular 92.7% (n=197) 95.0% (n=192) 

Subclavian 3.1% (n=6) 2.0% (n=4) 

Femoral 3.1% (n=6) 1.5% (n=3) 

Translumbar 1.0% (n=2) 1.5% (n=3) 

 

Table 2.3: Reasons for TCVC use in 2010 (pre-intervention) and 2011 (post-
intervention). Following the intervention more patients had a decision made not to attempt 
further definitive vascular access either due to comorbidities or exhaustion of anatomical 
options. Groups were compared using a paired-sample t-test.  

 

 2010 2011 P-value 
Permanent TCVC 
Unfit 
Non anatomical option 
Patient choice 

 
28.2% 
9.8% 

11.4% 

 
32.8% 
19.4% 
7.9% 

 
0.08 

<0.001 
0.13 

Awaiting new AVF creation/ maturation 
Awaiting maturation 
Awaiting surgery to create AVF 

 
8.8% 

12.6% 

 
5.4% 
14.4% 

 
0.05 
0.45 

Awaiting imaging/ review 12.6% 9.5% 0.23 
Awaiting intervention for problematic AVF 7.8% 9.9% 0.35 
Awaiting transplantation 1.0% 0.6% 0.06 
Lost to follow-up 9.8% -  
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2.3.2.  Complications of TCVCs 

Culture-proven Staph.aureus bacteremia rate during the period November 2010 to 

November 2011 was 1.6 per 1,000 catheter days; 32 patients (16.6%) required their TCVC 

removed for infection within the year. One patient died from line sepsis. 13 patients (6.7%) 

required TCVC replaced for occlusive problems or poor flow in the period 2010-2011. A 

further 12 patients (6.2%) had difficulties with poor flows in their line which were 

managed conservatively. 24 patients (12.4%) had previously had >5 TCVCs replaced for 

complications and 24 patients (12.4%) had evidence of symptomatic or previously 

symptomatic central vein stenosis.  

 

2.3.3. Indications for TCVC use  

 

Table 2.3 outlines the reasons for TCVC use at the time of the initial clinical review in 

November 2010. 25.6% (n=49) of patients were deemed unfit for any further definitive 

access options; one-third of patients (n=64) were awaiting imaging or operative 

intervention and 10.5% (n=20) of patients did not wish AVF creation. A further 9.8% 

(n=19) of patients were found to be dialysing via a TCVC for no reason other than they 

appeared to have been lost to follow-up and plans for definitive access not made.  

Following the initial review, a plan for vascular access was created in each patient. A 

decision was made to keep the TCVC in 51.8% of patients (n=99). 7.8% (n=15) required 

imaging and/or intervention (either surgical or angiographic) for a problematic fistula. No 

patient was suitable for or willing to consider a switch to peritoneal dialysis (11.4% (n=22) 

had previously failed peritoneal dialysis). All other patients were at various stages of work-

up for surgery (25.3% (n=49) were awaiting preoperative imaging; 2.1% (n=4) were 

awaiting clinical review; 12.4% (n=24) were on the waiting list for surgery).  

 

2.3.4.  Outcomes following aggressive intervention for definitive access  

 

A year later, following aggressive attempts to achieve definitive access, the fate of the 

original TCVC patients is outlined in Figure 2.2. Of the 193 patients dialysing via a TCVC 

in November 2010, 37% (n=71) had died by November 2011. An active decision had been 

made for 22% (n=43) to remain on a long-term TCVC; 20% (n=39) had undergone 

successful AVF creation; 1% (n=2) were dialysing via an AVG and 2% (n=4) had received 

a renal transplant. A total of 34 patients (17.6%) were still trying to achieve definitive 

access 1 year on.  
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Figure 2.2: Outcome of those patients who were dialysing via a TCVC in November 
2010 (first audit cycle) at the time of the second audit cycle. 

 
Seventy-seven patients (39.9%) had 91 attempts made at creating definitive access during 

the follow-up period. 50.6% (n=39) of patients had successful AVF created at the first 

attempt (two were subsequently transplanted) and 2.6% (n=2) had an AVF successfully 

secured at the second attempt. In this patient group the success of AVF creation declined 

with the number of previous attempts at AVF creation and the length of time a patient had 

been on haemodialysis (Table 2.4). 44.2% (n=34) of patients had significant difficulties or 

complications following attempted AVF creation. A total of eight patients (10.4%) 

required ligation of a functioning AVF (two for venous swelling secondary to central vein 

stenosis; four for steal; two with calciphylaxis at the operative site). Five patients (6.5%) 

died within 28 days of surgery to create AVF. Two patients successfully had AVF created 

but have subsequently had stenotic complications and were again dialysing via TCVC 

awaiting reintervention. A total of 17 patients (22.1%) had undergone imaging and failed 

attempts at AVF creation in the subsequent year and continued to await further attempts at 

definitive surgery. 9 patients (11.7%) with bilateral CVS had attempts at achieving lower 

limb access via a thigh graft.  

All patients had a documented “vascular access plan” at the time of the second clinical 

review. Reasons for TCVC use differed in 2011 (following the intervention) compared to 

2010 (Table 2.3): 61.9% of patients (n=125) had an active decision made to continue 

dialysis via a TCVC at the time of second review (November 2011). A total of 40.1% 
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(n=81) had a new decision to dialyse via a permanent TCVC after imaging confirmed no 

suitable anatomical option for definitive vascular access or the patient had additional 

unsuccessful attempts at AVF creation. 21.8% (n=44) remained on a TCVC following the 

initial review. 15.8% (n=32) of patients were still trying to achieve definitive access 1 year 

on. A total of 7.9% of the patients (n=16) required TCVC insertion due to new problems 

(stenosis, occlusion etc.) that developed with their AVF and 13.9% of patients (n=28) were 

incident dialysis patients who commenced haemodialysis without definitive access and 

were dialysing via TCVC until AVF creation or maturation. Following aggressive 

intervention, significantly more patients had an active decision made to dialyse via a 

permanent TCVC either due to comorbidities or exhaustion of native options (19.4% 

vs.9.8%; P<0.001). There was no significant difference in the number of patients awaiting 

surgery or intervention either for first AVF, after multiple unsuccessful attempts, or for 

problematic AVF (Table 2.4).  

Table 2.4: Success of subsequent AVF creation in patients dialysing via TCVC who 
have had previous attempts at AVF creation. 

 Total number of 
attempts at definitive 

access creation 

Percentage of patients 
with successful AVF 

creation 

P-value 

Number of previous attempts at 
AVF creation 

0 

1 

2 

3 

4 

>4 

Total 

                                                                                       
 

16 

13 

24 

15 

15 

8 

91 

 

 

81.2% (n=13) 

69.2% (n=9) 

66.7% (n=16) 

6.7% (n=1) 

13.3% (n=2) 

0% (n=0) 

45.1% (n=41) 

 

 

 

 

 

 
 

 

 

<0.001 

Length of time on 
haemodialysis 

<1 year 

1-2 years 

2-5 years 

5-10 years 

>10 years 

Total 

     

                                                                 

20 

6 

24 

29 

12 

91 

 

 

80.0% (n=16) 

66.7% (n=4) 

50.0% (n=12) 

17.2% (n=5) 

33.3% (n=4) 

45.1% (n=41) 

 

 

 

 

 

 

 

0.02 
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2.3.5. Incident patients  

 

During the same time period, 142 incident patients commenced haemodialysis via a central 

venous catheter (CVC) (108 TCVC; 34 temporary). 82 of these patients (57.7%) had 

attempted AVF creation prior to commencing haemodialysis via a TCVC; 30 patients 

(21.1%) were deemed unsuitable for definitive vascular access attempts and 30 patients 

(21.1%) were not referred for access creation prior to starting haemodialysis. A total of 

50% of these (n=15) were “crashlanders”. 18.3% (n=26) had late referral for vascular 

access creation (within 6 weeks of the need to commence haemodialysis) and therefore did 

not yet have a mature AVF. A total of 38 patients (26.7%) had AVF created more than 6 

weeks prior to starting haemodialysis that were inadequate to sustain dialysis and a further 

18 patients (12.7%) had AVF which had adequately matured but subsequent thrombosis 

had gone unrecognised until the need to commence dialysis, also necessitating TCVC 

insertion.  

 

2.4. DISCUSSION 

 

Aggressive surgical attempts to achieve definitive access in prevalent patients resulted in 

20% of patients previously dialysing via a TCVC having successful AVF creation. Due to 

the high turnover of patients and persistent difficulties in achieving AVF for incident 

patients, there was no reduction in the absolute number of TCVCs required one year after 

the initial intervention. Perhaps more importantly, as a result of active management, all 

patients obtained a formal “vascular access plan”. Aggressive intervention certainly 

benefited some patients but this was offset against high background mortality and 

significant morbidity and complication rates among others in this relatively high-risk 

patient group.  

 

The study represents a local service improvement initiative and, as such, results may not be 

generalisable to other units. However, our practice is comparable to that observed in other 

units in UK and the problems highlighted in this study are those encountered within the 

“real world” of vascular access. Furthermore, with the recent implementation of a PbR 

strategy in England and Wales, the findings are timely to illustrate the difficulties (central 

vein stenosis, lack of native vessels and comorbid patients) that clinicians are likely to 

encounter in trying to achieve inflexible targets in a complex patient group of long-term 

prevalent haemodialysis patients.  
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This study highlights the importance of a “personal vascular access solution” and targetted 

“vascular access plans”. Some patients derived significant benefit from aggressive attempts 

at AVF creation. 20% of prevalent patients who were dialysing via a TCVC had a 

functioning AVF after 1 year, including several patients who had been on haemodialysis 

for over 10 years. Others did not obtain similar benefit with a high complication rate and 

poor functional patency derived from access procedures performed in complex patients 

who had multiple previous access attempts. Following several additional failed attempts at 

AVF creation, a number of these patients had an active decision to continue dialysis via a 

TCVC documented in their “vascular access plan”. The vascular access plans were 

individualised, taking into account comorbidities, life expectancy, anatomical options and 

patient preference. Failure to achieve a functional AVF does not always reflect poor care, 

just as it is not always appropriate to assume that autologous access is the measure of good 

quality care. Additionally, maintaining a high proportion of such complex patients on AVF 

may become increasingly challenging (Mendelssohn et al. 2006; Thomson, 2009). AVF 

will inevitably suffer complications including stenosis and thrombosis. CVCs are likely to 

remain an essential stop-gap measure from time to time in patients with problematic 

vascular access. It is important to recognise that patients’ “vascular access plans” are not a 

once-off, all-or-nothing decision, rather they will evolve, require fluidity and will need 

regular revision.  

Unique complex vascular access problems occur in patients with bilateral central vein 

stenosis. The prevalence of bilateral central vein stenosis in our patient group was 

significant (11.7%) and higher than in other similar series (Antoniou et al. 2009). A 

recognised complication of long-term TCVC use, bilateral central vein stenosis makes it 

difficult to achieve upper limb venous access (Agarwal et al. 2007). Attempts at upper 

limb AVF creation in patients with unrecognised central vein stenosis were associated with 

venous swelling of the limb necessitating abandonment of the AVF in this study. Thigh 

grafts were attempted in a number of patients and provided good quality dialysis with 

avoidance of TCVCs in patients who had few other access options. A number of patients 

with bilateral central vein stenosis had significant comorbidities precluding them from 

general anesthetic and thigh graft creation however. As such they were subsequently 

recorded as having no further anatomical options for definitive access.  

Just over half of patients in whom AVF was attempted had a functioning fistula after one 

year. The other half had significant difficulties either with complications of the AVF or 

with multiple unsuccessful attempts at achieving fistula maturation. 25% continue to have 
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ongoing attempts at definitive access creation beyond 1 year after the initial intervention, 

demonstrating the high failure rate of AVF in this population. These findings are consistent 

with data from the Dialysis Outcomes and Practice Patterns Study (DOPPS), which found 

that the risk of AVF failure was increased in patients with prior CVC (OR1.8) (Rayner et 

al. 2004). Our findings also support those of Lawrence et al. (2002), confirming a law of 

diminishing returns with each subsequent vascular access attempt (81.2% functional 

patency for first AVF vs. 13.3% functional patency in patients who have had four previous 

attempts at AVF creation). Repeated admissions for unsuccessful AVF attempts and 

significant morbidity associated with definitive access attempts in this complex patient 

group justify the pragmatic approach taken during the second clinical review, with an 

increase the number of patients with a “vascular access plan” to remain on TCVC due to 

lack of anatomical options after several further unsuccessful attempts at achieving 

definitive access.  

The number of haemodialysis patients in Scotland over the age of 75 years has doubled in 

the past 10 years (Scottish Renal Registry, 2015). Similarly, in the USA, the average age of 

a patient commencing haemodialysis is now 63 years (20 years older than 15 years ago) 

(USRDS, 2014). As previously described, definitive vascular access creation in an 

increasingly elderly, comorbid population presents unique challenges. In this study over 

one-third of patients who were dialysing via a TCVC at the time of initial review were 

dead within a year, illustrating the importance of considering life expectancy in the 

decision-making process for vascular access. There is a high mortality in extremely elderly 

haemodialysis patients, with a mean survival of only 386 days in patients over 80 years old 

(Vachharajani et al. 2011). This illustrates the futility of blindly creating an AVF in every 

octogenarian. Patency and success rates of AVF in older patients should also be considered 

when planning vascular access. Many authors have not shown any significant difference in 

AVF outcome in elderly dialysis patients (even at the extremes of age) and would argue 

that age, in isolation, should not be a contraindication to AVF creation (Morsy et al. 2011; 

Lok et al. 2005). However, the combination of advancing age and other comorbidities, 

including diabetes and PVD, is likely to be associated with poor AVF maturation (Lok et 

al. 2006). This risk of poor AVF maturation in patients with diabetes and PVD requires to 

be offset against an increased number of catheter-related bacteremia in comorbid patients 

(Thomson et al. 2007).  

Both the Fistula First Breakthrough Initiative and PbR (Massoud et al. 2006; Department 

of Health, 2010) focus on minimising prevalent TCVC usage. However, this study has 
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highlighted the difficulties associated with a “one size fits all” approach to obtaining 

definitive vascular access in this population. Universal targets at the expense of 

individualised care may compromise outcomes in this complex patient group. It is vital 

that national targets and PbR do not jeopardise personal solutions. Conversely, incident 

patients would provide an appropriate target group, in whom definitive access is likely to 

be easier to create (Rayner et al. 2004) and prevention of TCVC-related complications, for 

example, central vein stenosis, would minimise the number of patients with complex, end- 

stage vascular access and no anatomical options for AVF creation in the future (Agarwal et 

al. 2007). During the time period of this study, only 46.8% of incident patients in the West 

of Scotland commenced haemodialysis via an AVF. It is essential that government 

initiatives to minimise prevalent TCVC usage do not occur at the expense of incident 

patients.  

In conclusion, this study clearly demonstrates the need for accurate data collection and 

highlights the role that research can play in QI projects. It has illustrated that prevalent 

haemodialysis patients, previously dialysing via a long-term TCVC, are a high-risk and 

challenging group in whom to obtain vascular access. They have high background 

mortality and definitive vascular access is both difficult to achieve and associated with 

significant morbidity. Targetting resources towards the simpler incident patients, with 

higher likelihood of success, may provide better return and avoid patients with complex 

vascular access needs in the future. Furthermore, the study serves as a root-cause analysis 

to identify the main reasons for TCVC use in our practice and highlight areas requiring 

additional work both for service improvement and future research: the difficulties 

associated with non-maturation and associated consequential TCVC use; the need to 

identify patients in whom attempts at AVF creation may be futile and alternative vascular 

access may be more appropriate; and the importance of an individualised approach to 

vascular access. These are areas that have subsequently been targetted for development 

both in our clinical practice and research. They provide the basis for the main questions 

and themes of this thesis. 
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THE BURDEN OF CENTRAL VEIN STENOSIS AND “END STAGE” 

VASCULAR ACCESS 
 

3.1. INTRODUCTION 

 

Vascular access dysfunction is the leading cause of healthcare expenditure and second 

most common cause for mortality in patients on haemodialysis (Fluck & Kumwenda, 

2011). Choice of vascular access modality is strongly associated with survival on 

haemodialysis (Malas et al. 2015). TCVCs are associated with greater all cause mortality, 

increased risk of systemic bacteraemia and long-term morbidity as a result of central 

venous stenosis (CVS) compared to alterative forms of vascular access (Thomson et al. 

2010; Bray et al. 2012). Whilst infection and Staph.aureus bacteraemia rates are very 

tightly audited and regulated adverse outcomes, CVS is rarely considered as a marker of 

quality of care. 

 

Central vein stenosis is a delayed complication of TCVC insertion (Agarwal, 2013; NKF-

KDOQI, 2000), with a published incidence ranging from 25 to 40% amongst patients who 

are dialysing (or have dialysed) via a TCVC (Suroweic et al. 2004; Quinn et al. 2003).  It 

can cause debilitating symptoms of upper limb and facial swelling, vascular access 

dysfunction and, once advanced, life-threatening loss of vascular access (Dammers et al. 

2003a; NKF-KDOQI, 2006). Little is understood about the pathogenesis of CVS 

(Dammers et al. 2003a), however our own recent work suggests that prolonged duration of 

line use is a risk factor for CVS and there is a negative correlation with line infection. In 

this study, either CVS and/or line sepsis was found to be an inevitable consequence of 

every TCVC not removed for another reason (Aitken et al. 2015b). Treatment strategies 

are suboptimal, and affected patients suffer with frequent hospitalisation and deterioration 

in quality of life.  

Notwithstanding the well-recognised complications associated with their usage, TCVCs 

remain fundamental in delivering HD to patients with no other functioning vascular access 

(Thomson et al. 2010; Aitken et al. 2014a; Schwab, 1999). They can be inserted quickly 

and easily to permit immediate access for HD, making them the default, stock choice for 

incident dialysis patients without a working AVF. Despite aggressive attempts to minimise 

usage, nearly 50% of incident patients and 25% of prevalent patients in Scotland continue 

to dialyse via a TCVC (Scottish Renal Registry, 2015). In the USA, nearly 80% of patients 

still commence haemodialysis via a line (Lok & Foley, 2013). However, the choice (or 



 104 

necessity) for TCVC in incident dialysis patients can have significant negative long-term 

repercussions. 

 

The clinical manifestations of CVS (vascular access dysfunction and/or limb swelling) are 

well recognised and the healthcare burden of CVS experienced by clinicians and patients is 

subjectively high, however the true cost to both patients and healthcare services has not 

been defined. The natural history and optimal treatment strategy of CVS is not known. 

Furthermore, due to the temporal separation between line insertion and CVS, there is often 

lack of awareness and accountability for the complication and it is rarely factored into the 

clinical and economic arguments driving high rates of provision of autologous vascular 

access.  

 

Central vein stenosis is notoriously difficult to treat (Dammers et al. 2003a). Management 

presents two, often dichotomised, challenges: to both preserve vascular access and reduce 

symptoms. Attempts at autologous vascular access creation or rescue on the side affected 

with the CVS are doomed to fail without robust management of the stenosis itself, and 

patients have frequently already exhausted multiple alternative potential vascular access 

sites (Dammers et al. 2003a). There is no well-defined universal treatment algorithm for 

maintaining vascular access in this context (Lumsden et al. 1997). Symptomatic relief and 

maintenance of any autologous AVF is the optimum outcome of intervention for CVS. 

Endovascular intervention, by either angioplasty or stent insertion, has become the 

mainstay of treatment, providing a method that can potentially relieve symptoms and 

preserve access (Suroweic et al. 2014). Current data suggests that primary 12 month 

patency of angioplasty ranges from 23-63% (Suroweic et al. 2014; Quinn et al. 2003; 

Dammers et al. 2003b) and 31 to 91% for endovascular stenting (Suroweic et al. 2004; 

Dammers et al. 2003b; Quinn et al. 2003; Kovalik et al. 1994; Günther et al. 1989). When 

endovascular treatment fails to preserve existing autologous access, subsequent steps for 

further access provision must be taken. In patients with unilateral CVS, this normally 

involves creation of contralateral AVF or AVG.  

 

Patients with bilateral central vein occlusion provide a uniquely challenging patient group 

for the vascular access surgeon as they have no upper limb options for vascular access 

(either native or prosthetic) (Ayarragaray, 2003). In severe cases it can lead to absolute 

loss of vascular access for dialysis. The true incidence of complete access failure is 

unknown, however most clinicians responsible for caring for patients with ESRD will 

recall the occasional patient who dies from loss of vascular access.   
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Case reports of exotic, last-resort procedures for end-stage vascular access are found 

throughout the vascular literature (Zanow et al. 2005; Zamani et al. 2012; Hamish et al. 

2006). Considerable time and resources may be invested in heroic attempts at providing 

vascular access. Such attempts are costly and often only provide a short-lived solution 

(Yevzlin, 2008). 

 

Many patients with bilateral central vein occlusion can be managed with a combination of 

a relatively limited number of second line access options. These treatment options include 

tunnelled catheters (femoral (Falk, 2007) and translumbar (Power et al. 2010)), HeRO 

grafts (Glickman, 2011),  lower limb access (native long saphenous vein loop (Pierre-Paul 

et al. 2004; Gilbert & Gibbs, 2011) or prosthetic (Cull et al. 2004; Chemla et al. 2005)), 

peritoneal dialysis (Chemla et al. 2005; Kumbar & Besarab, 2013) and renal 

transplantation. The infection and occlusion rates of these second line access procedures 

(particularly those in the lower limb) are recognised to be higher than autologous upper 

limb fistulae (Cull et al. 2004) however they can provide effective access for 

haemodialysis, either in isolation or in combination with another modality, in patients with 

limited alternative options. There are no comparative data on which procedure offers the 

best options for long-term haemodialysis in these patients. Ranking of these options could 

provide a decision-making framework for intervention, generally leading to a “personal 

vascular access solution” on an individual patient basis (Aitken et al. 2014a).  

 

The aims of this study were two fold: firstly to describe the burden of central vein stenosis, 

both to the patient (in terms of vascular access provision, hospitalisation and quality of 

life) and to the healthcare system (with associated costs of treating CVS and maintaining 

vascular access); and secondly to compare outcomes of the various treatment modalities 

(femoral tunnelled catheters, translumbar catheters, native long saphenous vein thigh 

loops, prosthetic thigh grafts, peritoneal dialysis and renal transplantation in patients with 

bilateral central vein occlusion. By demonstrating the significant affliction caused by 

ESVA, the importance of ‘getting it right from the start’ (Lok et al. 2013, pp.812) with 

TCVC avoidance in incident patients is highlighted.   
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3.2.  METHODOLOGY 

 

3.2.1.  Study design and participants 

 

The Vascular Access Service at the Western Infirmary, Glasgow serves a haemodialysis 

population of 700 patients in the West of Scotland, with approximately 170 incident 

patients commencing HD each year. Patients with symptomatic central vein stenosis 

(defined as CVS causing disabling limb or facial swelling, AVF dysfunction or loss of 

vascular access) were identified via a weekly Multidisciplinary Team (MDT) vascular 

access meeting attended by renal surgeons, interventional radiologists and nephrologists.  

All patients with problematic vascular access were referred to the surgical team via this 

MDT. A prospectively maintained database of patients with symptomatic central vein 

stenosis was created.  

 

This was an exploratory study with the aim of comprehensively characterising and 

describing the central vein stenosis population in the West of Scotland: natural history, risk 

factors, impact on the patient and the healthcare system etc. For this reason, several 

different patient cohorts were evaluated: 

 

1. All patients with symptomatic CVS referred to the Vascular Access MDT between 

1st January 2011 and 31st December 2014 (4 years). This patient cohort was 

followed up until 1st September 2016 

2. A subgroup of these patients deemed to have “end stage” vascular access (ESVA), 

defined as bilateral central venous stenosis/occlusion diagnosed as symptoms 

and/or access failure with no further options for upper limb access plus 

angiographic evidence of stenosis or occlusion which was no longer amenable to 

radiologic intervention. Recruitment occurred over the same time period outline 

above. 

3. A subgroup of patients with ESVA considered eligible for renal transplantation. 

(This population is described in greater detail below). 

4. 500 consecutive patients undergoing TCVC insertion between 1st January 2008 and 

22nd October 2011. Follow-up on this patient population ended on 31st December 

2014. 

 

Approval for the study was obtained from the Greater Glasgow and Clyde Clinical 

Effectiveness Department. Formal ethics committee approval was not required for this 
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evaluation of existing clinical practice.  

3.2.2.  Data collection 

 

The main prospective CVS database was maintained by two researchers (EA, AJ), Data 

entry was cross-checked to ensure accuracy. Basic patient demographic data were recorded 

weekly following the MDT, including age, sex, comorbidities, smoking status, medication 

history, vascular access status and central venous catheterisation history. Presenting 

clinical problems were also documented. The location of lesions was determined by central 

vein angiography. Patients were categorised into unilateral CVS and those with bilateral or 

superior vena cava stenosis. Patients with ESVA were considered separately. Prospective 

data were recorded on: treatment strategies (described below); treatment outcomes 

including access patency (primary, secondary and primary-assisted patency); 

complications (stenosis, occlusion, infection); re-interventions and hospitalisation 

episodes. Vascular access status (i.e. AVF, AVG, TCVC, PD, renal transplant) was 

recorded at 6 monthly intervals from diagnosis.  

 

Primary assisted patency was defined as the time from access creation to thrombosis  (or 

occlusion in the case of catheters). Secondary patency was defined as the time from access 

creation to access occlusion or loss (including any salvage procedures). “Loss of patency” 

has also been used to describe graft loss in the case of transplantation to permit comparison 

between cohorts. 

 

Quality of life was also recorded. This was determined from self-reported EQ-5D (Szende 

et al. 2007; Brazier et al. 2004) questionnaires recorded at the time of diagnosis of CVS 

and 6 and 12 months post-diagnosis. 

 

Additionally, data was retrospectively collected on 500 consecutive patients undergoing 

TCVC insertion. The Scottish Electronic Renal Patient Record (SERPR) was interrogated 

to obtain data on basic patient demographics, the date of each catheter insertion and 

number of preceding/ subsequent TCVCs. The number and date of culture-proven catheter- 

related blood stream infection (CRBSI) and CVS were recorded. Culture-proven catheter-

related bacteraemia was defined as the presence of positive blood cultures associated with 

a systemic inflammatory response (e.g. pyrexia, raised white cell count (WCC) or C-

reactive protein (CRP)) in the absence of clinical or radiological signs of a non-catheter-

related source.  Local exit site infections in the absence of systemic bacteraemia were 
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excluded. This approach is in keeping with the definition of CRBSI commonly used in the 

literature and consistent with that used in routine clinical practice (Thomson et al. 2010). 

Where patients were found to have developed CRBSI, the date of first positive blood 

culture was entered as the event date and time to event subsequently calculated. All 

TCVCs were removed following culture-proven CRBSI. For the purposes of this cohort, 

CVS was defined as typical symptoms (including limb swelling and access dysfunction or 

failure) along with radiographic evidence of central vein stenosis or occlusion. The date of 

diagnostic venography was used to calculate time to event. Patients in this cohort were 

followed prospectively to completion of the study or death. 

 

3.2.3.  Treatment strategies 

Treatment strategies were selected based on the consensus of the multi-disciplinary team, 

adhering to the concept of a “personal vascular access solution” (i.e. the vascular access/ 

dialysis modality most likely to provide long-term successful RRT) and a philosophy of 

ranking autologous vascular access first, prosthetic vascular access second, and TCVC 

third. PD and transplantation were considered if appropriate. With failure of treatment, 

patients were again discussed at the MDT meeting, and a further treatment strategy agreed 

and implemented.  

 

The procedures described below reflect standard practice within our institution: 

 

3.2.3.1. Angioplasty and/or stenting to maintain autologous access 

 

Theses procedures were mainly performed on an out-patient basis with few requiring 

hospital admission. Procedures were performed under local anaesthesia with or without 

intravenous sedation as required. 

 

Balloon angioplasty was considered the treatment of choice, with stenting only employed 

if there was immediate elastic recoil following angioplasty, or of the stenosis recurred 

within the first three months. 

 

Ultrasound-guided puncture of the basilic or brachial vein was performed and a 7-10F 

vascular sheath placed. Angiographic assessment of the central veins was performed. The 

length and diameter of the stenosis measured and the balloon/ stent size selected to over-

estimate the vessel size by 10-20% in order to prevent migration. The stenosis was then 
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crossed with a standard hydrophilic guidewire. The hydrophillic wire was then exchanged 

for a stiffer non-hydrophilic 0.035mm guidewire and the stricture dilated with a balloon 

catheter placed over the stiff guidewire. The vein is dilated to the diameter of the 

subclavian or brachiocephalic vein immediately proximal to the stenosis. Generally 

balloon diameters between 10 and 20mm were required. If a balloon diameter >20mm was 

required a larger sheath was first inserted.  

 

In the event that stenting was required, a standard Wallstent (Boston Scientific, Boston, 

MA, USA) or Viabahn (W.L. Gore Associates, Flagstaff, AZ) was used. The stent was 

oversized by 10-20% compared to the normal vessel to prevent migration. Balloon 

angioplasty of the stent was employed after deployment.  

 

3.2.3.2. Prosthetic thigh grafts 

 

In this study, mid-thigh loop grafts were performed under general anaesthesia. An 8-10cm 

diagonal incision was placed on the medial aspect of the right thigh at the anterior border 

of the sartorius muscle. The sub-sartorial femoral vein and superficial femoral artery were 

exposed and controlled. A separate small incision was made laterally to permit tunnelling 

of the graft. Both standard and early cannulation PTFE grafts were used at the discretion of 

the operating surgeon. An arteriotomy and venotomy were made on the superficial femoral 

artery and femoral vein respectively. End-to side anastomoses were performed with or 

without Miller cuffs. Vancomycin was routinely used as antibiotic prophylaxis. 

 

3.2.3.3. Native long saphenous vein thigh loops 

 

Under general anaesthesia, and again after vancomycin antibiotic prophylaxis, the long 

saphenous vein was mobilised through a series of incisions in the leg and divided distally. 

The common femoral artery was mobilised and controlled. A longitudinal arteriotomy was 

performed. The vein was brought through a subcutaneous loop tunnel and then an end-to-

side anastomosis of long saphenous vein to common femoral artery was performed. 

 

3.2.3.4. Tunnelled femoral catheters 

 

Catheters were inserted under local anaesthesia with ultrasound-guidance. A short 

subcutaneous tunnel was created. The common femoral vein was cannulated with the 
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micropuncture needle and a Seldinger technique used to insert a 16F Split AshCath® 

(MedComp, Harleysville, PA, USA) catheter.  

 

Our standard catheter care protocol was employed throughout the observation period. This 

demanded complete sterile precautions during catheter insertion and upon manipulation of 

the hub. Following catheter hub manipulation, the skin surrounding the insertion site was 

soaked with chlorhexidine solution prior to a sterile dressing being applied. An 

interdialytic lock with heparin 5,000iU/ml to the internal volume of the catheter was 

employed. 

 

3.2.3.5. Tunnelled translumbar catheters 

 

Catheters were inserted into the inferior vena cava (IVC) under local anaesthesia and 

moderate sedation with fluoroscopic guidance. The common femoral vein was punctured 

to permit guidewire insertion as a fluoroscopic target. A micropuncture needle was then 

used to gain access to the IVC and a Seldinger technique used to insert a 14F Translumbar 

AshSplitCath® (MedComp, Harleysville, PA, USA). The exit site was tunnelled across the 

lumbar region.  

 

3.2.3.6. Peritoneal dialysis 

 

Under general anaesthesia a 5-7cm mini-laparotomy was performed and a 15F Curl Cath®  

(Covidien, Dublin, Ireland) peritoneal dialysis catheter was inserted into the peritoneum. 

The laparotomy wound was closed and use of the catheter delayed for 7-10 days. 

Intravenous antibiotic prophylaxis was given. 

 

3.2.3.7. Haemodialysis reliable outflow (HeRO) device 

 

The HeRO device (Hemosphere Inc., Minneapolis, MN, USA) is a standard 6mm ePTFE 

graft attached to a 5mm nitinol-reinforced silicon outflow component. The outflow 

component was inserted under radiographic screening by an interventional radiologist in a 

similar fashion to a standard TCVC. The tip of the outflow component was placed in the 

right atrium and position confirmed radiologically. The inflow component/ graft was 

routinely replaced with Gore®ACUSEAL (W.L. Gore Associates, Flagstaff, AZ, USA) 

6mm graft to permit early cannulation. This was anastomosed end-to side to the brachial 

artery and tunnelled in the standard fashion to a separate incision at the deltopectoral 
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groove. The two components are then brought together at this counter incision with a 

titanium connector as is described by Katzman and colleagues (2009). 

 

 3.2.3.8. Priority allocation of renal transplants from donation after circulatory death 

(DCD) donors 

 

In the United Kingdom, cadaveric kidneys are allocated for transplantation according to 

the National Health Service Blood and Transplant (NHS-BT) Deceased Donor Organ 

Allocation Policy (Kidney Advisory Group, 2016). This complex matching algorithm 

attempts to provide equity of access to renal transplantation by prioritising based on factors 

such as waiting time, HLA-match, blood group and age difference.  The median waiting 

time for a deceased donor kidney transplant is 3 years via this system (Hudson & Curnow, 

2013). 

 

Locally we recognised that there was a small cohort of patients with precarious vascular 

access whose lives were threatened by potential access loss and were likely to require 

transplantation more quickly than could be provided via the NHS-BT Deceased Donor 

Organ Allocation Policy. A strategy was devised within our unit for prioritise allocation of 

certain cadaveric kidneys to patients with failing vascular access. We describe our early 

(four year) experience with this approach. 

 

Cadaveric kidneys donated after circulatory death (DCD) in the UK were, at the time of 

this study, allocated locally. Individual transplant units could allocate these kidneys to 

recipients based on local policies. Generally units choose to allocate such kidneys similarly 

to donation after brain death (DBD) kidneys, based on the national matching scheme. 

However within our unit it was agreed that patients with ESVA would be given priority to 

receive DCD kidneys if blood group compatible and cytotoxic (CDC) cross-match 

negative. Such patients were offered the first suitable available kidney. The full details of 

this strategy are described in more detail below. 

 

3.2.4.  Data analysis 

 

Patient demographics, presenting symptoms and risk factors for CVS were evaluated. 

Thereafter, the aim of data analysis was four-fold. Firstly to define and describe a 

“standard” CVS patient pathway; secondly to outline the success of individual treatment 

strategies for CVS; thirdly to describe the personal burden in terms of quality of life, 
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hospitalisation etc. for patients living with CVS; and finally to describe the financial cost 

of CVS. The success of individual access modalities (prosthetic thigh grafts, native long 

saphenous vein thigh loops, tunnelled femoral catheters, tunnelled translumbar catheters, 

peritoneal dialysis). in patients with ESVA was considered separately, as was the role of 

expedited renal transplantation. 

 

3.2.5.  Statistical analysis 

 

Statistical analysis was undertaken using SPSS Statistics for Windows Version 19.0 (IBM 

Corp., Armonk, NY, USA). Continuous data is presented as mean and standard deviation 

(SD). Categorical data is presented as median and interquartile range (IQR) or as a 

percentage of the total population. Event rates are presented per 1,000 dialysis days. 

Primary, primary-assisted and secondary patency rates at 3, 6 and 12 months for each RRT 

modality/access are provided. Vascular access/ RRT modality was recorded as a 

percentage of the total population at 6 monthly intervals from the time of diagnosis. 

Parametric testing with student’s t-test and non-parametric testing with Mann-Whitney U-

test were used in the assessment of continuous variables, while catergorical variables were 

assessed using Pearson chi-squared test. Kaplan Meier survival analysis was used to 

compare patencies for the various access modalities (log-rank). Finally, multivariate 

analysis of all patients undergoing TCVC insertion was performed using a Cox-

proportional hazards model with stepwise conditional entry to test for independent risk 

factors for the development of central vein stenosis. Linearity and normal distribution of 

the relationship between TCVC insertion and the occurrence of CVS were evaluated and 

confirmed. Variables with  P<0.1 on univariate analysis were considered for entry to 

multivariate analysis. P<0.05 on multivariate analysis was considered significant.  

 

Healthcare costs were estimated from hospital practice and unit costs were taken from 

Personal Social Service Research Unit (PSSRU5) figures, NHS Reference Costs, 2013-

2014) and published literature (Curtis, 2012; Hockenhull et al. 2008; Department of 

Health, 2015). All costs are quoted in pounds Sterling (£).  Healthcare costs in each of the 

first three years following diagnosis were calculated, both for the individual patient and the 

overall population of patients with CVS treated locally. Healthcare costs were combined 

with EQ-5D data to calculate the cost per quality adjusted life year (cost per QALY) in 

patients with quality of life data available, using the National Institute of Clinical 

Excellence (2014) framework. The cost-per QALY represented the cost of the treatment 

philosophy, rather than a specific intervention. 
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3.2.6.  Expedited renal transplantation 

 

The West of Scotland Renal Transplant Unit, based at the Western Infirmary, Glasgow, 

serves a population of approximately 2.6 million people. There are approximately 230 

patients active on the renal transplant waiting list. 152 renal transplants were performed at 

our institution last year (April 2015-March 2016) (NHS Blood and Transplant, 2016). 

 

On 1st January 2011, our centre implemented a strategy of “expedited renal 

transplantation” for patients with ESVA. At the time, a policy of local allocation of all 

DCD kidneys existed within the UK. This permitted individual transplant centres to choose 

‘the most appropriate means of allocating [DCD] kidneys to patients on their lists’  

(Kidney Advisory Group, 2014a, pp.1) and determine locally which patient received the 

offer of a DCD kidney outwith the national matching algorithm. (Since then the policy has 

been revised so that one of the two DCD kidneys is retained locally and the other offered 

regionally for donors aged 5-50 years old) (Kidney Advisory Group, 2016).  

 

It was agreed that patients with failing vascular access should be prioritised above all 

others to receive DCD kidneys from donors ≥ 50 years old or with other adverse 

prognostic features (e.g. prolonged cold ischaemic time (CIT) or poor perfusion) or tier E 

DBD kidneys retained at the local centre after failure to find another named recipient (as 

advised by NHS-BT)). ESVA was defined as bilateral central venous occlusion, failed or 

contraindication to peritoneal dialysis and survival deemed by the MDT to be <1 year on 

haemodialysis as a result of predicted access failure.  

 

The clinical team of nephrologists and vascular access surgeons identified potentially 

eligible patients. All patients were discussed at our monthly Renal Transplant MDT 

Meeting comprised of nephrologists, transplant surgeons, vascular access surgeons, 

dialysis and transplant nurses and transplant coordinators and a consensus decision was 

reached as to whether the patient fulfilled the criteria to be listed for priority/ expedited 

transplantation. If deemed suitable, the patient was approached and the concept of the 

priority waiting list explained to them. If agreeable, the patient’s name was added to a 

“priority transplant” waiting list held by the Histocompatibility and Immunogenetics 

Department responsible for tissue typing and crossmatching. The clinical team identified 

suitable donors and a crossmatch was performed for any blood group compatible 

donor/recipient pair.  
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Prior to implementation of the strategy, it was discussed locally at the Multidisciplinary 

Team Meeting and all satellite and feeder units were written to advising them of the 

allocation policy and rationale. Stakeholders were encouraged to respond and unanimous 

agreement regarding the policy was reached prior to its implementation. Nephrologists in 

feeding units were also encouraged to identify and bring to MDT any patient that they 

thought might be eligible or benefit from the new allocation strategy. 

 

Basic demographic data was collected for both donor and recipient e.g. age, sex, cause of 

renal failure, vascular access history, waiting time, cRF (calculated reactive frequency), 

type of donor, cause of death. Additional data on specific aspects of the transplant, for 

example immunology (mismatch, match score, match points, immunosuppression) and 

technical/ anatomical challenges and difficulties was also collected. The match score is a 

hypothetical score calculated by NHS-BT based on recipient HLA-type and blood group (it 

reflects the number of patients out of a standard cohort of 10,000 patients who are blood 

group identical, HLA-compatible and 000 or favourably [100, 010, 110] matched). Match 

points convert the match score into a points score for the matching algorithm based on ease 

of transplantation (Kidney Advisory Group, 2016).  A standard post-Symphony 

immunosuppressive strategy (Ekberg et al. 2007) with tacrolimus, mycophenolate and 

prednisolone was employed for all patients. Basiliximab (20mg day 0, day 4) was the 

standard induction agent. Anti-thymocyte globulin (ATG) induction (2mg/kg day 0, day 4) 

was considered for patients deemed to be of higher immunological risk (cRF >90% and/or 

pre-formed donor specific antibody (DSA)) in the absence of contraindication. Outcome 

measures include delayed graft function (DGF), biopsy-proven acute rejection (BPAR), 

primary non-function, 1-year graft and patient survival, estimated glomerular filtration rate 

(eGFR) at 6 and 12 months, in-patient bed days and number of admissions. Additionally a 

“chance of transplant” at 1, 2, 3, 4 and 5 years was calculated from the NHS-BT Chance of 

Transplant Calculator (NHS Blood and Transplant, 2014). This online calculator uses 

patient age, ethnicity, blood group and immunological profile to predict the likelihood of 

receiving a cadaveric kidney transplant through the national matching algorithm. 

 

Patients with ESVA receiving a priority allocated kidney were compared to (where 

appropriate) one of: the entire cohort of patients receiving a renal transplant at our 

institution over the same time period (n=452) (1st January 2011-31st December 2014); 

patients with ESVA transplanted via the national matching algorithm over the same time 

period (n=6); or an age and sex-matched control cohort (n=18). All patients were followed 

up for 1 year post-transplant. 
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Results for this patient cohort are presented as either mean (SD), median (IQR) or as a 

percentage of the total population. Continuous data were compared using either student’s t-

test or one-way analysis of variance (ANOVA). Categorical data were compared using chi-

squared or Fischer’s exact text. P<0.05 is considered statistically significant. 

 

3.3.  RESULTS 

 

3.3.1.  Patient demographics 

 

155 of the 1,192 patients on haemodialysis in the West of Scotland between 1st January 

2011 and 31st December 2014 were identified as having symptomatic CVS, giving a period 

prevalence of 13.0%. Mean patient age was 59.0 years (range: 17-93) (Table 3.1). Most 

patients had multiple preceding TCVCs (median 3; IQR 2,6), however there was one 

patient who developed symptomatic CVS after only 4 days with a single left internal 

jugular non-dialysis CVC 12 years previously.  

Table 3.1: Patient demographics of the central vein stenosis population. Results are 
presented as mean (SD) or percentage of total. ††Vasculitides include vasculitis, systemic 
lupus erythematosus (SLE)/ scleroderma and Henoch-Schönlein purpura (HSP) 
 
Characteristic 
 

Value 

Age (years) 
 

59.02 (15.72) 

Male 
 

56.1% 

Cause of Renal Failure 
Glomerulonephritis 
APKD 
Unknown 
Pyelonephritis 
Hypertensive disease 
Diabetic nephropathy 
IgA nephropathy 
Renovascular disease 
Vasculitides†† 
Unknown 
Other 
 

                                
11.2% 
8.0% 
21.0% 
5.4% 
5.2% 
19.0% 
6.4% 
6.8% 
3.2% 
21.0% 
12.0% 

Diabetes mellitus 
 

31.8%  

Cardiac event 
 

 49.6%  

Length of time on haemodialysis (days) 
 

1712.41 (77.457) 

Number of previous lines 
1 
2-4 
5-7 
8-10 
11+ 

 
32.8% 
45.2% 
14.2% 
4.4% 
3.4% 
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60% (n=93) of patients had unilateral stenosis, with 62% of these being left sided. 40% 

(n=62) of patients had bilateral or caval stenosis/occlusion. In patients with unilateral CVS 

41% affected the subclavian vein; 9% affected the subclavian/ brachiocephalic junction; 

35% affected the brachiocephalic vein and 15% affected the brachiocephalic/ caval 

junction. In patients with bilateral CVS 12% had lesions in both subclavian veins; 20% had 

lesions in both brachiocephalic veins; 32% had a lesion in the superior vena cava and 36% 

had lesions at multiple sites. 

 

The predominant clinical presentation was of vascular access loss rather than limb or facial 

swelling. Isolated facial or arm swelling only occurred in 8% of patients (n=12).  36% of 

patients (n=59) presented with loss of autologous vascular access and a further 32% (n=50) 

presented with a dysfunctional AVF in isolation. A further 32% (n=50) presented with 

both access loss/ dysfunction and arm/facial swelling. 

 

3.3.2.  Risk factors for central vein stenosis 

 

23.6% of TCVCs (n=118) inserted between 1st January 2008 and 22nd October 2011 

resulted in the development of CVS (median follow-up: 1,967 ± 567 days). Central vein 

stenosis was an inevitable consequence of any TCVC not removed for alternative reason 

e.g. bacteraemia or alternative access. Table 3.2 outlines risk factors for the development 

of CVS.  Number of line days (OR 1.02, p=0.003), age (OR 1.04, p=0.04) and culture-

proven line infection (OR 0.59, p=0.014) were all independently associated with CVS on 

multivariate analysis. (Table 3.3). 

 

3.3.3.  The patient pathway and access status 

 

Patients experienced frequent intervention and hospitalisation beginning soon after the 

time of diagnosis and increasing exponentially over the subsequent three years. Table 3.4 

describes interventions and hospitalisations and their associated healthcare costs during the 

first 3 years after diagnosis. A high number of TCVC insertions are required despite 

concurrent attempts to maintain vascular access through central vein angioplasty and 

creation of alternative vascular access.  
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Table 3.2: Risk factors for central vein stenosis. †Early infection is culture-proven 
bacteraemia within 90 days of line insertion. ††Vasculitides include vasculitis, systemic 
lupus erythematosus (SLE)/ scleroderma and Henoch-Schönlein purpura (HSP). * <0.001 
comparing vasculitides in isolation. 
 

Risk Factor Central Vein 
Stenosis 
 

No central vein 
stenosis 

P 
value 

Age (years) 
 

54.8 (1.3) 61.9 (1.2) 0.001 

Male  
 

51.6% 48.9% NS 

Cause of Renal Failure 
Glomerulonephritis 
APKD 
Unknown 
Pyelonephritis 
Hypertensive disease 
Diabetic nephropathy 
IgA nephropathy 
Renovascular disease 
Vasculitides†† 
Unknown 
Other 
 

 
17.9% (n=10) 
20.0% (n=8) 
15.2% (n=16) 
18.5% (n=5) 
19.2% (n=5) 
20.8% (n=20) 
18.7% (n=6) 
17.6% (n=6) 
75% (n=12)* 

15.2% (n=16) 
23.3% (n=14) 

 
82.1% (n=46) 
80.0% (n=32) 
84.8% (n=89) 
81.5% (n=22) 
80.8% (n=21) 
79.2% (n=76) 
82.3% (n=24) 
82.4% (n=28) 
25.0% (n=4) 
84.8% (n=89) 
76.7% (n=46) 

 
NS 

Diabetes mellitus 
 

30.5%  (n=36) 24.1% (n=92) 0.17 

Cardiac event 
 

47.5% (n=56) 50.0% (n=191) NS 

Mean number of lines 
 

5.4 (2.3) 2.9(1.7) <0.001 

Number of line days 
 

1488.7(135.2) 1268.4 (103.4) <0.001 

Length of time on HD (days) 
 

2313.7 (189.6) 1677.75(129.2)* <0.001 

Culture-proven bacteraemia rate 
 

2.6 (1.4) 2.35 (0.5) NS 

Early infection† 

 
22.8% 5.9% <0.001 

 
 
 
Table 3.3: Logistic regression analysis for risk factors of central vein stenosis. 
 
 B 

 
SEM P-value Odds ratio (95% CI) 

Age 
 

0.21 0.007 0.003 1.02 (1.00, 1.03) 

Length of time on 
haemodialysis 
 

0.00 0.00 0.26 1.04 (1.04,1.04) 

Number of line days 
 

0.00 0.00 0.04 1.04 (1.04,1.04) 

Culture proven infection 
 

-0.56 0.23 0.014 0.59 (0.37,0.93) 
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Table 3.4: Number of interventions per patient per annum and estimated cost per 
patient and overall to the local service. Costs estimates reflect both the costs of the 
interventions and additional bed days. *  Healthcare costs were estimated from hospital 
practice and unit costs were taken from Personal Social Service Research Unit (PSSRU5) 
figures, NHS Reference Costs, 2013-2014 and published literature (Curtis, 2012; 
Hockenhull et al. 2008; Department of Health, 2015). 
 
Intervention Year 1 

(n=155) 
Year 2 
(n=102) 

Year 3 
(n=93) 

Cost per 
procedure* 

Total Per 
Patient 

Total Per 
Patient 

Total Per 
Patient 

TCVC 208 1.34 105 1.13 70 1.2 £614 
Angioplasty 93 0.59 48 0.51 30 0.51 £2 882 
Angiogram  27 0.18 19 0.2 19 0.32 £2 389 

Central Venous 
Stent 

13 0.08 0 0 1 0.02 £3 829 

AVF 
Creation/Ligation 

56 0.36 14 0.15 0 0 £1 368 

Endovascular 
Declot 

45 0.28 30 0.32 0 0 £2 769 

Surgical Declot 30 0.09 0 0 0 0 £1 368 

Thigh/Arm Graft 30 0.19 22 0.24 18 0.29 £1 998 

Peritoneal 
Dialysis Catheter 

3 0.02 1 0.02 1 0.02 £1 366 

Translumbar 
Line 

3 0.02 13 0.13 19 0.3 £720 

Additional bed 
days 

1391.6 8.9 741.8 8.0 681.9 12.5 £1 865 

Total Costs (£) 3.6m 22k 1.8m 19k 1.6m 27k  

 
 
Patients required frequent intervention, with a mean of 3.87 interventions per patient in the 

first year of diagnosis. Frequent hospitalisation also featured, with patients accruing 

between 8 and 12 bed days per year per patient in addition to those required for specific 

interventions. For those with bilateral central vein stenosis, the requirement of intervention 

and hospitalisation was significantly higher. Patients with unilateral central vein stenosis 

utilised a mean 6.2 (2.3) bed days per annum in the first year after diagnoses; 3.2 (3.4) in 

the second year; and 6.9 (2.3) in the third year. Patients with bilateral central vein stenosis 

utilised 11.3 (3.4) bed days per annum. This was consistent across all of the first three 

years after diagnosis. In the first year following diagnosis patients with unilateral CVS had 

a mean of 2.9 (1.6) interventions/ year to maintain vascular access; in the second year this 

reduced to 1.2 (0.9) interventions per year. There were no interventions in the unilateral 

cohort in the third year after diagnosis. In the bilateral CVS cohort, the number of 

interventions/ year was: 4.0 (1.9), 3.2(1.5), 3.9 (2.3) for years 1,2 and 3 respectively. 
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The primary vascular access for haemodialysis changed as time passed following the 

diagnosis of CVS (Figure 3.1). 12 months following diagnosis, 29% (n=45) of the patents 

were dialysising via their AVF and 54% (n=81) were dialysing via TCVC. Conversely by 

5 years following diagnosis, only 13% (n=20) of patients were using an AVF and 24% 

(n=37) were using a femoral line for dialysis. The majority of the cohort was utilising/ had 

utilised one or more complex forms of vascular access. 17% (n=26) of patients had died by 

5-year follow-up and a further 18% (n=28) were transplanted. 

 

 

Figure 3.1: Vascular access/ RRT modality utilised by patients with CVS at 6 
monthly intervals following diagnosis. 
 
 
3.3.4.  Economic cost of central vein stenosis 

 

The crude costs for managing patients with CVS are outlined in Table 3.4. The average 

annual cost/ patient to treat CVS in this cohort was £27 000 in year 3 of diagnosis. 

Bilateral CVS incurs significant more annual cost than unilateral stenosis, escalating on an 
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annual basis as maintaining vascular access becomes more problematic (£22 500, £24 000 

and £28 000 for bilateral in year 1, 2 and 3 respectively compared to £17 500, £8 000 and 

£15 500 for unilateral). 

 

3.3.5.  Personal cost of central vein stenosis 

 

Quality of life data was collected on 120 patients with CVS (77.4%). 1 year follow-up data 

was collected on all patients who completed initial EQ-5D questionnaires.  

 

Median EQ-5D quality of life scores at baseline were as follows: mobility 2 (IQR 2,4), 

self-care 2 (IQR 1,3), usual activities 2 (IQR 2,4), anxiety/ depression 2 (IQR 2,4), pain 3 

(IQR 2,5). There was a significant increase in two domains of the EQ-5D score at 1 year:  

anxiety/ depression 4 (IQR 3,5) (P<0.01) and usual activities 3 (IQR 3,4) (P<0.01). There 

was no significant difference in the other three domains of the EQ-5D score after 1 year. 

 

For ease of analysis, the EQ-5D score was also used to calculate a mean QoL score at 0, 6 

and 12 months. These were 0.557, 0.484 and 0.448 respectively. (By comparison, patients 

established on haemodialysis generally have EQ5D/L scores between 0.6 and 0.7 in the 

first year of diagnosis (Manns et al. 2003))  

 

The cost-per-QALY of maintaining vascular access in the first year of diagnosis of central 

vein stenosis equates to £42 308.  

 

3.3.6.  Outcomes in patients with bilateral central venous occlusion and end-stage 

vascular access 

 

Sixty-two patients had evidence of bilateral CVS with loss of upper limb access at some 

point during the follow-up period. These patients were considered to have “end stage” 

vascular access and have been evaluated separately from the overall cohort. These patients 

reflect 40% of the overall CVS population and 5.2% of the entire dialysis population. 

 

155 procedures for RRT access were performed on the 67 patients with ESVA during a 

four-year follow-up period, including 62 tunnelled femoral catheters in 36 patients and 25 

prosthetic thigh grafts in 21 patients (Table 3.5). Table 3.6 outlines the basic demographics 

for each group. All but two of these patients had undergone previous attempts to salvage 

upper limb access with cutting balloon angioplasty ± stenting of the central veins. 



Access modality Total 
number of 
procedures 

Total number of 
patients receiving 
this access modality 

Number of patients 
receiving access 
modality as first access 

Number of patients 
receiving access modality 
as second access 

Number of patients 
receiving access modality as 
third access 

Number of patients 
receiving access modality 
as fourth access 

Tunnelled femoral 
catheter 

62 36 29 6 1  

Tunnelled 
translumbar 
catheter 

25 23 14 9   

Long saphenous 
vein loop 

15 13 9 3 1  

HeRO 6 6 0 2 4 0 
Prosthetic thigh 
graft 

25 21 10 6 2 4 

Peritoneal dialysis 8 8 0 2 3 3 
Renal transplant 18 18 0 5 8 5 
 
Table 3.5: Numbers of procedures to achieve access for RRT performed on patients with end stage vascular access.  
 
 Tunnelled 

femoral 
catheter (n=36) 

Translumbar 
catheter 
(n=23) 

Long saphenous 
vein loop 
(n=13) 

HeRO 
(n=6) 

Prosthetic 
thigh graft 
(n=21) 

Peritoneal 
dialysis 
(n=8) 

Renal 
transplant 
(n=18) 

P-value 

Age (years) 65.5 (6.5) 62.3 (6.3) 53.4 (7.9) 49.6 (6.5) 58.7 (8.7) 62.3 (6.7) 44.6 (9.3) 0.04 
Sex (percentage male) 50% 52.2% 53.8% 50% 47.6% 50% 44.4% 0.87 
Time on haemodialysis (years) 5.7 (3.1) 4.8 (3.2) 6.5 (4.6) 5.8 (6.8) 4.9 (2.8) 5.1 (3.2) 12.3 (5.6) <0.01 
Number of previous TCVCs (subclavian/ internal 
jugular)* 

3 (1,8) 3 (1,6) 4 (2,7) 5 (3,7) 3 (2,5) 2 (1,4) 4 (2,10) 0.53 

Number of previous upper limb AVF attempts* 2 (1,3) 2 (1,3) 3 (2,4) 3 (1,4) 3 (1,4) 3 (1,4) 3 (1,4) 0.65 
Percentage of patients with at least 3 previous 
upper limb AVF attempts 

16.7% 17.4% 23.1% 45.3% 28.1% 25% 36.3% <0.01 

Number of previous attempts at complex 
procedures for end-stage vascular access** 

2 (1,5) 3 (1,5) 3 (1,6) 2 (1,4) 2 (1,4) 3 (1,6) 3 (2,6) 0.67 

 
Table 3.6: Demographics of patients with end stage vascular access. Results presented as mean (SD) unless otherwise stated. * Number of previous 
upper limb AVF attempts and previous TCVCs is presented as median (IQR/ range); **Complex procedures for end-stage vascular access are those 
outlined in this paper (long saphenous vein loops, mid-thigh prosthetic grafts; femoral vein catheters; translumbar lines; HeRO).



The ultimate choice of access modality was made by the multidisciplinary vascular access 

team after discussion between patient, nephrologist, vascular access surgeon and 

interventional radiologist, taking into account patient choice, co-morbidities, and 

anatomical/ technical factors. Most patients tried more than one of the access modalities 

during the follow-up period (41 patients (67.2%) tried two and 10 patients (16.4%) tried 

three). 16 patients (26.2%) were unfit for thigh grafts and 42 patients (68.9%) were unfit 

for consideration of transplantation due to co-morbidities. 3 patients (4.9%) had 

contraindications to peritoneal dialysis (previous abdominal surgery or severe peritonitis). 

Mean follow-up time was 1,202 ±120 days per patient. Long-term secondary patency of 

each access/ RRT modality option is illustrated in Figure 3.2. Overall no access modality 

was superior to another (P=0.57) at 12 month follow-up, however the analysis is limited by 

lack of follow-up beyond two years for patients in the HeRO groups. Native long 

saphenous vein (LSV) loops had better secondary patency at 900 days (76.9%) than 

prosthetic thigh grafts (49.2%) or tunnelled femoral catheters (35.8%) (p<0.01), however 

there was a rapid decline in long saphenous vein loop patency beyond 900 days. 

 

 
Number at risk 0 days 200 days 400 days 600 days 800 days 1000 days 
Tunnelled femoral vein 
catheter 

62 17 4 3 3 3 

Tunnelled translumbar catheter 25 14 12 8 4 3 
Prosthetic thigh graft 25 8 5 2 2 2 
Native long saphenous vein 
loop 

17 9 7 4 4 4 

HeRO 6 4 4 0 0 0 
Renal transplant 18 14 11 9 8 6 
Peritoneal dialysis 8 7 6 4 4 2 
 
Figure 3.2:Kaplan Meier survival curve outlining long-term patency/ durability of 
each of the access modalities. There was no difference in the long-term secondary 
patency with any of the access modalities (P=0.57). 

0 500 1000
0

50

100

Patency (days)

Pe
rc

en
t s

ur
vi

va
l

Femoral line
Trans-lumbar line
LSV Loop
Thigh Graft
Hero
PD
Transplant



 123 

Primary, primary-assisted and secondary patency rates at 3, 6 and 12 months for each of 

the modalities are shown in Table 3.7. Tunnelled catheters had acceptable 3 month primary 

and secondary patency rates, however this was poorer in the long-term. Whilst short-term 

primary patency rates of thigh grafts were poorer, secondary patency of both prosthetic 

thigh grafts and native long saphenous vein grafts were better (41.7% and 77.8% 

respectively). The HeRO device had a 1-year primary, primary assisted and secondary 

patency rate of 66%. 

 

Infective complications are outlined in Table 3.8. Culture proven bacteraemia rate was 

highest in patients with tunnelled femoral catheters (1.8 per 1,000 catheter days) and 

peritoneal dialysis (2.0 per 1,000 dialysis days) in this patient population. There was no 

culture proven bacteraemia in patients with native long saphenous vein loops, however two 

patients did develop local infections at needling sites. Similarly the culture proven 

bacteraemia rate from prosthetic thigh loop grafts was 1.6 per 1,000 dialysis days, however 

5 of 25 grafts (20%) also developed local infection without systemic sepsis. 

 

Patients with femoral tunnelled central venous catheters (7.2 per patient/ year) and 

prosthetic thigh grafts (6.5 per patient/ year) required significantly more additional hospital 

days as a result of access (or transplant) related complications than the other access 

modalities (P<0.05). 12 patients died during the follow-up period, none as a result of loss 

of vascular access (3 cardiac events, 3 complications of peripheral vascular disease, 2 chest 

sepsis, 2 line sepsis, 1 diabetic hypoglycaemia, 1 pulmonary thromboembolism). 

 

3.3.7.  Expedited renal transplantation 

 

24 of the 62 patients (38.7%) with ESVA were deemed to be eligible and fit for renal 

transplantation by their referring nephrologist. After discussion at the Renal 

Transplantation MDT meeting, 22 patients were deemed suitable for the “urgent” waiting 

list. 18 patients (81.8%) were transplanted during the follow-up period (9 patients (50%) 

via the “urgent” waiting list, 6 patients (33%) via the national waiting list and 3 patients 

(16.7%) received expedited live donor transplants). Two patients were removed from the 

waiting list as they became unfit for transplantation and two patients remain actively 

awaiting an “urgent” renal transplant (Figure 3.3). 



 Tunnelled femoral 
catheter 
 

Translumbar 
catheter 

Long saphenous 
vein loop 

Prosthetic thigh 
graft 

HeRO Peritoneal  
Dialysis 

Renal 
transplant 

Primary patency 
3 months 
6 months 
12 months 
 

 
75.4% 
48.1% 
24% 

 
88% 
65% 
50% 

 
87.5% 
60% 
44.4% 

 
64% 
38% 
23.5% 

 
83.3% 
66.6% 
66.6% 

 
62.5% 
62.5% 
50% 

 
72.7% 
72.7% 
72.7% 

Primary assisted patency 
3 months 
6 months 
12 months 
 

 
75.4% 
60% 
28% 

 
88% 
65% 
50% 

 
87.5% 
80% 
56.5% 

 
64% 
38% 
23.5% 

 
83.3% 
66.6% 
66.6% 

 
62.5% 
62.5% 
50% 

 
72.7% 
72.7% 
72.7% 

Secondary patency 
3 months 
6 months 
12 months 
 

 
75.4% 
60% 
28% 

 
88% 
65% 
50% 

 
87.5% 
80% 
77.8% 

 
72% 
52.4% 
41.7% 

 
83.3% 
66.6% 
66.6% 

 
62.5% 
62.5% 
50% 

 
72.7% 
72.7% 
72.7% 

 

Table 3.7: Primary, primary assisted and secondary patency of each of access modalities at 3, 6 and 12 months in patients with end-stage 
vascular access 
 

 Tunnelled 
femoral catheter 

Translumbar 
catheter 

Long saphenous 
vein loop 

Prosthetic 
thigh graft 

HeRO Peritoneal 
dialysis 

Priority renal 
transplant 

P-value 

Culture proven bacteraemia rate 
(per 1,000 dialysis days) 

1.8 0.6 0 1.6 0 2.0 0.1 <0.05 

Additional bed days due to access 
related complications (per 
patient/year) 

7.2 2.6 3.2 6.5 3.2 4.3 3.3 <0.05 

 
Table 3.8: Access related complications in patients with end stage vascular access. Culture proven bacteraemia rate per 1,000 dialysis (or transplant) 
days and additional bed days (per patient/year) as a result of access related complications. 



 

 

 

 
Figure 3.3: Flow diagram describing fate of patients considered for “urgent” renal 
transplant waiting list. 24 patients were considered and 22 deemed suitable for listing. 2 
patients were subsequently removed from the waiting list as they became unfit. 18 patients 
were transplanted (9 via the “urgent” list, 6 via the national waiting list and 3 expedited 
live donor transplants (*one paired pool)). 2 patients remain active on the “urgent’ renal 
transplant waiting list. 
 
 
3.3.7.1. Demographics of ESVA patients considered for “urgent” transplantation 

 

Table 3.9 outlines the characteristics of each patient with ESVA undergoing 

transplantation. Each patient was unique in the anatomical, technical and immunological 

challenges that they posed. These are described in the table.

Identified by 
nephrology team and 

considered at MDT 
(n=24)

Medically unfit for 
transplantation (n=2)

Suitable for wait 
listing for "urgent" 

renal transplantation 
(n=22)

Removed from 
waiting list as became 

unfit (n=2)

Remained fit for 
transplantation 

(n=20)

Remain active on 
"urgent" waiting list 

(n=2)

Expedited live donor 
transplantation 

(n=3)*

Cadaveric 
transplantation via 
national waiting list 

(n=6)

Transplanted via 
"urgent" waiting list 

(n=9)
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EXPEDITED TRANSPLANTS 
 
Recipient 
age (years) 

Recipient 
sex 

Current 
vascular 
access 

Vascular access 
history 

Donor 
type 

Donor 
age 
(years) 

Donor 
sex 

cRF Previous 
transplant 

Additional 
immunological 
comments 

Additional 
technical 
comments 

eGFR at 1 year 
(ml/min/1.73m2) 

Complications 

37 Male Femoral 
TCVC 

4 upper limb AVF; 2 
leg vein loops; 3 
lower limb AVGs; 
failed PD; 25 
TCVCs 

DBD 64 Female 100% 1 Positive B-cell 
CDC crossmatch; 
DSA at time of 
transplant, 
cumulative MFI 
28,000; ATG 
induction 

 13.3 Poor graft function; 
pulmonary thromboembolism 
and death 13 months post-
transplant (unable to obtain 
any vascular access to permit 
thrombolysis) 

45 Female Femoral 
TCVC 

3 upper limb AVF; 1 
leg vein loop; 1 
lower limb AVG; 14 
TCVCs; unsuitable 
for PD 

DCD 25 Male 95% 1 Weak DSA at 
time of transplant 
(MFI 1700); 
multiple 
mismatches with 
previous 
transplant; 
basiliximab 
induction 

Donor AKI 
(creatinine 
approx. 300 
at time of 
transplant) 

47  

42 Female Femoral 
TCVC 

3 upper limb AVF; 6 
TCVCs 

DCD 41 Female 22% 2 Basiliximab 
induction 

Long CIT (20 
hours); poor 
perfusion; 
previously 
turned down 
by several 
other units 

80.2  

54 Female Thigh AVG 
with ruptured 
pseudo-
aneurysm 

2 upper limb AVF; 
failed PD; 8 
TCVCs; 1 thigh 
AVG with ruptured 
pseudo-aneurysm on 
day of transplant 

DCD 39 Female 48% 0 Basiliximab 
induction 

Long CIT 
(16.5 hours) 

71  

57 Male Thigh AVG 18 TCVCs; 1 upper 
limb AVF; 
unsuitable for PD 

DCD 
(dual) 

66 Male 0% 0 Basiliximab 
induction 

Donor 
hypertension 
(3 agents), 
diabetes and 
CKD; dual 
transplant 

54 Transplant renal artery 
stenosis; thigh graft ligated 
post-transplant for steal. 

46 Female LSV loop  12 TCVCs, 3 upper 
limb AVF, 2 LSV 
loops, failed PD 

DCD 50 Female 99% 1 Basiliximab 
induction 

3 arteries 57.6  
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62 Female Thigh AVG 26 TCVCs, 3 upper 
limb AVF; APKD; 
unsuitable for PD 

DCD 60 Male 58% 0 Weak DSA at 
time of transplant 
(MFI 1300). ATG 
induction 

 NA Complicated by PRES and 
sepsis; CNI withdrawn, then 
got ABMR. Graft loss and 
death 5months post-
transplant 

30 Female Thigh AVG 
(recently 
revised for 
pseudo-
aneurysm) 

6 TCVCs, no native 
upper limb options 
(1 failed AVF); 1 
LSV loop; 1 thigh 
AVG (revised x2) 

DCD 55 Female 97% 1 Multiple weak 
DSA at time of 
transplant (total 
MFI 8000). ATG 
induction 

 73.7  

44 Male Thigh AVG 
(infected at 
time of 
transplant) 

15 TCVCs, 4 upper 
limb AVF, Failed 
PD 

DCD 62 Female 8% 0 Basiliximab 
induction 

 48.2 Infected thigh graft removed 
at time of transplant 

END-STAGE VASCULAR ACCESS PATIENTS TRANSPLANTED VIA NATIONAL MATCHING ALGORITHM 
 
42 Male Thigh AVG 16 TCVC, 3 upper 

limb AVF, LSV 
loop; thigh AVG; 
failed PD 

DBD 
(dual) 

3.5 Male 99% 1 No pre-formed 
DSA. ATG 
induction 

En-bloc 
transplant of 
paediatric 
kidneys; 
donor IVC 
and aorta to 
recipient 
external iliac 
vessels 

103.2 Thigh graft (ipsilateral) 
ligated intra-operatively to 
improve perfusion to 
transplant kidneys 

46 Male Subclavian 
TCVC 
(inserted after 
angioplasty) 
 

25 TCVC, 5 upper 
limb AVF, PPM, 
failed PD 

DBD 70 Female 91% 0 (previous 
heart 
transplant) 

No pre-formed 
DSA. ATG 
induction 

 28 Re-explored x3 for post-op 
bleeding (heparinized) 

54 Male Temporary 
femoral line 

3 upper limb AVF; 3 
thigh AVGs, 32 
TCVCs; failed PD 

DBD 71 Female 96% 1 Multiple pre-
formed weak DSA 
(cumulative MFI 
10000); historic 
positive B-cell 
flow crossmatch; 
ATG induction 

Iliac vessels 
completely 
occluded; 
donor renal 
artery and 
vein to 
recipient 
aorta and IVC 
 

NA Venous thrombosis; re-
explored day 3; graft loss and 
graft nephrectomy day 7 

40 Male BCF draining 
to collaterals 

2 upper limb AVF; 
thigh graft; 
subclavian to iliac 
graft 

DBD 66 Female 98% 0 Multiple pre-
formed DSA 
(cumulative MFI 
7300). ATG 
induction 
 

 NA Primary non-function; 
presumed ABMR; 
calciphylaxis and access loss; 
died 4 months post-transplant 
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44 Male LSV loop 4 upper limb AVF; 
24 TCVCs; 2 LSV 
loop; 2 thigh AVG 

DBD 64 Male 100% 1 No pre-formed 
DSA. 000 
mismatch. 
Basiliximab 
induction 

 24  

55 Female Femoral 
TCVC 

14 TCVCs, 2 upper 
limb AVF 

DCD 67 Female 40% 0 Weak DSA (MFI 
1000) 

 NA Wound infection and 
breakdown; Gram negative 
sepsis; immunosuppression 
stopped; ABMR; persistent 
life-threatening sepsis; graft 
nephrectomy after 1 month; 
died from sepsis 2 months 
after transplant 

ESVA PATIENTS HAVING LIVE DONOR TRANSPLANT 
 
25 Female BCF draining 

via collaterals 
2 upper limb 
AVF; failed PD 

LD 
(related) 

23 Male 98% 2 No pre-formed 
DSA. 000 
mismatch. 
Basiliximab 
induction 

 125.6  

41 Female Temporary 
femoral line 

2 upper limb 
AVF; 2 thigh 
AVGs 

LD 
(unrelated) 

45 Male 0% 0 Basiliximab 
induction 

Kidney 
transplanted 
onto iliac 
over femoral 
line as 
contralateral 
side not 
patent 

19 Graft loss after 15 months; 
ABMR secondary to non-
compliance 

39 Femoral  Subclavian 
(post-
angioplasty) 

32 TCVCs; 4 
upper limb 
AVF; failed PD 

LD (paired 
pool) 

52 Female 99% 1 No pre-formed 
DSA. Previous 
PTLD; 
basiliximab 
induction 

 36.7  

 

Table 3.9: Descriptive data summarising demographics and transplant details of all patients with ESVA. DBD= donation after brain death; DCD= 
donation after cardiac death; LD= live donor; PD= peritoneal dialysis; TCVC= tunnelled central venous catheter; AVF= arteriovenous fistula; AVG= 
arteriovenous graft; BCF=brachiocephalic fistula; LSV= long saphenous vein; IVC= inferior vena cava; PTLD= post-transplant lymphoproliferative 
disorder; PPM= permanent pacemaker; APKD= adult polycystic kidney disease; CKD= chronic kidney disease; ABMR= antibody mediated rejection; 
ATG= anti-thymocyte globulin; DSA= donor specific antibody; MFI= mean fluorescence intensity
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The mean age of patients with ESVA undergoing renal transplantation was comparable to 

that of the general transplant population (44.6 ±9.3 years vs. 48.8 ±12.9 years; P=0.65). 

There was also no significant difference in wait time prior to transplantation between 

patients with ESVA and the overall transplant cohort (1305.4 ± 925.5 days vs. 1168.2 

±675.4 days; P=0.15) (Table 3.10). Immunologically patients with ESVA were also more 

complex to transplant than the overall transplant cohort. 11 patients (61.1%) with ESVA 

had a cRF (calculated reactive frequency) >90%. Mean cRF and match score in the ESVA 

cohort and overall transplant population were 96% (IQR; 40%, 99%) vs. 32% (IQR: 24%, 

83%) and 12 (IQR 0,41) vs. 132 (IQR 67, 237); P<0.001 respectively. Patients with ESVA 

had been on dialysis for longer than the overall transplant cohort (12.3 ±5.6 vs. 3.7 ± 1.2 

years; P<0.001). 11 of the 18 patients (61.1%) were receiving a second or subsequent 

transplant and most were dialysing via either a TCVC or AVG at the time of 

transplantation (Table 3.10). 

 
Table 3.10: Basic demographics of patients with ESVA undergoing renal 
transplantation compared to a control group of all patients undergoing renal 
transplantation at our institution over the same time period. There was no significant 
difference in age or gender, however patients with ESVA were more likely to be dialysing 
via a TCVC or AVG rather than AVF and were also more highly sensitised and more 
difficult to transplant. Results are reported as either mean (SD) or median (IQR). AVF= 
arteriovenous fistula; AVG= arteriovenous graft; TCVC= tunnelled central venous 
catheter; cRF= calculated reaction frequency, match score= a hypothetical score calculated 
based on recipient HLA-type and blood group (it reflects the number of patients out of a 
standard cohort of 10,000 patients who are blood group identical, HLA-compatible and 
000 of favourably [100, 010, 110] matched); match points= converts the match score into a 
points score for the matching algorithm based on ease of transplantation. 
 
 Patients with ESVA 

undergoing renal 
transplant 

All renal transplants (n=452) P-value 

Age (years) 44.6 (9.3) 48.8 (12.9) N.S. 
Sex (%age male) 44.4% (n=8) 47.1% (n=213) 0.13 
Vascular access 
AVF 
AVG 
TCVC 
Temporary line 

 
22.2% (n=4) 
38.9% (n=7) 
33.3% (n=6) 
5.5% (n=1) 

 
74.1% (n=335) 
1.1% (n=5) 
24.8% (n=112) 
- 

 
 
 
 
<0.01 

cRF (%age) 96% (IQR 40%,99%) 32% (IQR 24%, 83%) 0.02 
Waiting time (days) 1305.4 (925.5) 1168.2 (675.4) 0.15 
Total time since first 
commencing dialysis 
(years) 

12.3 (5.6) 3.7 (1.2) <0.001 

Match score 12 (IQR 0,41) 132 (IQR 67,237) <0.001 
Match points 
Easy (1-3) 
Moderate (4-7) 
Difficult (8-10) 

 
22.2% (n=4) 
27.8% (n=5) 
50% (n=9) 

 
39.8% (n=180) 
44.7% (n=202) 
15.5% (n=70) 

 
 
 
<0.001 



 130 

3.3.7.2. Outcomes of renal transplantation in patients with ESVA 

 

Patients with ESVA were more likely to experience delayed graft function (DGF) post-

transplant than the general population (44.4% vs. 24.7%; P<0.001). Primary non-function 

was also more common (11.1% vs. 1.1%; P<0.001) (Table 3.11). Not unsurprisingly, given 

the higher immunological risk that these patients pose, biopsy-proven acute rejection 

(BPAR) was also more common in the first year post-transplant (27.8% vs. 8.4%; 

P<0.001). Five patients with ESVA had BPAR on indication biopsy. One patient had been 

non-compliant with medication, three patients developed BPAR after immunosuppression 

was reduced or withdrawn as a result of other complications and one patient developed 

BPAR whilst on adequate immunosuppression (cell-mediated which responded well to 

intravenous methylprednisolone). One-year graft survival was lower in patients with 

ESVA (77.8% vs. 92.0%; P<0.001); however in those with a functioning graft at 1-year 

eGFR was comparable to that of the overall transplant population (62.0 ±13.4 vs. 58.4 

±20.9 ml/min/1.73m2; P=0.54) (Table 3.11). 1-year patient survival in the ESVA cohort 

undergoing transplantation was lower than in the overall transplant cohort (83.3% vs. 

95.1%; p<0.001) however this was higher than in the cohort of ESVA patients (n=45) 

during the same time period that did not get transplanted (P<0.01). In this cohort, one-year 

survival (from time of identification as having ESVA) was 68.9%, with one dying as a 

result of loss of access and inability to dialyse and the others dying from co-morbidities 

and complications of end-stage renal disease. 

 

Table 3.11: Outcomes of transplantation in patients with ESVA compared to the 
overall transplant cohort demonstrating higher rates of DGF, BPAR and primary 
non-function amongst patients with ESVA. One-year graft and patient survival was 
also lower, however in those patients with ESVA who had a functioning graft at 1 
year, the eGFR was comparable to that of the overall transplant population.  
 
 Patients with ESVA 

undergoing renal transplant 
All renal transplants P-value 

DGF (%age) 44.4% (n=8) 24.7% (n=112) <0.001 
BPAR in first year post-
transplant (%age) 

27.8% (n=5) 8.4% (n=38) <0.001 

Primary non-function (%age) 11.1% (n=2) 1.1% (n=5) 0.01 
eGFR at 6 months 
(ml/min/1.73m2) 

63.4 (14.5) 61.2 (15.4) N.S. 

eGFR at 12 months 
(ml/min/1.73m2) 

62.0 (13.4) 58.4 (20.9) N.S. 

1 year graft survival (%age) 77.8% (n=14) 92.0% (n=416) <0.001 
1 year patient survival 
(%age) 

83.3% (n=15) 95.1% (n=430) <0.001 
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3.3.7.3. Characteristics and outcomes of patients with ESVA receiving an expedited 

cadaveric renal transplant 

 

There was no significant difference in donor or recipient age between patients with ESVA 

receiving a transplant via the expedited list or national matching algorithm (46.3 ± 10.0 vs. 

46.8 ± 6.3 years; P=0.54 and 51.3 ± 14.2 vs. 56.9 ± 26.3; P=0.11 respectively) (Table 

3.12). All kidneys came from extended criteria donors in both cohorts. 88.9% (n=8) of the 

expedited transplants came from donation after cardiac death (DCD) donors, whilst most 

of those allocated from the national matching algorithm were donation after brain death 

(DBD) donors (83.3% [n=5]). There was also no significant difference in waiting time 

between patients with ESVA transplanted via the expedited list and national matching 

algorithm (1254.3 ±754.8 vs. 1403.4 ±403.4 days; P=0.26). 
 

There was no significant difference in the eGFR obtained at 12 months from kidneys 

allocated via the expedited list and those allocated via the national algorithm to patients 

with ESVA (65.8 ±23.2 vs. 56.9 ±26.3 ml/min/1.73m2; P=0.16). DGF was less common in 

patients transplanted via the expedited list (33% [n=3] vs. 100% [n=6]; P<0.001). There 

was no significant difference in 1-year patient survival (88.9% [n=8] vs. 66.7% [n=4]; 

P=0.09), however 1-year graft survival was better in the expedited transplant cohort than 

those transplanted via the national algorithm (88.9% [n=8] vs. 50% [n=3]; P=0.04) (Table 

3.12). 

 

3.3.7.4. Impact of transplantation of patients with ESVA on resource utilisation 

 

Table 3.13 compares the number of hospital admissions, bed days and interventions 

performed in patients with ESVA during the year prior to a following renal transplantation. 

Overall there were fewer hospital admissions following transplantation (6.5 ±1.6 vs. 2.4 

±2.7 days/ patient/ year; P<0.01) and patients spent less time hospitalised in the year after 

transplant than in the year before (21.3 ±12.3 vs. 11.6 ± 0.7 days/patient/year; P=0.02). 

This latter observation would be even more marked were it not heavily influenced by three 

patients who had very complicated and torrid post-operative courses with in-patient stays 

>3 months. Notably the mean length of hospital stay for the entire transplant population 

was 11.2 ± 3.2days/ patient in the first year post-transplant (P=0.72).  
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Table 3.12: Comparison of transplants carried out in patients with ESVA (expedited 
cadaveric; those allocated via national matching algorithm; and live donor). 
Recipient characteristics were comparable. Graft outcomes are at least comparable 
and may be better in the expedited cadaveric cohort than in those transplanted via 
the national matching algorithm. Results are reported as either mean (SD) or median 
(IQR). DBD= donation after brain death; DCD= donation after cardiac death; cRF= 
calculated reaction frequency, match score= a hypothetical score calculated based on 
recipient HLA-type and blood group (it reflects the number of patients out of a standard 
cohort of 10,000 patients who are blood group identical, HLA-compatible and 000 of 
favourably [100, 010, 110] matched); match points= converts the match score into a points 
score for the matching algorithm based on ease of transplantation. The level of match 
reflects the HLA-mismatch (Level 1: 000, Level 210, 010, 110, 200 or 210; Level 3: 020, 
120, 220, 001, 201, 011, 111 or 211; Level 4: 021, 121, 002, 102, 202, 012, 112, 212, 022, 
122 or 222). DGF= delayed graft function; eGFR= estimated glomerular filtration rate. 
 
 Patients with ESVA 

undergoing 
expedited renal 
transplant 
(n=9) 

Patients with ESVA 
receiving cadaveric 
transplant via 
national matching 
algorithm (n=6) 

Patients with 
ESVA having 
live donor 
transplant 
(n=3) 
 

P-value* 

Recipient Age 
(years) 

46.3 (10.0) 46.8 (6.3) 35 (8.7) N.S. 

cRF (%age) 58% (IQR 22%,99%) 97% (IQR 91%,99%) 90% (IQR 
0%,99%) 

N.S. 

Waiting time 
(days) 

1254.3 (754.8) 1403.4(634.6) 342.6 (267.5) N.S 

Match score 0 (IQR 10,33) 12 (IQR 2,16) 266 (IQR 1,320) N.S. 
Level of mismatch 
Level 1 
Level 2 
Level 3 
Level 4 

 
11.1% 
- 
66.7% 
22.2% 

 
33.3% 
- 
33.3% 
33.3% 

 
33.3%  
- 
66.7% 
- 

 
N.S 

Donor age (years) 51.3 (14.2) 56.9 (26.3) 40 (15.1) 0.11 
Type of donor 
(%age) 
DBD 
DCD 

 
 
11.1% (n=1) 
88.9% (n=8) 

 
 
83.3% (n=5) 
16.7% (n=1) 

 
 
NA 

 
 
<0.001 

Extended criteria 
donor (%age) 

100% (n=9) 100% (n=6) NA N.S. 

DGF (%age) 33.3% (n=3) 100% (n=6) 33% (n=1) <0.001 
eGFR at 12 
months 
(ml/min/1.73m2) 

65.8 (23.2) 56.9 (26.3) 58.5 (47.3) 0.16 

1 year graft 
survival (%age) 

88.9% (n=8) 50% (n=3) 100% (n=3) 0.05 

1 year patient 
survival (%age) 

88.9% (n=8) 66.7% (n=4) 100% (n=3) 0.09 
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Table 3.13: A comparison between the number of bed days and hospital admissions in 
patients with ESVA in the year prior to and the year following transplantation. 
Results are presented as mean (SD) and are expressed per patient per year.* Interventions 
include any surgical procedure e.g. transplant or vascular access procedure, interventional 
radiology procedure e.g. angiography or nephrostomy or other invasive procedure e.g. line 
insertion performed on the patient. 
 
 In the year prior to 

transplantation 
In the year following 
transplantation 

P-value 

Number of hospital 
admissions (per patient/yr) 

6.5 (1.6) 2.4 (3.7) <0.01 

Number of unplanned 
hospital admissions (per 
patient/yr) 

4.9 (1.9) 1.4 (3.2) <0.01 

Number of bed days (per 
patient/yr) 

21.3 (12.3) 11.6 (13.6) 0.02 

Number of interventions* 
(per patient/ yr) 

5.4 (4.3) 1.6 (0.7) <0.01 

 
 

Fewer interventional procedures were also performed in the year post transplantation (5.4 

± 4.3 vs. 1.6 ± 0.7 procedures per patient/ year). Pre-transplant the procedures primarily 

related to vascular access including 37 TCVCs, 52 angioplasties or declotting procedures 

and 32 access creations. Post-transplant procedures also primarily related to complications 

of vascular access including ligation/ removal of access for infection, steal or rupture 

(n=7), TCVC insertion (n=4) and also one patient who required nephrostomy insertion. 

 

A total of 39 cross-match tests have been performed to permit 9 expedited transplants (4.33 

cross matches per transplant). 

 

3.3.7.5. Chance of transplant in patients with end-stage vascular access 

 

Compared to an age and sex matched cohort (n=18), patients with ESVA had a higher cRF, 

poorer match score, longer wait time and more previous transplants (Table 3.14). As a 

result, their chance of transplantation is significantly lower. The age and sex-matched 

cohort has a 50% chance of transplant after 3.7 years according to the NHS Blood and 

Transplant Chance of Transplant Calculator (NHS Blood and Transplant, 2014), whilst 12 

of the 18 patients (66.7%) in the ESVA had a 50% chance of transplant >5 years. The 

ESVA cohort had a 4%, 10%, 20%, 32% and 43% chance of transplant at 1, 2, 3, 4 and 5 

years respectively (Figure 3.4). 
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Table 3.14: Comparison of patients with ESVA undergoing renal transplantation 
(n=18) and an age and sex-matched cohort of other patients undergoing renal 
transplantation (n=18). Patients with ESVA had a higher cRF, longer wait time and 
poorer match score. Results are presented as a mean (SD), median (IQR) or percentage of 
total. cRF= calculated reaction frequency, match score= a hypothetical score calculated 
based on recipient HLA-type and blood group (it reflects the number of patients out of a 
standard cohort of 10,000 patients who are blood group identical, HLA-compatible and 
000 of favourably [100, 010, 110] matched); match points= converts the match score into a 
points score for the matching algorithm based on ease of transplantation. 
 
 Patients with ESVA 

undergoing renal 
transplant (n=18) 
 

Age and sex matched cohort 
(n=18) 

P-value 

cRF (%age) 96% (IQR 40%,99%) 21% (IQR 12%, 85%) <0.01 
Waiting time (days) 1305.4 (925.5) 1032.4 (457.4) <0.01 
Total time since first 
commencing dialysis 
(years) 

12.3 (5.6) 3.2 (1.3) <0.001 

Match score 12 (IQR 0,41) 167 (IQR 79,312) <0.001 
Number of previous 
transplants 
0 
1 
2 
3 

 
 
 
38.9% (n=7) 
50% (n=9) 
5.6% (n=1) 
5.6% (n=1) 

 
 
 
94.4% (n=17) 
5.6% (n=1) 

 
 
 
 
 
 
<0.01 

 

 
 
Figure 3.4: Chance of transplant at 1, 2, 3. 4 and 5 years post wait-listing in patients 
with ESVA (black) compared to an age and sex-matched cohort (gray). Error bars 
show 1 SD 
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3.3.7.6. Patients with ESVA still untransplanted despite expedited transplant list 

 

After 5 years of the expedited transplant list, two patients remain untransplanted. Both 

have been on the expedited waiting list for the entire 5 years with total waiting times of 

3657 and 1954 days respectively. Both patients have a cRF of 100% (even after removing 

weak unacceptable [MFI<3000]) and match scores of 1. Each has been considered for over 

20 potential “priority” blood group compatible kidneys but no cross-match performed due 

to high levels of unacceptable antibodies. Figure 3.5 outlines the antibody profile of one of 

these two patients, highlighting the difficulties of transplantation in this cohort. 

 

 

 
 
Figure 3.5: Antibody profile of one of the two patients with ESVA in whom it has not 
been possible to find a kidney for transplantation via the expedited waiting list. Even 
after removing all acceptable mismatches (MFI <3000), he still has a cRF of 100% 
and match score of 1. He has high levels of pre-formed antibodies to most HLA class I 
(top) and almost all HLA class II except self (-DR4, -DQ4, -DP3, -DP4) (bottom). With 
thanks to Dr Ann-Margaret Little. 
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3.3.7.7. Impact of the expedited list on the rest of the transplant population 

 

All patients who were ranked top of the local matching algorithm on the day that the 

kidney was allocated to an ESVA patient via the expedited waiting list were transplanted 

within one year and all bar one were transplanted within 6 months. The mean waiting time 

from the day of the potential offer to transplantation was 128.2 ± 97.5 days. During this 

time one patient had an arteriovenous fistula that failed and required admission for TCVC 

and new AVF creation. Otherwise no patient suffered any obvious adverse consequence of 

additional waiting time and no additional hospital admissions were incurred. 

 

3.4. DISCUSSION  

  

3.4.1. The burden of central vein stenosis 

 

Although central vein stenosis is a well recognised phenomenon in individual patients, the 

collective extent and impact on the overall patient cohort and the subsequent healthcare 

costs has been underappreciated. This study has utilised a comprehensive electronic 

database of all procedures and complications to allow, for the first time, the true impact of 

CVS on the RRT population to be analysed. We have shown that CVS is common, costly 

and has a dramatic adverse impact on quality of life (QoL). These data, in addition to the 

widely recognised risks of infection, allow a risk to be estimated from the consequences of 

using TCVC in both the short and long-term. 

 

There is a clear causative relationship between central vein stenosis and TCVC use in both 

this study and others (Lumsden et al. 1997) supported by histopathological evidence 

demonstrating stenosis formation after even short periods of central venous catheterisation 

(Agarwal, 2013).  

 

In this cohort of patients, the prevalance of clinically significant CVS was 13%. Other 

studies that report a higher prevalence included patients with incidental findings on 

angiography (Agarwal et al. 2007; Suroweic et al. 2004).  A critical new observation in 

this patient cohort is the description that the principal presenting complaint in CVS is 

vascular access dysfunction rather than isolated limb or facial swelling. Preservation of the 

original vascular access was just 16% by 3 years, highlighting that the fate of dysfunctional 

access should be a key primary outcome when reporting on intervention for CVS. 
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CVS patients demonstrated objective evidence of deterioration in QoL. The quality of life 

outcome is limited by incomplete data collection. Only three-quarters of the cohort 

completed QoL questionnaires. The demographics of this subgroup were, however, similar 

to the overall CVS cohort. This is the first published QoL data for patients with CVS. 

Previous studies have shown that quality of life on HD with a functioning fistula is 

comparable to with TCVC (Manns et al. 2003). Although direct comparisons cannot be 

drawn, this reinforces the assertion that the psychosocial impact of CVS carries negative 

effects for the patient beyond the frequency of procedures and hospitalisation. 

 

CVS also carries a significant economic and financial burden. The healthcare costs of 

repeated and frequent intervention rapidly accumulates. This does not appear to be as a 

result of the failure of any one of our treatment strategies. Angioplasty (Dammers et al. 

2003a; Kovalik et al. 1994),  TCVC (Agarwal, 2013) and AVG (Harish & Allon, 2011) 

outcomes were largely in keeping with those published in specific series. Clinical 

performance met accepted standards. The crude cost of looking after 97 patients in the first 

year of diagnosis was £2.1 million. This equated to a cost per QALY of £42 307.69. In the 

UK, the National Institute of Clinical Excellence (NICE), generally only consider funding 

treatments with a cost per QALY of less than £20 000, extended to £30 000 under certain 

circumstances (NICE, 2014). While this costing does not represent one specific treatment, 

it does represent a treatment philosophy that is representative of that which is provided by 

most clinicians managing patients with CVS. As a total cost to the NHS, if a prevalence of 

13% nationwide is assumed amongst the 20 000 patients on HD in the UK, nationally this 

could amount to a spend of £57 million per annum. This reflects the delayed price that both 

patients and healthcare systems are paying for the early convenience of commencing 

dialysis with a line. Better systems of planning and initiating dialysis at diagnosis of end 

stage renal failure are required to protect patients from this significant delayed 

complication. 

 

CVS presents two major challenges: prevention and “cure”. This study demonstrates the 

burden of care incurred in the pursuit of a “cure” for CVS and indirectly highlights the 

importance of prevention. Contemporary practice has inherited a generation of HD patients 

who have been exposed to a practice whereby central vein catheterisation was performed 

more liberally than it is today, following the drive for “Fistula First” and timely creation of 

autologous access (Vassalotti et al. 2012). Prevention of CVS should be considered a 

clinical priority. Timely referral, education and an integrated structure for referral and 

access creation is essential to optimise the rates of autologous vascular access in incident 
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HD patients (Hughes et al. 2013). Emergency peritoneal dialysis is an under-explored 

potential alternative (Ilbaca-Avendano et al. 2008) . The development of prosthetic early 

cannulation arteriovenous grafts (ecAVGs), which can be used within 24 hours of 

insertion, may provide a viable alternative to TCVCs in patients who need to commence 

HD but who do not yet have a functioning vascular access (Tozzi et al. 2014b). Perhaps 

even revisiting old technologies such as the Scribner shunt (Quinton et al. 1962) for 

emergency dialysis may allow for safe anaesthesia prior to insertion of a more durable 

access. 

 

3.4.2. End stage vascular access: outcomes of differing treatment modalities 

 

Contrary to other published series, we report good short and longer term patencies of 

native long saphenous vein loop grafts in patients with bilateral central venous occlusion 

.The 900 day primary assisted patency rate of 76.9% is favourable compared to 66% at 2 

years and 40% at 3 years presented by other institutions (May et al. 1980), however long-

term patency is unlikely to rival that of femoral vein transposition (56% at 9 years) 

obtained by some authors (Hazinedaroğlu et al. 2004) . We believe that this is a result of 

careful patient selection, pre-operative ultrasound imaging to confirm suitability of the 

vessels and aggressive surgical and radiological re-intervention for stenotic and thrombotic 

complications. We advocate that long saphenous vein loops be considered as an excellent 

lower limb autologous option for all end-stage access patients who are fit enough and are 

likely to require vascular access for haemodialysis for more than 6 months. 

 

Lower limb prosthetic thigh grafts have been used with variable success in patients with 

ESVA. Both primary and secondary patency rates were lower than native long saphenous 

vein loops and comparable to other published series. Cull et al. (2004) report 2-year 

primary and secondary functional patency rates for prosthetic lower limb grafts of 19% and 

54% respectively. There was a high culture-proven bacteraemia rate from prosthetic thigh 

grafts in the high-risk patient group with bilateral central vein stenosis, which was 

comparable to that of TCVCs (Harish & Allon, 2011). Furthermore, infected haematomas 

proved problematic in many cases (Aitken et al. 2014a). Nevertheless, novel ecAVGs may 

be beneficial in patients who require immediate vascular access for haemodialysis and 

cannot wait for a native vein loop to mature, with superior patency rates than tunnelled 

femoral catheters. 
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Bacteramia rates associated with tunnelled catheters were relatively low in the end-stage 

access cohort (1.8 per 1,000 catheter days and 0.6 per 1,000 catheter days for tunnelled 

femoral and translumbar catheters respectively) compared to standard rates for all-comers 

on HD. Local culture-proven bacteraemia rate of tunnelled central venous catheters is 1.6 

per 1,000 catheter days for all patients on haemodialysis (Thomson et al. 2010). Power and 

colleagues (2010) report exit site infection rates of 2.02 per 1,000 catheter days and culture 

proven bacteraemia rates of 0.8 per 1,000 catheter days for translumbar catheters. For 

tunnelled femoral lines, Falk (2007) quotes a bacteraemia rate of 6.3 per 1,000 catheter 

days. We postulate that the low infection rates seen in our cohort, even with higher risk 

femoral catheters, may be due to heightened vigilance for infection control procedures in 

patients deemed to have precarious vascular access with protection of the “last access 

option”. 

 

There were a small number of patients (n=6) who had a HeRO in this cohort. All had a 

Gore®ACUSEAL graft (W.L. Gore Associates, Flagstaff, AZ, USA) attached to permit 

immediate cannulation. Follow-up in this patient cohort is limited, as the device only 

became available in the UK in 2013, however primary, primary assisted and secondary 

patency at 12 months was 66%. Unlike other modalities in this series, multiple 

interventions within the first year were not required to maintain patency of the HeRO 

device. Our results are at least comparable with those observed in other series. Nassar and 

colleagues (2014) report 1-year primary and secondary patency rates of 34.8% and 67.6% 

respectively. Similarly, Katzman et al. (2009) report a secondary patency rate of 72.2% at 

mean follow-up 8.6 months. 

 

No patient died as a result of loss of vascular access and there was no requirement of 

exotic, “last resort” procedures within this patient group. This highlights that it is possible 

to maintain the majority of patients with bilateral central venous occlusion and ESVA on 

RRT with a relatively limited number of secondary vascular access procedures and renal 

transplantation where appropriate. Most patients needed to utilise more than one access 

modality, illustrating the burden of bilateral central vein stenosis on both the patient and 

healthcare services. Additionally, this demonstrates the importance of individualised 

vascular access care, which needs regular review and revision. 

 

This study is limited by its retrospective, observational nature and relatively short follow-

up. The choice of access procedure performed in each patient often reflects clinician 

preference and, as such introduces an inherent and indefinable selection bias. It therefore 
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cannot be used to determine the superiority of any treatment option for bilateral central 

venous occlusion .Nevertheless, intervention outcomes appeared ‘satisfactory’ in all 

modalities for providing dialysis. Furthermore, large randomised studies in this population 

would be very difficult to conduct due to the relative rarity of the condition and very 

heterogeneous population. Observational data perhaps better reflects the complexities that 

these patients face in the real world, switching between treatment modalities to achieve a 

“personal solution”. 

 

As the life-expectancy of patients on haemodialysis improves (Scottish Renal Registry, 

2015), the number of patients with complex vascular access needs will increase. This study 

demonstrates that it is possible to maintain patients with ESVA on RRT, often via a 

combination of modalities including renal transplantation, however the morbidity 

associated with bilateral central vein stenosis is considerable. Prevention of central venous 

stenosis by catheter avoidance is essential to minimise the number of patients with 

complex vascular access needs in the future. 

 

3.4.3.  Expedited renal transplantation in patients with failing vascular access 

 

Almost every clinician involved in the care of patients with ESRD will recall a handful of 

patients who have died as a result of vascular access loss. Despite this, there are virtually 

no reports in the academic literature of the phenomenon and there is no consensus 

agreement about how best to manage patients with failing vascular access. Many countries’ 

transplant allocation algorithms pay lip service to “medically urgent” patients (Canadian 

Council of Organ Donation and Transplantation, 2007), however these strategies are often 

ad hoc and the number of patients who benefit (or who might be eligible to benefit but 

have not been considered) is unknown. To our knowledge, this is the first description of 

outcomes from renal transplantation in a system based on clinical need. We describe 

acceptable outcomes from transplantation in this cohort, with comparable 1-year post-

transplant eGFR in patients with failing vascular access, those with failing access who 

were prioritised for transplantation and. the overall transplant cohort at our centre. We also 

demonstrate a reduction in morbidity following transplantation in patients with failing 

vascular access (fewer hospital admissions and fewer bed days), with minimal negative 

impact on our global transplant population. 

 

As we have already described, patients with ESVA consume a vast amount of healthcare 

resources.  On average, in the year prior to transplantation they had 6.5 ± 1.6 hospital 
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admissions and utilised 21.3 ± 12.3 bed days per patient, almost solely as a result of 

access-related complications. Repeated interventions to preserve or restore vascular access 

were shown to cost £27 000 per patient/ year, often with more than one access modality 

required to provide ongoing vascular access. 12-month primary patency of most access 

modalities was less than 50% in this patient cohort. Additionally, the plethora of vascular 

access complications result in considerable morbidity and have a negative impact on QoL 

Expedited transplantation appears to offer an escape from this cycle of problematic and 

failing vascular access.  

 

Transplantation can prove challenging, both anatomically and immunologically in patients 

with failing vascular access. The median cRF in this patient cohort was 96%. Patients were 

often receiving a second or subsequent transplant. Nearly half the patients had pre-formed 

DSAs and one-third required ATG induction therapy. Not unsurprisingly therefore, rates of 

BPAR were higher in this patient cohort. Additionally, these patients proved technically 

complex to transplant. A number had been anuric for many years, with mean time on 

dialysis prior to transplantation approximately 12 years. As a result, the bladder was often 

chronically shrunken and atrophic and arteries heavily calcified. Often the venous anatomy 

was even more challenging. Several patients had occluded iliac veins, necessitating 

transplantation onto the inferior vena cava. In one case, the only vascular access was an 

ipsilateral femoral line, which remained positioned in the iliac veins while the transplant 

was performed. Another patient with an ipsilateral thigh graft had it ligated in the early 

post-operative period in an attempt to improve graft perfusion. The intricacies of 

transplantation in this difficult patient group require an intimate knowledge of both donor 

and recipient to ensure that the right kidney is given to the right patient at the right time 

e.g. the 57 year-old Asian gentleman dialysing via a rather precarious thigh graft, in whom 

a decision was made to perform a dual-kidney transplant from a 67 year old, hypertensive, 

diabetic donor with CKD 3 and proteinuria (kidneys which had previously been rejected by 

several other transplant centres due to concerns regarding primary non-function) because it 

was felt that the chances of him receiving a better offer prior to his vascular access failing 

was slim. Additionally, given these complexities, a recognition and acceptance of a 

possible stormy perioperative period is required and allowances should be made for 

potentially longer hospital stays and higher readmission rates than the over transplant 

cohort (though still substantially lower than within the same cohort on dialysis).   

 

The concept of medical urgency is inherent in most countries’ renal transplant matching 

algorithms (Canadian Council for Organ Donation and Transplantation, 2007; Baran, 
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2006) however only the EuroTransplant zone has an explicit “high urgent” list within their 

Kidney Allocation System (ET-KAS) (Eurotransplant, 2014) The exact criteria for listing 

as “high urgent” differ between the Netherlands and Germany, however both countries will 

list “medically urgent” patients for priority organ allocation above all other adult 

recipients. In South Africa, patients get allocated additional “points” within the standard 

matching algorithm for conditions such as failing vascular access necessitating accelerated 

transplantation (Muller, 2013). Other countries, including Australia and New Zealand, the 

United States and Canada (The Transplantation Society of Australia & Zealand, 2014; 

Organ Procurement and Transplantation Network, 2015) have no such formalised policy. 

This was also the case in the United Kingdom until last year, when the Kidney Advisory 

Group produced a policy advocating prioritisation for patients ‘whose vascular access has 

“run out”’(Kidney Advisory Group, 2014b, pp.1). Patients can now be referred to a 

National Appeals Panel and, if deemed appropriate, will be placed top of the national 

matching run. A priori requirements for consideration are failed peritoneal dialysis and 

consideration at a vascular access multidisciplinary meeting. The exact criteria for vascular 

access failure however are poorly defined. A number of suggestions are provided within 

the document ranging from failed internal jugular catheterisation to dialysis via a 

transhepatic line. No consideration is given within the guidelines for more aggressive and 

novel attempts to salvage autologous or definitive access such as the HeRO (Katzman et al. 

2009; Shakarchi et al. 2015c) or lower limb access (Antoniou et al. 2009),  despite patients 

using such forms of vascular access often being in similarly dire need of transplantation to 

those using tunnelled lines. In our cohort of patients only one-third was actually dialysing 

via a TCVC despite the clinical team considering them to be at imminent risk of access 

loss. This is likely the result of an aggressive vascular access service (Aitken & 

Kingsmore, 2012a; Aitken et al. 2014a) at our centre, and does not reflect the fact that 

these patients are at any lesser need of transplantation than those dialysing via a 

transhepatic line. We fully recognise and understand the difficulties faced by the authors of 

the Kidney Advisory Group (KAG) guidelines (2014b) in defining the patient cohort with 

“failing vascular access”. Even locally, within our cohort of patients, there is great 

heterogeneity and it is problematic outlining the exact patient population who should be 

considered for such an intervention. However we would argue that, particularly given the 

uniqueness and individual idiosyncrasies of these patients, a national strategy for their 

management cannot best serve their needs. Unlike the prioritisation for liver 

transplantation, where it is possible to clearly define indications for “super-urgent” 

transplantation based on clinical need (Liver Advisory Group, 2014) e.g. fulminant liver 

failure due to paracetamol poisoning with coagulopathy or refractory acidosis, 
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characterising access failure and predicting the trajectory or mortality risk in a meaningful 

way is very difficult. We would advocate that a local approach to organ allocation for these 

patients permits the complexities of each case to be considered on their own merits and 

allows flexibility to be built into the system. Our local criteria to consider a patient with 

failing access were intentionally loose to allow adaptation to facilitate transplantation of 

patients who were considered to be in desperate need of a transplant. Our selection criteria 

included patients with bilateral central venous stenosis and loss of upper limb access, 

however the role of a multidisciplinary team who knew the patient intimately cannot be 

over-emphasised. Additionally, as highlighted in the KAG policy document (Kidney 

Advisory Group, 2014b), different units have different strategies to vascular access 

provision. In order to ensure equity, it is essential that priority transplantation does not 

serve as a solution to poor access planning or management. Local allocation would prevent 

unit differences in access provision affecting this. Furthermore, the loose definitions and 

soft symptoms of access failure could lead to exaggeration of a patient’s condition in an 

attempt to allow them to be listed for “urgent” transplantation. Again, local allocation of 

organs to patients known personally to those deciding on listing would prevent any 

“gaming” either intentional or otherwise. 

 

Transplantation is a specialty founded on ethical principles. Currently matching algorithms 

attempt to ensure distributive justice of a limited resource (Paul et al. 2004), and any 

proposed change in organ allocation must be transparent and maintain equity of allocation 

and access. The concept of equity is not always  synonymous to equality (Davis, 2006). 

We believe that our strategy of prioritising based on clinical need maintains distributive 

justice, whilst facilitating a life-saving intervention in those who require it urgently without 

negatively impacting on the rest of the transplant population. Furthermore, given that in the 

majority of cases, patients with failing access are young and (apart from their failing 

vascular access) often don’t have the significant co-morbidities of many other patients with 

ESRD, a functioning graft is likely to be sustained for many years. We have demonstrated 

good graft outcomes in this patient cohort with similar 1-year eGFR to the overall 

transplant cohort, and would argue that this strategy also ensures best use of the organs and 

fulfills the principle of utility (Davis, 2006). 

 

This study involves only a small cohort of patients who were transplanted and, like the 

description of other RRT/ access modalities, is limited by short-term follow-up only. 

However for most patients with failing vascular access, one-year post-transplant survival 

seems an appropriate end-point as, without transplantation, many will not survive even this 
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short time. It has proven difficult to quantify the true success or failure of our strategy of 

expedited renal transplantation as an appropriate comparator group is difficult to define. 

The overall transplant population is an inappropriate comparator as the intended outcomes, 

goals and aims of transplantation in this cohort are principally in optimising graft and 

patient survival and longevity, where as in patients with failing access, the priority and 

objective of transplantation is primary function and short-term survival. Conversely, 

comparing patients with failing access who received an expedited transplant to those with 

failing access who were not transplanted (only 31% of the patients with ESVA were 

eligible for transplantation) is also inappropriate, because often there was another reason 

e.g. comorbidity why these patients were not transplanted, which could confound results. 

For this reason, wherever possible (and despite small numbers) we have attempted to 

compare patients with failing access transplanted via the expedited list to those patients 

with failing access transplanted via the National Matching algorithm, because we believe 

that this is the most representative comparator group.  

 

The current study is UK centric and its direct generalisability beyond patients transplanted 

via the NHS-BT Deceased Donor Organ Allocation Policy (Kidney Advisory Group, 

2016) is difficult to quantify. Furthermore, the implications and impact of the new Kidney 

Advisory Group recommendations for regional sharing of DCD kidneys (Kidney Advisory 

Group 2014a) (rather than the local sharing of DCD kidneys within Scotland between the 

transplant centres in Glasgow and Edinburgh, which permitted early crossmatching and 

short cold ischaemic times) on our system remain to be elucidated. Our study does 

however highlight the problems faced by patients with failing access in a quantifiable 

manner and, for the first time, describes an attempt at a “real-world” clinical solution to 

this difficult issue. We believe that the numbers and problems described in this patient 

group are representative of those seen to transplant centres elsewhere in the UK and that 

this “hard data”, lacking in many other descriptions of failing vascular access, could be 

instrumental in informing national policy. 

 

In summary, we have described a unique local strategy for managing patients with failing 

vascular access by renal transplantation within the constraints of a national matching 

algorithm that doesn’t account for clinical need. The medical urgency of transplantation 

and high mortality without transplantation in patients with ESVA has been highlighted. We 

believe our strategy, working within the NHS-BT Deceased Donor Organ Allocation 

policy but allowing local discretion of organ allocation for certain higher risk kidneys to 

specific recipients in dire clinical need, provides the best option for management of these 
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complex patients. We welcome the Kidney Advisory Group’s appeals policy for priority 

kidney allocation due to shortage of vascular access (Kidney Advisory Group, 2014b) in 

highlighting the plight of these patients, but would caution against a national “urgent” 

waiting list for kidneys. A national list fails to consider the individuality that each unique 

patient with failing access has within a very heterogeneous patient cohort. The personal 

complexities (anatomical, immunological and psychosocial) can only be fully understood 

by the group of clinicians directly involved in the patient’s care.  For this reason, we 

advocate local discretion in organ allocation for the management of these rare patients. Our 

results have demonstrated that it is possible to achieve this in an equitable fashion within 

the constraints of the current utilitarian national allocation policy without adversely 

impacting on the rest of the transplant waiting list. 

 

3.4.4.  Summary 

 

This chapter highlights the significant personal and economic burden of central vein 

stenosis. Effective treatment options are limited and associated with considerable 

morbidty. Ultimately, without an “exit strategy”, complete vascular access failure with an 

inability to dialyse may occur. It is clearly evident that prevention is very much preferred 

over attempts at cure. Improving autologous vascular access rates and minimising TCVC 

use in incident haemodialysis patients is therefore vital.  

The legacy of bad vascular access decision-making in the early period remains with the 

patient throughout their life on dialysis. CVS may occur with only 12 days exposure to 

CVC. Similarly, catheter-related bacteraemia is highest in the early days after commencing 

on dialysis with a median time from TCVC insertion to first bacteraemic episode only 54 

days (Thomson et al. 2010). Only 11% of patients commencing dialysis via a TCVC are 

using an AVF after 3 months (UK Renal Registry, 2014), and more than 60% of 

“crashlanders” still have their TCVC after 6 months (National Kidney Care Vascular 

Access Report, 2012). Given that prolonged catheter dependence is associated with 

increased long-term complications including bacteraemia and CVS, the work presented in 

this chapter clearly demonstrates the importance of getting it right from the outset. Starting 

HD via a TCVC should be considered a treatment failure, with CVS perhaps the strongest 

argument for the “Fistula First, Line Last” mantra. 
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PREDICTING FISTULA MATURATION IN INCIDENT DIALYSIS 

PATIENTS: THE INFLUENCE OF URAEMIA 
 

4.1. INTRODUCTION 

 

Arteriovenous fistulae (AVF) are the dialysis access modality of choice for patients with 

end stage renal disease (ESRD) (UK Renal Registry, 2016; NKF-KDOQI, 2010). They are 

associated with lower risks of systemic sepsis, infective and all-cause mortality (Thomson 

et al. 2007; Bray et al. 2012). For this reason both the UK Renal Association and the 

Fistula First Initiative in the United States have set targets that two-thirds of incident 

haemodialysis patients should commence dialysis via an AVF (Renal Association, 2011; 

Massoud et al. 2006). 

 

There is little evidence however regarding the optimal timing of vascular access creation in 

incident HD patients. Broad consensus exists that timely surgical referral for access 

creation is important, however clinical practice guidelines are largely opinion-based and 

vary widely. Furthermore, the exact timing of dialysis initiation for an individual patient 

can be unpredictable (O’Hare et al. 2007). The UK Renal Association (2011) advocates 

that referral for vascular access should occur when the patient enters CKD stage 4 taking 

into account co-morbidities, rate of decline in renal function and the surgical pathway. 

Similarly, the Canadian Society of Nephrology guidelines recommend that a patient be 

referred with ‘creatinine clearance <15-20ml/min or serum creatinine 3.4-5.6mg/dl (300-

500µmol/l) depending on the size and weight of the patient’ (Jindal et al. 2006, pp.S7). In 

contrast, the Kidney Disease Outcomes Quality Initiative (KDOQI) guidelines (2006, 

pp.S260) provide a timeframe for referral  ‘at least six months before the anticipated need 

for dialysis’.  

 

One of the major problems in vascular access planning is the unpredictability of successful 

maturation. Initial patency rates vary from 60-80% (Lazarides et al. 2007; Dixon et al. 

2002) and one recent multicentre study found that 60% of AVFs were not suitable for 

cannulation 4-5 months after creation (Dember et al. 2008). Various risk factors for early 

AVF failure have been identified including advancing age (Feldman et al. 2003), female 

gender (Lok et al. 2006) and diabetes (Huijbregts et al. 2008).  
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Several authors have speculated that the timing of access creation itself may influence 

AVF outcome. Data from the Dialysis Outcomes and Practice Patterns Study (DOPPS) 

indicates that patients are less likely to start HD via an AVF if there was a longer time 

from referral to surgical evaluation or longer time from creation to first cannulation (Ethier 

et al. 2008). The presence of a central venous catheter at the time of commencing dialysis 

has also been shown to be associated with poor AVF maturation (Brunori et al. 2005). 

Similarly, Weber and colleagues (2009) demonstrated a trend towards improved patency in 

AVF created when the patient was pre-dialysis, but the study was underpowered to 

formally assess this secondary outcome measure. 

 

Associations between the uraemia which occurs in CKD, altered immune response (Vaziri 

et al. 2012) and deranged vascular biology (Juncos et al. 2011; Croatt et al. 2011) are well 

recognised. It may be, therefore, that the uraemic state of patients with ESRD influences 

AVF outcomes.  In a rat model of AVF maturation, Langer and colleagues (2011) found 

inferior vessel dilatation and an exacerbation of neointimal hyperplasia in uraemic animals. 

These factors may need to be taken into account when planning and timing AVF creation. 

 

The aim of this study was to evaluate the hypothesis that uraemia drives vascular smooth 

muscle (VSM) cell proliferation and impairs AVF maturation. Early fistula failure rates (6 

weeks) were compared between pre-dialysis patients and those already on haemodialysis 

for different eGFR and serum urea at time of AVF creation and (in those patients who had 

already commenced HD) between patients who dialysed on the same day as surgery and 

those who dialysed on the day prior to surgery.  

 

4.2. METHODOLOGY 

 

4.2.1.  Study design and participants 

 

Retrospective analysis of a prospectively collected database of all simple arteriovenous 

fistulae created in our tertiary referral vascular access centre during a three-year period 

(January 2010-December 2012) was performed. The database was derived from the 

Scottish Electronic Renal Patient Record. Patients were excluded if they were switching 

from peritoneal dialysis to HD or if they had a failing transplant.  Patients undergoing 

brachiobasilic AVF creation were also excluded, so the study population only included 

brachiocephalic (BCF) and radiocephalic (RCF) fistulae. 
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Approval was obtained from the West of Scotland Research Ethics Committee Number 1. 

Research was conducted in accordance with the Declaration of Helsinki. Written informed 

consent was not required unless additional blood samples were taken for a sub-study (not 

presented).  

 

4.2.2.  Data collection 

 

Demographic details (age, sex, number of previous fistulae), operative details (site of 

AVF, type of anaesthetic) and details regarding dialysis status and renal function (dialysis 

modality, estimated glomerular filtration rate (eGFR) and serum urea in patients who were 

pre-dialysis (Pre-D) at the time of AVF creation and whether or not the patient had pre-

operative haemodialysis on the day of surgery in patients who were already dialysis 

dependant (HD) were recorded. A measurement of serum urea and eGFR were obtained 

within 2 weeks prior to surgery. eGFR was calculated using the Modification of Diet in 

Renal Disease 4-variable (MDRD-4) formula. 

 

4.2.3.  Outcome measures 

 

The primary outcome variable was clinical patency at 6 weeks. Clinical patency was 

defined as an AVF with thrill and bruit and adequate maturation to permit needle 

cannulation if required as assessed by Vascular Access Specialist Nurses. Secondary 

outcomes were functional patency (defined as the ability of the AVF to sustain six 

consecutive dialysis sessions with two needles in those patients who required 

haemodialysis), clinical patency at time of hospital discharge (defined as the presence of 

thrill or bruit) and date of loss of clinical patency. 

 

4.2.4.  Statistical analysis 

 

Statistical analysis was performed using the SPSS Statistics for Windows Version 19.0 

(IBM Corp., Armonk, NY, USA). Patients were stratified according to site of AVF. 

Dialysis status (HD or pre-D), eGFR, serum urea and whether or not the patient dialysed 

pre-operatively were evaluated to determine if they affected early AVF failure. Results are 

presented as a mean ± SEM or percentage of the total population. Continuous data were 

compared using a Mann Whitney U-test and categorical data compared using chi-squared 

test. Kaplan Meier survival curves were used to assess long-term patency. These were 

compared using a log-rank method. P<0.05 is considered significant.  
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4.3.  RESULTS 

 

A total of 705 AVF were created during the three-year period. 12 (1.7%) were excluded as 

the patient had a failing transplant and 23 (3.3%) were excluded as the patient was on 

peritoneal dialysis at the time of AVF creation.  102 patients undergoing BBF formation 

were also excluded, leaving 569 AVF for analysis (287 RCF, 282 BCF). Of these, 216 

(38.0%) were created in patients already on haemodialysis and 353 (62.0%) were created 

in pre-D patients. Table 4.1 outlines the patient demographics and operative details.  
 

Table 4.1: Basic demographics of the 705 patients undergoing AVF creation. Results 
are presented as mean ± SEM or percentage of total for the entire population and by 
dialysis status at the time of AVF creation. *P-values compare pre-D and HD populations. 
 
 Total population 

 
Pre-D (n=353) HD (n=216) P-value* 

Age (years) 60.5±0.9 
 

62.3±1.2 59.1±1.9 <0.05 

Sex (%age male) 56.2% (n=320) 
 

52.4% (n=185) 62.5% (n=135) <0.001 

Previous 
attempted AVF? 
 

31.8% (n=181) 17.8% (n=63) 54.6% (n=118) <0.001 

Anaesthesia 
Local 
Regional  
General 

 
24.1% (n=137) 
50.3% (n=286) 
25.7% (n=146) 
 

 
30.0% (n=106) 
49.0% (n=173) 
21.0% (n=74) 

 
14.4% (n=31) 
52.3% (n=113) 
33.3% (n=72) 

 
<0.001 

Site of AVF 
RCF 
BCF 

 
50.4% (n=287) 
49.6% (n=282) 
 

 
53.3% (n=188) 
46.7% (n=165) 

 
45.8% (n=99) 
54.2% (n=117) 

 
N.S. 

 

There was no significant difference in the primary outcome (loss of clinical patency at 6 

weeks) of either RCF or BCF depending on dialysis status (pre-D RCF 31.4% (n=188) vs. 

HD RCF 29.3% (n=99), P=0.34; pre-D BCF 22.4% (n=165) vs. HD BCF 25.9% (n=116), 

P=0.43). There was no significant difference in either patency on discharge or functional 

patency between pre-D and HD groups (Table 4.2).  

 

There was no difference in mean eGFR between those patients with early AVF failure 

(loss of clinical patency at 6 weeks) and those without (11.2 ± 0.2ml/min/1.73m2  vs. 11.6 

± 0.4 ml/min/1.73m2 ; P=0.47). Uraemia was strongly associated with loss of clinical 

patency at 6 weeks. Mean serum urea in pre-D patients with early AVF failure was 35.0 ± 

0.7mg/dl compared to 26.6 ± 0.3mg/dl in those with patent AVF at 6 weeks (P<0.001). 

Similarly, in patients already established on HD, loss of clinical patency at 6 weeks was 
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more likely to occur in patients who dialysed the day prior to surgery for AVF creation 

compared to those who dialysed on the same day as AVF creation (32.9% vs. 17.7%; 

P=0.005) (Table 4.3). 

 

Table 4.2: Comparison of AVF outcomes of RCF and BCF created in patients who 
were pre-D and those on HD at the time of AVF creation. *Functional patency was 
defined as the ability of an AVF to sustain HD for 6 consecutive sessions with two needles 
at any time during the follow-up period. AVF that failed to achieve initial patency on 
discharge and AVF that never required needling (i.e. the patient remained pre-D or was 
transplanted prior to ever using the AVF) were excluded from this analysis. 
 
 Radiocephalic P-value Brachiocephalic P-value 

Pre-D HD Pre-D HD 
Primary outcome 
Clinical patency at 6 
weeks 

 
69.6% 

(n=130) 

 
71.7% 
(n=71) 

 
0.34 

 
77.6% 

(n=128) 

 
74.1% 
(n=86) 

 
0.43 

Secondary outcomes 
Patency on discharge 
 
 
Functional patency* 

 
90.4% 

(n=170) 
 

80.3% 
(n=98) 

 

 
91.9% 
(n=91) 

 
80.2% 
(n=65) 

 
0.76 

 
 

0.87 

 
89.1% 

(n=147) 
 

84.1% 
(n=122) 

 
90.5% 

(n=105) 
 

81.7% 
(n=85) 

 
0.72 

 
 

0.79 

 

Table 4.3: Effect of eGFR, uraemia, and pre-operative haemodialysis on early AVF 
failure (loss of clinical patency at 6 weeks). *For patients who are pre-D; **For patients 
who are already dialysis dependant at time of AVF creation.  
 

 Clinical patency at 
6 weeks 

Failure to achieve 
clinical patency at 6 
weeks 
 

P-value 

eGFR (ml/min/1.73m2 )* 
 

11.6±0.4 11.2±0.2 0.47 

Serum urea (mg/dl)* 
 

26.6±0.3 35.0±0.7 <0.001 

Pre-operative HD** 
Percentage of patients having pre-
operative HD 
 
Percentage of patients not having 
pre-operative HD 
 

 
82.3% 
 
 
67.1% 

 
17.7% 
 
 
32.9% 

 
0.005 

 

Long-term clinical patency of RCF was better in patients with lower serum urea when the 

AVF was created (P=0.01; Figure 4.1b). This association between uraemia and AVF 

failure was not seen in BCF (P=0.78; Figure 4.1d). Similarly there was no association 

between eGFR and long term RCF (P=0.38; Figure 4.1a) and BCF (P=0.61; Figure 4.1c) 

patency. 
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Figure 4.1: Kaplan Meier survival curves comparing long term AVF clinical patency 
stratified by eGFR(<10 ml/min/1.73m2; 10-15 ml/min/1.73m2; >15 ml/min/1.73m2) 
and serum urea (<30mg/dl; 30-40mg/dl; >40mg/dl) in patients who were pre-D at the 
time of AVF creation. A. There was no difference in long-term RCF patency with 
different eGFR (P=0.38). B. Long-term patency of RCF was better in patients with 
lower serum urea at the time of AVF creation (P=0.01). C. There was no difference in 
long-term BCF patency with different eGFR (P=0.61). D. There was no difference in 
long-term BCF patency depending on serum urea at time of AVF creation (P=0.79). 
 

4.4. DISCUSSION 

 

No difference was found in the primary outcome, patency at 6 weeks, between pre-D and 

HD patients for either BCF or RCF. This novel finding is in conflict with the results of 

Rayner and colleagues (2003), who concluded that dialysis via a TCVC at the time of 

access creation was associated with early access failure. Similarly, Weber and colleagues 

(2009) achieved excellent “real world” outcomes in their cohort of patients who had AVF 

created prior to starting HD compared their cohort of patients who had AVF creation 

delayed until after commencing HD, with 81% vs. 44% of patients using an AVF at 6 
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months. It should be noted however that the criteria for referral for access creation in this 

study was an eGFR ≤25ml/min, whilst the mean eGFR at time of AVF creation in our 

study was 11ml/min. 

 

This is the first clinical study to evaluate the relationship between renal function and AVF 

outcome. We found no association between eGFR at the time of access creation and either 

short or long-term patency. However increasing serum urea was associated with worse 

clinical patency at 6 weeks and poorer long-term outcomes from RCF. Similarly, in those 

patients who had already commenced HD at the time of access creation, dialysis on the 

same day as surgery was associated with better early patency rates. These findings are 

consistent with our cell signalling experiments. It is hypothesied that the VSM cell 

proliferation and neointimal hyperplasia which occur at the site of endothelial injury and 

surgical trauma when the AVF is created are exacerbated by the pro-mitogenic effect of 

uraemic serum and are deleterious to early fistula maturation (Aitken et al. 2014d; 

MacCaskill et al. 2015). 

 

The factors affecting AVF maturation are multifactorial including vascular anatomy 

(Papachristou & Vazquez-Padron, 2012) and haemodynamics (Krishnamoothy et al. 2008; 

Krishnamoothy et al. 2012), vessel quality (Konner et al. 2013) and immune and 

biochemical properties (Juncos et al. 2011; Croatt et al. 2010). Fistulae require adequate 

arterial inflow and venous outflow to permit maturation. Inflow may be compromised by 

technical failure at the anastomosis or a poor quality arterial tree. Outflow may be impaired 

by anatomical or technical “kinking” of the vessels or altered vascular biology leading to 

VSM cell proliferation, neointimal hyperplasia and venous outflow stenosis. Uraemia 

alters vascular biology, physiology and biochemistry (Vazari et al. 2012; Juncos et al. 

2011; Croatt et al. 2010) and may contribute to both inflow and outflow difficulties.  

 

Both arterial stiffness and vascular calcification are increased in uraemic patients. In 

particular, calcification of the media is unique to ESRD and may impair AVF maturation 

by limiting arterial inflow (O’Neill & Lomashvili, 2010).  Atherosclerosis is accelerated in 

patients with CKD with increased cardiovascular mortality (Linder et al. 1974) and 

increased intima-medial thickness in both coronary and carotid arteries (Schwarz et al. 

2000; Ojo et al. 2002). An increased intima-medial thickness is seen in the radial artery of 

uraemic patients and is associated with poor arterial inflow and failure of maturation in 

RCF (Ku et al. 2006). Most studies of CKD-mediated vasculopathy focus on the arterial 

system, however it’s likely that the detrimental effects of uraemia also affect the venous 
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system in a similar manner (Rothuizen et al. 2013). Arterial calcification is well known to 

impair an artery’s ability to distend upon high flow stimulation (Guerin et al. 2000). Lee 

and colleagues (2012) have recently demonstrated extensive calcification within the intima 

and media of venous segments harvested at the time of vascular access surgery which, 

similar to in the arterial setting, may result in reduced venous compliance and inhibition of 

the outward remodelling of the venous outflow required for AVF maturation.  

 

VSM cell proliferation and neointimal hyperplasia occur at the sites of vessel injury, for 

example the surgical anastomosis, leading to perianastomotic stenosis (Roy-Chaudhury et 

al. 2007). Uraemia has previously been shown to promote neointimal hyperplasia, inhibit 

vascular repair and promote stenosis in a rodent fistula model (Langer et al. 2011). 

Additionally endothelial progenitor cells (EPCs), which contribute to vessel repair and 

neovascularisation, have reduced ability to migrate in uraemic serum (Herbig, 2004). Work 

conducted at our institution has isolated human VSM cells and exposed them to 

hyperuraemic serum and compared proliferation and the associated pro-mitogenic 

signalling (MacCaskill et al. 2015). Our observations support the notion that hyperuraemic 

serum contains pro-growth factors which upregulate VSM cell proliferation and neointimal 

hyperplasia leading to early AVF failure. This process may occur de novo at the site of 

surgical injury or may be an exacerbation of existing neointimal hyperplasia of the outflow 

vein, which is known to predate AVF creation in patients with CKD (Moist et al. 2012). 

The clinical consequences are likely to be most marked in small vessels, as evidenced by 

the poorer long-term outcomes of RCF and not BCF created in uraemic patients. 

 

As with many in ESRD, this study is limited by a heterogeneous patient population. 

Multiple potential confounding variables exist. In particular, our assertion that the 

improved AVF outcomes in patients who dialyse on the same day as AVF creation reflects 

reduction in serum urea may be erroneous. There are many potential confounding 

variables, including the administration of systemic heparin and optimisation of 

cardiovascular function, which could improve AVF outcomes in patients having HD on the 

same day as surgery. Secondly, our primary endpoint of clinical patency at six weeks is 

vulnerable to observer bias with different clinicians interpreting patency differently. We 

chose this pragmatic endpoint which does not include cannulation in an attempt to permit 

comparison between pre-D and HD patients. By using experienced Vascular Access Nurse 

Specialists to assess patency we have attempted to maintain standardisation and perform a 

clinically relevant assessment of outcome. 
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Our results indicate that uraemia (independent of dialysis status or eGFR) is a risk factor 

for early AVF failure. This has significant clinical implications regarding the timing of 

referral for AVF creation. Whilst most authors favour early referral (Jindal et al. 2006; 

Hiremath et al. 2011), a recent sensitivity analysis actually suggests comparable life 

expectancy and improved quality of life for patients with CKD stage 4 when a watchful 

waiting approach to access creation is adopted (Wasse et al, 2012). We would support 

creation of AVF in all incident patients prior to starting HD. Our results indicate that, in 

order to optimise maturation rates, even earlier referral prior to development of significant 

uraemic symptoms may be required. Secondly, for a number of years it had been local 

practice to expedite access creation in patients with rapidly declining renal function and 

progression to end-stage disease (Aitken et al, 2012a). The results of this study have 

prompted a change in that practice, given the poor AVF outcomes in uraemic patients. It 

may be that there is a subset of patients who are imminently requiring haemodialysis who 

would benefit for commencement of HD via a TCVC, physiological and biochemical 

optimisation and then AVF creation. Finally, the beneficial effect of same day 

haemodialysis has significant service provision and logistical implications if it is to be 

implemented for every patient. 
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A RANDOMISED CONTROLLED TRIAL OF INTERRUPTED 

VERSUS CONTINUOUS SUTURING TECHNIQUES FOR 

RADIOCEPHALIC FISTULAE 
 

5.1. INTRODUCTION 

 

As previously discussed, AVF are the haemodialysis access modality of choice for patients 

with ESRD (Vascular Access Working Group, 2006; National Kidney Care Vascular 

Access Report, 2012.). However, the Achilles’ heel of native fistulae is poor early patency 

(Riella & Roy-Chaudhury, 2013). This limits greatly the universal use of AVF. Until 

recently few interventions have been proposed to help improve early patency. The next 

two chapters will focus on this issue: one looking at operative technique and one 

examining anaesthetic technique in an attempt to improve early fistula outcomes. 

 

Approximately one-third of AVF fail at an early stage (Golledge et al. 1999; Nguyen et al. 

2007). Early failures of RCF, made from the small, distal vessels at the wrist, are 

particularly common. Primary patency for RCF remains between 50-65% (Nguyen et al. 

2007; Rooijens et al. 2004; Golledge et al. 1999). Numerous reasons for early failure and 

“failure to mature” have been postulated, including abnormal anastomotic haemodynamics, 

venous diameter, intimal hyperplasia and scarring/stenosis and inadequate arterial inflow 

(Lin et al. 2005; Hofstra et al. 1995). Technical factors will also invariably affect early 

AVF patency rates (Konner, 2002). The influence of operative technique is likely to be 

most marked for the challenging small wrist vessels and microsurgical anastomoses using 

magnification with operating loupes required for RCF (Lin et al. 2005; Konner, 2002; 

Mozaffar et al. 2013). 

 

A number of different operative modifications, including side-to-side anastomoses (Hong 

et al. 2013; Moini et al. 2009), vein cuffs (Lemson et al. 2000) and variations in the 

anastomotic angle (Rajabi Jagahrgh et al. 2013), have been proposed in an attempt to 

improve flow dynamics and minimise early AVF failure. All use conventional continuous 

suturing techniques and none have proven particularly successful. Other clinical fields, 

including free-flap transfer (Griffin & Thornton, 2005), coronary artery bypass grafts 

(Gerdisch et al. 2003) and hepatic artery reconstruction (Starzl et al. 1985; Tzeng et al. 

2010), and small animal models (Schlechter & Guyuron, 1994; Chen et al. 2001) utilise 

interrupted suturing techniques (or modifications of interrupted suturing techniques with 
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interrupted sutures for at least part of the anastomosis) for microsurgical anastomoses 

(with either operating microscope or surgical loupes) with excellent results. Theoretical 

benefits include improved anastomotic compliance and reduced puckering and luminal 

narrowing (Lin et al. 2005; Griffin & Thornton, 2005) . 

 

In this study it was hypothesised that, akin to other microsurgical anastomoses, the small 

vessels of radiocephalic fistulae may benefit from interrupted suturing techniques. Our aim 

was to compare early patency rates of RCF created with interrupted versus continuous 

suturing techniques. 

 

5.2.  METHODOLOGY 

 

5.2.1.  Study design and participants 

 

Patients were recruited from the regional Vascular Access Centre at the Western Infirmary, 

Glasgow between August 2012 and January 2014. All adults patients (over the age of 18 

years) who were having RCF created were eligible to participate. Patients were excluded if 

they were unable or unwilling to provide consent; if they had previous ipsilateral attempts 

at AVF creation; if the radial artery was <1.8mm or cephalic vein at the wrist <2mm on 

pre-operative ultrasound (without tourniquet). 

 

Ethical approval for this trial was granted by the West of Scotland Research Ethics 

Committee Number 4 and research has been carried out in accordance with the Declaration 

of Helsinki. All participants provided written informed consent. The trial was registered 

prospectively with the ClinicalTrials.gov database (NCT01704313).  

 

5.2.2.  Randomisation 

 

Patients were randomised in a 1:1 fashion to either interrupted or continuous suturing 

technique. The randomisation sequence was generated using a web-based random 

sequence generator and sequentially numbered, opaque, sealed envelopes were produced 

by a colleague independent of the research team. 
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5.2.3.  Recruitment 

 

Patients were approached pre-operatively by a member of the research team. If willing to 

participate, they were assigned a study number and sealed envelope. The sealed envelope 

was opened by the operating surgeon in theatre immediately pre-operatively. The operating 

surgeons were independent of the research team. 

 

Both patient and research team were blinded to the allocation. Concealment was 

maintained until all patients had reached the primary end point. 

 

5.2.4.  Operative technique 

 

The procedures were performed by a total of eight experienced consultant vascular access 

surgeons (or senior trainees under consultant supervision).  All surgeons had experience of 

performing anastomoses with both interrupted and continuous suturing techniques 

however, prior to the study, all but one would routinely use a continuous suturing 

technique for creation of RCF. 

 

Anaesthetic was provided with either supraclavicular block or local injection. All surgeons 

used operating loupes with x8 magnification. Standard approach to the vessels and 

arteriotomy was performed. The anastomoses were performed with 6.0 or 7.0 Prolene® 

(Ethicon, Sommerville, NJ, USA) as was surgeon preference. For the continuous suturing 

technique, a stay suture was inserted at the toe of the vein and then a single suture run 

around the entirety of the anastomosis starting from the heel (Figure 5.1). The interrupted 

suturing technique also required a stay suture. Then three single interrupted sutures were 

placed at the heel of the anastomosis and tied before a continuous suture used to complete 

the remainder of the anastomosis (Figure 5.1 and 5.2).  

 

5.2.5.  Outcome measures 

 

The primary end point was primary patency at 6 weeks (assessed by a blinded observer for 

the presence of thrill and bruit). Secondary end points were immediate patency, functional 

patency (assessed clinically and by ultrasound) at six-weeks, patency at time of discharge 

from hospital and presence of anastomotic stenosis.  
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Figure 5.1: Illustration of continuous and interrupted suturing techniques. Continuous 
suturing technique (top): a single suture length is used to perform the entire anastomosis. 
Interrupted suturing technique (bottom): the interrupted sutures were inserted first into the 
heel of the anastomosis (bottom left). These were then tied down (bottom middle) before 
another suture was used to run around the rest of the anastomosis (bottom right). Diagram 
courtesy of Jessica Thompson, Dundee University Medical School. 
 
 

 

Figure 5.2: Photographs of the interrupted suturing technique. Top left: interrupted 
sutures at the heel of the anastomosis. Top right: Interrupted sutures at the heel of the 
anastomosis tied down. Bottom left: Continuous sutures were used to complete the 
anastomosis. Bottom right: Blood flow restored with dilatation of the anastomosis. 
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Primary patency at 6 weeks was assessed by blinded members of the research team. This 

was defined clinically as the presence of thrill and bruit confirmed by two members of the 

research team. Immediate patency and patency at time of discharge were also assessed 

clinically (presence of thrill and bruit) by the research team. Functional patency at six 

weeks was assessed by the research team both clinically (deemed suitable for cannulation 

by experienced dialysis nurse) and by ultrasound (>6mm diameter, <6mm from skin 

surface, flow rate >600ml/min) (Vascular Access Working Group, 2006; Tessitore et al. 

2011) . All ultrasound measurements were obtained in triplicate by a single skilled-

operator and an average obtained. Anastomotic stenosis was defined as a clinically relevant 

ultrasound-detected stenosis with access flow (Qa) <650ml/min (Tessitore et al. 2011) or 

peak systolic velocity ratio (SVR) ≥ 3:1 (Grogan et al. 2005) and failure to mature. 

Complications including need for re-exploration, bleeding and wound infection were also 

recorded. 

 

5.2.6.  Sample size calculation 

 

A priori power calculation determined that a total of 78 patients (39 in each arm) would be 

required to detect an improvement in primary patency at 6 weeks from 50% to 80% with 

80% power and significance 0.05. Due to the short follow-up period, it was not anticipated 

that there would be any drop-outs. However, due to organisational issues, concerns that 

patients may be randomised and then surgery not proceed were overcome by replacing any 

subject withdrawn from the study following randomisation with another subject. 

 

5.2.7.  Statistical analysis 

 

Results were analysed using GraphPad Prism™ 6 (San Diego, CA, USA). Data were tested 

for normality. Assuming normal distribution, a student’s t-test (2-tailed) was used to 

compare continuous data and Fischer’s exact test used to compare categorical data. P<0.05 

was significant. Results are presented as mean (SD) and median (IQR) if not normally 

distributed or as a percentage of the total population. 

 

5.3.  RESULTS 

 

93 patients were considered for participation in the study. 3 were excluded (1 unable to 

provide informed consent; 2 declined participation). 90 patients were randomised. 78 

patients completed the study protocol (36 continuous sutures; 42 interrupted sutures). 8 
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patients had surgery cancelled due to organisational issues and 3 for medical reasons (1 

developed chest pain and 2 had uncontrolled hypertension) after randomisation and 1 

patient had a protocol breach with the surgeon deciding to create a brachiocephalic fistula 

despite meeting the criteria for radiocephalic fistula and having been randomised. All 78 

patients completed the study and follow-up period. The CONSORT diagram (Schulz et al. 

2010) is shown in Figure 5.3. 

 

 

 

Figure 5.3: Trial flow and CONSORT diagram of assignment to interrupted or 
continuous suturing technique. 
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Mean patient age was 58.9 (13.3) years; 67.9% (n=53) male. Table 5.1 outlines basic 

patient demographics, co-morbidities and medications at the time of fistula creation. 

Generally the groups were comparable for age and sex. More patients in the interrupted 

cohort had peripheral vascular disease and atrial fibrillation, while more patients in the 

continuous cohort had adult polycystic kidney disease (APKD) as their cause of renal 

failure. There was no significant difference between the groups with regards dialysis 

status, anaesthetic technique or operating surgeon.  

 

Table 5.1: Baseline characteristics of patients in the BPB and LA cohorts. Results are 
presented as mean (SD) or as a percentage of the total unless otherwise stated. * Median 
(IQR). 
 
 Continuous Interrupted 
Age (years) 57.7 (15.2) 60.0 (12.9) 
Sex (%age male) 69% (n=25) 67% (n=28) 
Cause of renal failure 
Diabetic nephropathy 
APKD 
Glomerulonephritis 
Reflux nephropathy 
Hypertensive nephropathy 
IgA nephropathy 
Other 
Unknown 

 
25% (n=9) 
22% (n=8) 
6% (n=2) 
8% (n=3) 
3% (n=1) 
3% (n=1) 
14% (n=5) 
19% (n=7) 

 
21% (n=9) 
2% (n=1) 
14% (n=6) 
4% (n=2) 
7% (n=3) 
19% (n=8) 
24% (n=10) 
7% (n=3) 

Comorbidities 
Diabetes 
Hypertension 
Atrial fibrillation 
PVD 
IHD 

 
36% (n=13) 
28% (n=10) 
14% (n=5) 
0% (n=0) 
17% (n=6) 

 
31% (n=13) 
43% (n=18) 
5% (n=2) 
9% (n=4) 
19% (n=8) 

Medications 
Antihypertensives (number)* 

Beta-blocker 
Aspirin 
Clopidogrel 
Warfarin 
Statin 

 
2(1,3) 
53% (n=19) 
28% (n=10) 
14% (n=5) 
3% (n=1) 
39% (n=14) 

 
2(1,4) 
57% (n=24) 
17% (n=7) 
12% (n=5) 
12% (n=5) 
43% (n=18) 

Dialysis status 
Pre-dialysis 
Haemodialysis 
Peritoneal dialysis 
Failing transplant 

 
53% (n=19) 
44% (n=16) 
 
3% (n=1) 

 
57% (n=24) 
38% (n=16) 
2% (n=1) 
2% (n=1) 

Surgeon 
1 
2 
3 
4 
5 
6 
Others 

 
14% (n=5) 
19% (n=7) 
6% (n=2) 
8% (n=3) 
17% (n=6) 
11% (n=4) 
25% (n=9) 

 
31% (n=13) 
19% (n=8) 
7% (n=3) 
9% (n=4) 
5% (n=2) 
7% (n=3) 
21% (n=9) 

Anaesthetic technique 
Local anaesthetic 
Supraclavicular block 
General anaesthetic 

 
56% (n=20) 
41% (n=15) 
3% (n=1) 

 
52% (n=22) 
36% (n=15) 
12% (n=5) 
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Pre-operative vessel diameters and radial artery blood flow were comparable between the 

two cohorts with mean radial artery diameter 2.16 (0.27) mm in the continuous cohort and 

2.14 (0.24) mm in the interrupted cohort (P=0.71) and mean cephalic vein diameters 2.59 

(0.61) mm in the continuous cohort and 2.41 (0.43) mm in the interrupted cohort (P=0.14) 

(Table 5.2). Mean pre-operative radial artery blood flow was also comparable between the 

two cohorts (44.3 (13.2) vs. 43.7 (12.9) ml/min; P=0.76) (Table 5.2). 

 

Table 5.2: Pre-operative mean radial artery and cephalic vein diameters and radial 
artery blood flow. Results are presented as mean (SD). 
 
  

Continuous 
 
Interrupted 

 
P-value 

 
Radial artery (mm) 

 
2.16 (0.27) 

 
2.14 (0.24) 

 
0.71 

 
Cephalic vein (mm) 

 
2.59 (0.61) 

 
2.31 (0.430 

 
0.14 

 
Blood flow in radial artery 
(mL/min) 

 
44.3 (13.2) 

 
43.7 (12.9) 

 
0.76 

 

Primary patency at 6 weeks was higher in the interrupted suturing technique group (71.4% 

vs. 47.2%; P=0.01). Immediate patency was also higher in the interrupted suturing 

technique group (92.9% vs. 66.6%; P<0.001). There was no significant difference in 

functional patency at 6 weeks (52.4% vs. 36.1%; P=0.18) (Table 5.3). 

 
Table 5.3: Comparison of patency rates between RCF created with interrupted and 
continuous suturing techniques. Results are presented as a percentage of the total (n). 
 
  

Continuous 
 
Interrupted 

 
P-value 

 
Patency at 6 weeks 

 
47% (n=17) 

 
71% (n=32) 

 
0.01 

 
Functional patency at 6 weeks 

 
36% (n=13) 

 
52% (n=22) 

 
0.18 

 
Immediate patency 

 
67% (n=24) 

 
93% (n=39) 

 
<0.01 

 
Thrill on discharge 

 
53% (n=19) 

 
83% (n=35) 

 
<0.01 

 
Bruit on discharge 

 
56% (n=20) 

 
88% (n=37) 

 
<0.01 

 

Three patients developed an anastomotic stenosis. All were in the interrupted suturing 

technique group. One patient in the continuous suturing cohort developed evidence of a 

venous outflow stenosis (5cm above the anastomosis) during the follow-up period. One 

patient from the interrupted suturing technique cohort required re-exploration and ligation 

for bleeding from the suture line day 3 post-operatively. 3 patients in the continuous 

suturing technique arm were re-explored immediately due to absence of thrill and bruit. 
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Patency was restored in one of the three. 8 patients required surgical revision after 

assessment at 6 weeks due to inadequate maturation and lack of functional patency (3 

anastomotic stenosis (all in the interrupted arm); 2 superficialisation; 3 ligation of 

collaterals). The venous outflow stenosis was successfully treated with angioplasty. 

 

5.4.  DISCUSSION 

 

These results demonstrate superiority of an interrupted suturing technique for the creation 

of radiocephalic fistulae with improved early (6 week) primary patency rates compared to 

continuous techniques (71.4% vs. 47.2%; P=0.01). There was no significant difference in 

functional patency at 6 weeks (52.4% vs. 36.1%; P=0.18). This is the first clinical study to 

demonstrate benefit of a specific suturing technique in arteriovenous fistulae creation. 

 

Latterly there has been increasing interest in involved and technically advanced vascular 

access procedures for patients with complex vascular access needs e.g. central venous 

stenosis (Agarwal et al. 2007) . Such procedures are time consuming, costly, associated 

with significant morbidity and generally have poor outcomes (Bakken et al. 2007). 

Similarly many targets and tariffs focus on optimising prevalent vascular access in long-

term haemodialysis patients (Lok, 2007). Conversely, optimising native AVF usage in 

incident patients, new to haemodialysis is simpler, more cost-effective and may prevent to 

complex “end-stage” vascular access cases for the future. Local root cause analysis 

(presented in Chapter 2) has determined that one of the principal reasons for incident 

patients commencing haemodialysis via a TCVC is failure of the initial AVF to mature 

(Aitken et al. 2014a). Patients who start haemodialysis via a TCVC are more likely to 

continue with a long-term TCVC (with patient choice and loss of future access options 

being sited as potential causes) (Hughes et al. 2013), therefore optimising early AVF 

patency and incident vascular access is essential to minimise TCVC usage. This study has 

demonstrated that simple modifications to the anastomotic suturing technique can improve 

early patency. 

 

Interrupted suturing techniques are well-established and used routinely in clinical practice 

for many microsurgical anastomoses in plastic surgery and maxillofacial surgery (Griffin 

& Thornton, 2005) . However much of the evidence derives from small animal models.  

Schelchter and Guyuron (1994) demonstrated a reduced rate of anastomotic stenosis with 

interrupted suturing techniques in their rabbit femoral artery model. Similarly, Tozzi and 

colleagues (2002) demonstrated increased anastomotic luminal diameter with interrupted 
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suturing in their bovine model of internal mammary artery grafting and Gerdisch et al. 

(2003) showed improved anastomotic compliance, reduced pulsatility indices and 

increased diastolic and peak flow through the vessels in their porcine model of coronary 

artery bypass grafting.  The ability of the anastomosis to expand between the interrupted 

sutures (rather than tightening and puckering as occurs with continuous techniques) 

permits distension of the anastomosis (Lin et al. 2005).This is particularly important in the 

vessels of RCF, which are often sub-2mm (Konner, 2002; Laskar et al. 1988). 

Additionally, improved anastomotic compliance and reduced compliance mismatch have 

been found by other authors to improve haemodynamics and are believed to reduce 

perianastomotic neointimal hyperplasia (Lin et al. 2005; Clark et al. 1976; Smith et al. 

2012). Notably however, Joos and colleagues (1990) failed to demonstrate any histological 

differences at the anastomosis of rodent femoral vein 3 weeks following anastomosis with 

interrupted and continuous microsuturing techniques. Ongoing work at an English 

university evaluating the relationship between anastomotic compliance and histological 

changes at AVF anastomoses in humans, may better clarify this in the future (Smith et al. 

2012). 

 

Several clinical studies have demonstrated benefit of interrupted suturing techniques (or 

modifications of the interrupted suturing technique) for hepatic artery reconstruction in 

liver transplantation (Starzl et al. 1985) and coronary artery bypass grafting (Loop et al. 

2009). Other authors have shown no difference in patency in animal models (Chen et al. 

2001; Lee et al. 1982). The sole previous clinical study of suturing technique for RCF, 

showed no benefit of interrupted over continuous suturing technique (Laskar et al. 1988). 

Their patient numbers however were small (only 20 patients in each arm) and follow-up 

was over 3 years, potentially missing the important differences in early patency related to 

the anastomotic technique and risking confounding factors, not least neointimal 

hyperplasia and venous outflow stenosis at sites of needle injury (Roy-Chaudhury et al. 

2003). Studies of side-to side anastomoses in both RCF and BCF are small and 

retrospective. Nevertheless they have indicated that, despite the obvious improved flow 

volume across the anastomosis, AVF patency is not improved compared to simple end-to-

side anastomoses (Hong et al. 2013; Moini et al. 2009).  Zeebregts and colleagues (2004) 

demonstrated improved patency and fewer anastomotic stenoses in AVF created with 

interrupted titanium clips over continuous sutures. They cite superior haemodynamics and 

improved healing pattern with the interrupted clipping technique as an explanation. In our 

cohort, the incidence of anastomotic stenosis was actually higher in the interrupted 

technique arm. Three patients in the interrupted suturing technique arm had an anastomotic 
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stenosis. All three went on the have successful surgical revision of the AVF, ultimately 

resulting in functionally patent AVF. It is hypothesised that the patients in the interrupted 

technique arm of the study who developed an anastomotic stenosis may be akin those in 

the continuous technique arm who had an early thrombosis, but they retained patency 

(albeit with an anastomotic stenosis) perhaps due to improved haemodynamic properties of 

the anastomosis.  

 

One of the criticisms of the interrupted suturing technique is that it is more time consuming 

(Chen et al. 2001) . Our interrupted technique is similar to the “combined interrupted-

continuous” technique described by Lykoudis and colleagues (2008), utilising interrupted 

sutures around the heel of the anastomosis and then continuous sutures for the rest. Other 

authors who report an “interrupted” suture technique commonly use modifications of this 

with partial interrupted and partial continuous sutures (Starzl et al. 1985; Tzeng et al. 

2010). In this way, it takes no longer than a standard continuous anastomosis to perform. 

 

Additionally, there is a theoretical risk that interrupted sutures could bleed more from the 

gaps between suture lines. Chen and colleagues (2001) found a significantly increased 

bleeding time and blood loss from interrupted suture lines in their rabbit femoral artery 

model. Alternatively it could be argued that the improved anastomotic compliance of the 

interrupted anastomosis actually improves contraction and may reduce the risk of bleeding( 

(Lin et al. 2005).  In our cohort, the single bleeding complication was in the interrupted 

suturing technique arm. Bleeding from the anastomosis was identified when the patient 

underwent re-exploration 3 days post-operatively and the fistula required ligated. The 

exact bleeding point could not be identified. It is postulated that this bleed was a sporadic 

event, however no clear conclusions can be drawn from this as the study was inadequately 

powered to detect complications.  

 

The primary end point for this study was primary patency at 6 weeks as assessed by two 

independent blinded members of the research team (an experienced clinician and a senior 

dialysis nurse). An early end point was chosen to minimise the multiple confounding 

factors (e.g. cannulation technique, outflow stenosis etc.) that are inherent to evaluating 

vascular access. A clinically relevant end point for the study was essential. Ideally primary 

functional patency evaluated by ability to sustain dialysis would have been chosen as the 

end point. However, due to the large number of patients who were pre-dialysis at the time 

of AVF creation, this was not feasible. It is acknowledged that clinician assessment could 

be open to observer bias, however both observers were blinded and there was 100% 
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agreement between independent assessors for both patency and functional patency, 

indicating good validity and reproducibility. Furthermore, confirmation of patency by 

defined ultrasonographic criteria provides a second quantitative measurement of 

functionality. 

 

As with any operative technique, both the interrupted and continuous suturing techniques 

in this study are susceptible to surgeon bias. Nearly half of the AVF created in this study 

were formed by only two surgeons. One routinely performed RCF using interrupted 

technique, the other routinely used a continuous technique. There was no significant 

difference in the relative proportions of interrupted and continuous technique AVF created 

by any surgeon and the study was underpowered to evaluate outcomes by individual 

surgeon. However it is recognised that the technical abilities and preferences of individual 

surgeons could skew results. 

 

In conclusion, this is a single-centre randomised controlled trial comparing interrupted to 

continuous suturing techniques for creation of the radiocephalic AVF anastomosis. 

Superiority of the interrupted suturing technique with improvement in the primary outcome 

(patency at six weeks) has been demonstrated. On this basis, it is advocated that an 

interrupted suturing technique be adopted for all radiocephalic fistulae. 
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A RANDOMISED CONTROLLED TRIAL COMPARING LOCAL 

VERSUS REGIONAL ANAESTHESIA IN ARTERIOVENOUS 

FISTULA CREATION 
 

6.1.  INTRODUCTION 

 

As discussed in the previous chapter, one of the major shortcomings of autologous AVF is 

their high early failure rate. 

 

Different anaesthetic techniques can influence both pre-operative arterial and venous 

diameters and early blood flow within the fistula, factors which are known to affect AVF 

maturation (Dember et al. 2008; Lin et al. 2005; Hofstra et al. 1995). Regional anaesthetic 

techniques can directly influence venous diameter as well as intra- and post-operative 

blood flow (Wong et al. 2011). However, there is no conclusive evidence that any 

particular anaesthetic technique can significantly influence either early patency or long-

term AVF outcome. 

 

General anaesthesia, regional anaesthesia and local anaesthetic (LA) infiltration are all 

acceptable anaesthetic techniques for AVF creation. Whilst general anaesthesia increases 

intra-operative vasodilatation, it is associated with increased cardiorespiratory 

complications in ESRD patients (Howell et al. 1998). Regional anaesthesia, such as a 

brachial plexus block (BPB), involves targetted injection of LA to specifically “block” the 

motor and sensory nerves that supply the operative site, avoiding the need for general 

anaesthesia. Both local and regional anaesthesia avoid the risks associated with general 

anaesthesia, but only regional anaesthesia produces an associated sympathetic nerve block. 

This sympathetic blockade increases venous diameter and arterial flow both intra-

operatively and in the early post-operative period (Shemesh et al. 2006; Mouquet et al. 

1989). Maintenance of adequate blood flow through the fistula in the perioperative period 

may prevent thrombosis and early fistula failure and can assist in maturation (Mouquet et 

al. 1989). Additionally, arterial and venous spasm has been demonstrated to be more 

common with local infiltration than regional (or general) anaesthesia (Konner, 1999).  

Several small, single-centre observational cohort studies have previously demonstrated 

that, compared to local infiltration, a BPB results in better immediate AVF patency rates 

(Shemesh et al. 2006; Zaliunate et al. 2011) and also improved surgical ability to identify 
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the optimal site for intervention (Glover et al. 2007). To date however there is no evidence 

that any short-term benefits of regional anaesthesia can influence medium- or long-term 

AVF patency. There are only two small, randomised trials in the literature comparing BPB 

and LA. One detected increased AVF flow rates for up to 8 weeks in patients who received 

a BPB compared to local infiltration, but with no difference in primary patency 

(Laskowski et al. 2007). The other demonstrated increased vessel diameters in the BPB 

cohort (Renaud et al. 2015).   

It was hypothesised that immediate and medium-term AVF patency could be improved by 

using regional anaesthesia (BPB) compared to local anaesthesia. We aimed to conduct a 

randomised controlled trial to answer the question: Does regional anaesthesia, compared to 

local infiltration, improve medium-term AVF patency (3 months)? 

 

6.2.  METHODOLOGY 

 

6.2.1.  Study design and participants 

 

This prospective randomised controlled trial recruited patients from three University 

teaching hospitals in Glasgow (Stobhill Ambulatory Care Hospital, Western Infirmary and 

Queen Elizabeth University Hospital) between February 2013 and October 2015. All 

adults patients (over the age of 18 years) who were having primary RCF or BCF fistulae 

created were eligible to participate. Patients were excluded if they were unable or 

unwilling to provide consent, if they had previous ipsilateral attempts at AVF creation, if 

the radial or brachial artery was <1.8mm or cephalic vein was <2mm at the wrist or <3mm 

at the elbow on pre-operative ultrasound (without tourniquet). Patients with allergy to local 

anaesthesia, coagulopathy, infection at anaesthetic or surgical site, significant peripheral 

neuropathy or neurological disorder affecting the upper limb or known ipsilateral central 

vein stenosis (even if treated) were also excluded. 

 

Ethical approval for this trial was granted by the West of Scotland Research Ethics 

Committee 5 (12/WS/0199) and research was carried out in accordance with the 

Declaration of Helsinki and adhered to the standards of ICH Good Clinical Practice. All 

participants provided written, informed consent. The protocol was published prior to the 

initiation of recruitment (Macfarlane et al. 2013). 
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6.2.2. Randomisation 

 

Patients were randomised in a 1:1 fashion to either BPB or LA anaesthetic technique. The 

randomisation sequence (in blocks of 8) was generated using a web-based computer 

random sequence generator. Sequentially numbered, opaque, sealed envelopes were 

produced by a colleague independent of the research team. 

 

6.2.3. Recruitment 

 

Patients were approached pre-operatively by a member of the research team. Pre-operative 

ultrasound was performed to ensure suitable vessels for AVF creation. If suitable and 

willing to participate, they were assigned a study number and sealed envelope. The sealed 

envelope was opened by the anaesthetist immediately pre-operatively. Due to the nature of 

the intervention, it was not possible to blind, patient, surgeon, anaesthetist or study team 

involved at the time of surgery, however the Vascular Access Nurse Specialist who 

assessed the primary end point was independent and blinded to the randomisation. 

 

6.2.4.  Operative technique 

 

The procedures were performed by a total of nine experienced consultant vascular access 

surgeons (or senior trainees under consultant supervision).  No formal operative technique 

was stipulated within the study protocol in order to permit individual surgeons to react to 

variations in anatomy that might be encountered intra-operatively. Nevertheless, surgeons 

largely followed a standard operating technique. All surgeons used operating loupes with 

x8 magnification and microinstruments. A standard approach to the vessels was performed 

with transverse incision at, or just below, the elbow crease for BCF and longitudinal 

incision at the wrist for RCF. The cephalic vein (or median cubital vein if suitable at the 

elbow) were dissected and skeletalised for a short length proximally. Visible branches 

were ligated and divided. The vein was then divided, spatulated and flushed with 

heparinised saline. The artery was then dissected and controlled with bulldog clamps. At 

the elbow, a true BCF was created in every case rather than proximal RCF. The decision to 

utilise median cubital, perforating branch or true outflow cephalic vein was left to the 

surgeon’s discretion. Similarly the surgeon’s discretion was utilised to determine the size 

of the arteriotomy performed based on risks and benefits for the individual patient (e.g. 

vessel quality, risk of steal etc.) Generally arteriotomies on the brachial artery were 

between 3-5mm in length with radial artery arteriotomies made slightly larger (7-10mm). 
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An end-to-side anastomosis of vein to artery was then performed with continuous 6.0 

(elbow) or 7.0 (wrist) Prolene® (Ethicon, Sommerville, NJ, USA). Most procedures were 

performed as day case surgery. 

 

6.2.5.  Anaesthetic techniques 

 

Two consultant anaesthetists skilled in BPB (or senior trainees under consultant 

supervision) performed all of the BPBs in this study. Patients in the BPB group all 

received an ultrasound guided BPB. The supraclavicular approach was chosen unless there 

was a contraindication, in which case an axillary block was undertaken. A 1:1 mixture of 

0.5% L-bupivacaine and 1.5% lignocaine with epinephrine (1 in 200,000) was injected up 

to a maximum volume of 40 mL (Soares et al. 2007). Maximum dose limits of 2 mg/kg for 

bupivacaine and 7 mg/kg for lignocaine with epinephrine were observed. The time taken to 

perform the block and any technical problems during block insertion (intravascular 

puncture, paraesthesia) were recorded. Measurements of the sensory block of the 

musculocutaneous, median, radial and ulnar nerves were recorded every five minutes by a 

non-blinded observer using a previously validated 3-point scale using a cold test: 0 = no 

block, 1 = analgesia (can feel touch but not cold) and 2 = anaesthesia (patient cannot feel 

touch). Motor block of the musculocutaneous, median, radial and ulnar nerves was graded 

as either 0 = no block, 1 = paresis, 2 = paralysis (Rodriguez et al. 2004). Measurements 

were continued until either the sensory block was adequate in the operative area 

distribution or a maximum of 20 minutes had elapsed at which point the block was 

supplemented by targetted axillary or midhumeral supplementation as appropriate using 

ultrasound. If a BPB block failed despite supplementation, LA infiltration was used. This 

was recorded as a failed block. If additional analgesia or conversion to general anaesthesia 

was required, this was regarded as a failed block.  

 

Patients in the LA infiltration group received infiltration of local anaesthetic into the 

surgical site by the operating surgeon under sterile conditions using a combination of 0.5% 

L-bupivacaine and 1% lignocaine injected subcutaneously immediately prior to the 

commencement of surgery. Maximum dose limits of 2 mg/kg for bupivacaine and 3 mg/kg 

for lignocaine were observed, recognising that these are additive.  
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6.2.6.  Duplex ultrasound 

 

Pre-operative vein mapping and Doppler ultrasound assessment of the upper limb arterial 

tree was performed on all patients prior to the administration of anaesthesia by a member 

of the study team experienced in ultrasound assessment of peripheral vessels. 

Measurement of the cephalic vein diameter 2cm above the wrist and at the elbow and of 

the basilic vein of the elbow were recorded in triplicate. Radial and brachial artery 

diameters and brachial artery blood flow was also recorded in triplicate. Similar 

assessment of the vasculature was performed following administration of anaesthesia, 

immediately pre-operatively and at 3-month follow-up. At the 3-month follow-up visit the 

diameter of the outflow cephalic vein was measured at 5, 10 and 15cm intervals above the 

anastomosis. 

 

6.2.7.  Outcome Measures 

 

The primary end point was primary patency at 3 months. Secondary end points were 

immediate patency (at time of discharge from hospital), functional patency (assessed 

clinically and by ultrasound) at 3 months and the change in brachial artery blood flow and 

diameter and cephalic vein diameter immediately following administration of anaesthesia 

and after 3 months. Additionally the need for additional administration of local 

anaesthesia, pain scores and patient satisfaction scores were also evaluated. Operative and 

anaesthetic complications were recorded.  

 

Primary patency at 3 months was assessed by a Vascular Access Nurse Specialist, blinded 

to the mode of anaesthesia. Primary patency was defined clinically as the presence of a 

thrill or bruit in the absence of any additional intervention to re-establish function. 

Immediate post-operative patency (patency at time of discharge from hospital) was also 

assessed clinically (presence of thrill and/or bruit) by the research team. Functional 

patency at 3 months was assessed by the research team both clinically (used for dialysis or, 

in pre-dialysis patients, deemed suitable for cannulation by the Vascular Access Nurse 

Specialist) and by ultrasound (>6mm diameter, <6mm from skin surface, flow rate 

>600ml/min) (NKF-KDOQI, 2006; Vascular Access Working Group, 2006). All 

ultrasound measurements were obtained in triplicate by a member of the research team pre-

anaesthetic, immediately following anaesthesia and at 3 months follow-up as described 

previously. Pain scores were recorded on a Numeric Pain Rating Scale (0 (no pain) to 10 

(worst pain ever)) immediately after and one hour following the procedure. Patient 
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satisfaction scores were recorded prior to discharge on a Numeric Pain Rating Scale (0 

(very dissatisfied) to 10 (highly satisfied)).  

 

6.2.8.  Sample size calculation 

 

A priori power calculation determined that a total of 126 patients (63 in each arm) would 

be required to detect an improvement in primary patency at 3 months from 65% to 85% in 

patients having AVF creation under BPB with 80% power and significance 0.05, allowing 

for 10% loss to follow-up or mortality. The 65% primary patency rate at 3 months is 

representative of maturation rates for AVF described elsewhere in the literature (Dember et 

al. 2008). We anticipated that an increase in primary patency at 3 months from 65 to 85% 

was a conservative estimate given local observational data had previously demonstrated 

AVF patency of 93% in patients having BPB compared to 52% in those having AVF 

creation under LA (Zaliunate et al. 2011). 

 

6.2.9.  Statistical analysis 

 

Results were analysed using SPSS Statistics for Windows Version 22.0 (IBM Corp., 

Armonk, NY). Data were tested for normality. Assuming normal distribution, a student’s t-

test (2-tailed) was used to compare continuous data and chi-squared or Fischer’s exact test 

used to compare categorical data. Mann-Whitney U-tests were used for non-normally 

distributed data. P<0.05 was significant. Results are presented as mean (95% CI ±SD) or as 

median (IQR) if not normally distributed, or as a percentage of the total population and 

odds ratio (OR). Missing data was limited and assumed to be missing at random. If a data 

point was missing, this case was removed from analysis of the specific variable of interest. 

Data has been analysed on an intention-to-treat basis. 

 

The trial was registered prospectively with the ClinicalTrials.gov database 

(NCT01706354). 

 

6.3.  RESULTS 

 

163 patients were considered for participation. 37 were excluded and 126 patients were 

randomised. 125 patients completed the study protocol (63 LA; 62 BPB). 1 patient had a 

protocol breach having been randomised prior to vein mapping ultrasound at which point 

no suitable vessel was found for RCF/BCF creation. This patient was followed-up on an 
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intention-to-treat basis. All 126 patients completed the study and follow-up period. The 

CONSORT diagram is shown in Figure 6.1 (Schulz et al. 2010). 

 
 

 

 

 

 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 6.1: Trial flow and CONSORT diagram of assignment to local or regional 
anaesthesia. 
 

 

The groups were comparable for age, sex, co-morbidities, medications and renal 

replacement modality (Table 6.1). There was no significant difference between the groups 

with regards operating surgeon or site of AVF.  

 

 

Assessed for eligibility (n=163) 

Excluded  (n=37) 
i Failed to meet inclusion 

criteria (n=24) ((no suitable 
vessels (14), on warfarin (10)) 

i Declined to participate (n=12) 
i Unable to provide informed 

consent  (n=1) 
 

Analysed (n=63) 
 

Lost to follow-up (n=0)  
Discontinued intervention (n=0) 

Allocated to BPB (n=63) 
i Received allocated intervention (n=62) 
i Did not receive allocated intervention 

(n=1)          
(protocol breach- randomised prior to vessel 
assessment then found to have no suitable 
vessels) 

Lost to follow-up (n=0)  
Discontinued intervention 
(n=0) 

Allocated to LA (n=63) 
i Received allocated intervention 

(n=63) 
 

Analysed (n=63) 
 
 

Allocation 

Analysis 

Follow-Up 

Enrolment 

Randomised  
(n=126) 
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Table 6.1: Baseline characteristics of patients in the BPB and LA cohorts. Data are 
presented as n (%) or mean ± SD unless otherwise stated. *median (IQR)  
 
 
 Overall patient 

population (n=126) 
BPB 
(n=63) 

LA 
(n=63) 

Age (years) 60.8+/-14.8 59.5+/-15.3 62.1+/-14.3 
Sex (% male) 79 (62.7%) 40 (63.5%) 39 (61.9%) 
Primary renal disease 
Diabetes 
Multisystem 
Interstitial 
Glomerulonephritis 
Unknown 

 
21 (16.7%) 
16 (12.7%) 
41 (32.5%) 
24 (19.0%) 
24 (19.0%) 

 
10 (15.9%) 
9 (14.3%) 
16 (25.4%) 
15 (23.8%) 
13 (20.6%) 

 
11 (17.5%) 
7 (11.1%) 
25 (39.7%) 
9 (14.2%) 
11 (17.5%) 

Co-morbidities 
Diabetes 
IHD 
CVA 
Hypertension 
Obesity (BMI <30) 

 
34 (27.0%) 
48 (38.1%) 
9 (7.1%) 
93 (73.8%) 
41 (32.5%) 

 
17 (27.0%) 
22 (34.9%) 
3 (4.8%) 
40 (68.3%) 
22 (34.9%) 

 
17 (27.0%) 
26 (41.2%) 
6 (9.5%) 
53 (84.1%) 
19 (30.2%) 

Medications 
Antihypertensives (number)* 
Aspirin 
Clopidogrel 
Statin 

 
2 (1,4) 
85 (67.4%) 
29 (23.0%) 
73 (57.9%) 

 
2 (1,4) 
42 (66.7%) 
13 (20.6%) 
38 (60.3%) 

 
2 (1,4) 
43 (68.3%) 
16 (25.4%) 
35 (55.6%) 

RRT modality at time of 
randomisation 
HD 
Pre-dialysis 

 
 
63 (50%) 
63 (50%) 

 
 
30 (47.6%) 
33 (52.4%) 

 
 
33 (52.4%) 
30 (47.6%) 

Site of AVF 
RCF 
BCF 

 
51 (40.5%) 
75 (59.5%) 

 
26 (41.2%) 
37 (58.7%) 

 
25 (39.7%) 
38 (60.3%) 

Surgeon 
1 
2 
3 
4 
5 
Others 

 
35 (27.8%) 
23 (18.3%) 
16 (12.7%) 
16 (12.7%) 
14 (11.1%) 
22 (17.4%) 

 
16 (25.4%) 
13 (20.6%) 
8 (12.7%) 
8 (12.7%) 
8 (12.7%) 
10 (15.9%) 

 
19 (30.2%) 
10 (15.9%) 
8 (12.7%) 
8 (12.7%) 
6 (9.5%) 
12 (19.0%) 

Anaesthetist 
1 
2 

  
36 (57.1%) 
27(42.9%) 

 

 
 

51 patients (40.5%) had RCF creation, with the remainder having BCF creation. Mean 

brachial artery flow was 30.7±13.1mL/min (95% CI: 28.4%, 33.0%) (n=124). There was 

no difference in pre-operative brachial artery blood flow in patients who had AVF creation 

under BPB compared to LA (31.3 ± 14.1mL/min (95% CI: 30.5, 35.1) vs. 30.1 ± 

12.1mL/min (95% CI: 27.0, 31.4); P=0.61). In patients undergoing RCF creation, mean 

pre-operative radial artery diameter was 2.1 ± 0.29mm (95% CI: 1.99, 2.21) and cephalic 

vein (wrist) was 2.28 ± 0.49mm (95% CI: 2.15, 2.41). In BCF, mean brachial artery 

diameter was 3.05 ± 0.57mm (95% CI: 3.01, 3.09) and cephalic vein (elbow) was 3.23 ± 

0.75mm (95% CI: 3.1, 3.35). There was no significant intraobserver variability in the 

measurement of brachial artery/ cephalic vein diameter or brachial artery blood flow 
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(Appendix 3). There were no significant differences in any of these parameters between 

BPB and LA cohorts (Table 6.2). 
 

Table 6.2: Pre-operative vessel diameters and brachial artery blood flow. All 
measurements have been obtained in triplicate. Mean (95% CI) are presented.  
 
 Overall patient 

population  
BPB 
 

LA 
 

P-
value 

BA blood flow (mL/min) (n=124) 30.7  
(28.4, 33.0) 

31.3  
(30.5, 35.1) 

30.1 
(27.0, 31.4) 

0·61 

RCF (n=51) 
Radial artery diameter (mm) 
 
 
Cephalic vein (wrist) diameter (mm) 

 
2.10  
(1.99, 2.21) 
 
2.28  
(2.15, 2.41) 

 
2.11  
(2.0, 2.21) 
 
2.21  
(2.13, 2.29) 

 
2.08  
(1.99, 2.17) 
 
2.32  
(2.24, 2.4) 

 
0.79 
 
 
0.82 

BCF (n=75) 
Brachial artery diameter (mm) 
 
 
Cephalic vein (elbow) diameter (mm) 

 
3.05  
(3.01, 3.09) 
 
3.23  
(3.10, 3.33) 

 
3.09  
(3.04, 3.14) 
 
3.30  
(3.12, 3.48) 

 
3.02  
(3.0, 3.04) 
 
3.16 
(3.05, 3.25) 

 
0.75 
 
 
0.31 

 

Primary patency at 3 months was higher in patients having their AVF created under BPB 

than LA (84.1%  (73.0%, 91.3%) vs. 61.9% (49.5%, 72.3%); P=0.005; OR 2.1). This 

difference was observed for both RCF and BCF but the effect size appeared to be greater 

in RCF (76.9% (64.6%, 87.4%) vs. 48.0% (34.8%, 61.5%); P=0.03; OR 3.6). Immediate 

patency was also better in patients having BPB (92.6% (82.3%, 97.0%) vs. 73.0% (60.9%, 

81.4%); P=0.005; OR 4.6). There was 100% concordance for functional patency at 3 

months when assessed clinically and by ultrasound. There was no significant difference in 

functional patency at 3 months overall (41.3% (30.0%, 53.6%) vs. 27.0% (17.5%, 39.1%); 

P=0.09; OR 7.3), however a difference in favour of BPB was observed in RCF (73.1% 

(60.3%, 84.2%) vs. 40.0% (27.6%, 53.8%); P=0.02; OR 4.1) (Table 6.3). 

 

Patients in the BPB group experienced significant increase in both arterial and venous 

diameters following administration of anaesthesia. A similar change was not observed in 

the LA patient cohort (Table 6.4). An increase in brachial artery blood flow was also 

observed in the BPB cohort that was not seen in the LA group, when comparing 

immediately prior to and immediately following administration of anaesthesia (+45mL/min 

(95% CI: 16, 74) vs. +1mL/min (95% CI: -6, 8)); P<0.001). At 3 months follow-up, there 

was no significant difference between the groups in the diameter of the outflow vein at 5, 

10 or 15cm above the anastomosis in mature fistulae. There were more patients in the BPB 

cohort with brachial artery flows >250mL/min at 3 months follow-up (68.3% (56.0%, 

78.5%) vs. 42.9% (31.4%, 55.1%); P=0.01; OR 2.9). 
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Table 6.3: Patency rates of AVF in BPB and LA cohorts (immediate*, 3-month 
primary and 3-month functional). Numbers presented are total number of patients 
(percentage [95% CI]).* Immediate patency is patency at time of discharge from hospital. 
 
 Overall patient 

population (n=126) 
BPB 
(n=63) 

LA 
(n=63) 

P-
value 

ALL AVF 
Immediate patency* 

 

Primary patency at 3 months 
 
Functional patency at 3 months 

 
104 (82.5%) 
[74.9%, 88.2%] 
92 (73.0%) 
[64.6%, 80.3%] 
44 (34.9%) 
[27.1%, 43.6%] 

 
58 (92.1%) 
[82.3%, 97.0%] 
53 (84.1%) 
[73.0%,91.3%] 
26 (41.3%) 
[30.0%, 53.6%] 

 
46 (73.0%) 
[46.2%, 64.9%] 
39 (61.9%) 
[49.5%,72.3%] 
18 (28.6%) 
[18.8%, 40.7%] 

 
0.005 
 
0.005 
 
0.15 

RCF 
Immediate patency* 

 

Primary patency at 3 months 
 
Functional patency at 3 months 

 
38 (74.5%) 
[62.5%, 85.8%] 
32 (62.7%) 
[50.1%, 75.9%] 
29 (56.9%) 
[44.2%,70.6%] 

 
23 (88.5%) 
[76.9%, 98.9%] 
20 (76.9%) 
[64.6%, 87.4%] 
19 (73.1%) 
[56.2%, 88.8%] 

 
15 (60.0%) 
[40.7%, 77.6%] 
12 (48.0%) 
[34.8%, 61.5%] 
10 (40.0%) 
[23.4%, 59.3%] 

 
0.02 
 
0.03 
 
0.02 

BCF 
Immediate patency* 

 

Primary patency at 3 months 
 
Functional patency at 3 months 

 
66 (88.0%) 
[77.2%, 92.9%] 
60 (80.0%) 
[66.4%,85.0%] 
15 (20.0%)  
[11.9%, 29.5%] 

 
35 (94.6%) 
[78.5%,98.0%] 
33 (89.1%) 
[72.2%,94.7%] 
7 (18.9%) 
[8.9%, 33.7%] 

 
31 (81.5%) 
[66.2%, 91.1%] 
27 (62.7%) 
[55.1%, 73.2%] 
8 (21.1%) 
[10.8%, 36.6%] 

 
0.08 
 
0.05 
 
0.95 

 
 
Table 6.4: Change in vessel diameters before and immediately following 
administration of anaesthesia. Results are presented as median (95% CI). Δ change 
(post-anaeasthetic minus pre-anaesthetic). 
 
 BPB LA P-value 
Δ Cephalic vein 
(wrist) diameter (mm) 
(n=87) 

0.1 (-0.03, 0.5) -0.5 (-1.7, 3.2) 0.37 

Δ Cephalic vein 
(elbow) diameter 
(mm) (n=124) 

0.5 (0.2, 1.2) 0.1 (-0.1, 0.2) 0.006 

Δ Basilic vein (elbow) 
diameter (mm) 
(n=121) 

0.5 (0.2, 1.4) 0.1 (-0.4, 1.3) 0.09 

Δ Radial artery 
diameter (mm) 
(n=124) 

0.1 (0, 0.4) 0 (-2.4, 4.7) 0.01 

Δ Brachial artery 
diameter (mm) 
(n=124) 

1.6 (0.5, 2.6) 0.2 (-0.4, 0.3) <0.0001 

Δ Brachial artery 
blood flow (mL/min) 
(n=120) 

45 (13,75) 1 (-10, 9) <0.001 

 
 

Patients in the BPB cohort had mean volume of 23.7±4.0mL of 0.5% L-bupivacaine + 

1.5% lignocaine with adrenaline (1 in 200,000), whilst a mean volume of 14.7 ± 5.0mL of 

0.5% L-bupivacaine + 1% lignocaine was infiltrated in the LA cohort. The time taken to 

administer anaesthesia was significantly longer in the BPB cohort (17.0±-5.7 (95% CI: 
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12.5, 21.5) vs. 3.4 ± 2.5min (95% CI: 2.3, 4.5) ; P<0.0001). No patient developed any 

anaesthetic complications. Both cohorts of patients achieved excellent anaesthesia, with all 

patients reporting pain scores of 0 both during and 1 hour following completion of surgery. 

Significantly fewer patients in the BPB cohort required additional local anaesthetic 

supplementation (3.2% (1.2%, 7.5%) vs. 14.3% (8.5%, 21.2%); P<0.001). For the two 

patients in the BPB who required additional anaesthesia, one responded to targetted 

supplementation with an axillary block and one had a failed block necessitating local 

anaesthetic field infiltration. No patient required conversion to general anaesthesia. 

 

Four patients had a change in operative plan following administration of BPB. Initial 

decision to create a BCF was modified to RCF as the diameter of the cephalic vein at the 

wrist increased following BPB. There was no difference in the duration of surgery between 

BPB and LA cohorts (62.1 ± 11.8 (95% CI: 55.4, 68.8) vs. 62.8 ± 12.2min (95% CI: 57.5, 

68.1); P=0.77). One patient in the BPB developed a superficial wound infection and three 

patients in the LA cohort developed clinically significant steal necessitating operative 

intervention. No patient in the BPB cohort developed steal. Patient satisfaction scores were 

higher in the BPB cohort (9.8 ± 0.6 (95% CI: 9.7, 9.9) vs. 9.4 ± 1.0 (95% CI: 9.2, 9.6); 

P=0.02). 

 

6.4. DISCUSSION 

 

These results demonstrate superiority of BPB for the creation of AVF, with improved early 

(3 month) primary patency rates compared to LA (84.1%  (73.0%, 91.3%) vs. 61.9% 

(49.5%, 72.3%); P=0.005; OR 2.1). This difference was associated with immediate and 

significant increases in both vessel diameter and brachial artery blood flow following 

administration of BPB. Patient satisfaction was high in both groups, but superior in the 

BPB group. This is the first randomised controlled trial to demonstrate benefit of a BPB on 

medium-term AVF patency and one of the few studies in which anaesthetic technique 

influences surgical outcome. 

 

These findings are consistent with other recent studies which demonstrate an improvement 

in arterial blood flow and vasodilatation with regional anaesthesia (Sahin et al. 2011; 

Meena et al. 2015; Howell et al. 1998; Lo et al. 2010). The effect size of this difference 

appeared to be greater in distal RCF with small vessels. The biological plausibility of these 

observations is supported by the observed changes in the haemodynamics of the vascular 

tree. Dilatation of both artery and vein makes the anastomosis technically less challenging 
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(particularly in very small vessels) whilst improved arterial inflow (Lin et al. 2005; Wong, 

2006), increased venous compliance (Lin et al. 2005) and reduced pulsatility index 

(Hofstra et al. 1995) promote blood flow through the AVF immediately after creation and 

reduce early thrombosis within the first hours to days. Once laminar “fistula-type” blood 

flow has been established, the rate of thrombosis appears similar between the two cohorts. 

Like other authors who found improved blood flow at 8 weeks with BPB compared to LA 

(Sahin et al. 2011), we observed that more patients in the BPB cohort had good blood flow 

via the AVF at 3 months  (brachial artery blood flow >250mL/min). This is perhaps simply 

as there were more patent AVF in the BPB group, rather than any lasting effect of the BPB 

per se.  

 

The benefits of BPB compared to LA in promoting AVF maturation appeared to occur 

early, with the difference in patency between the two cohorts manifesting immediately (at 

time of hospital discharge) but persisting until at least 3 months. Similarly the benefits 

were more marked in achieving a patent fistula rather than in obtaining functional patency 

with a fistula capable of sustaining dialysis. This discrepancy was most marked in the 

BCF, which achieved 80% primary patency at 3 months but only 20% functional patency. 

These functional patency rates fall below those observed in other retrospective series 

(Wilmink et al. 2016). The explanation for this is likely to be multifactorial. Balloon 

assisted-maturation is not performed at our institution and none of the AVF in this study 

had received any procedure to promote functional maturation by 3 months follow-up. It is 

anticipated that with future interventions, subsequent functional patency rates will 

improve. Secondly, the it is well recognised that advancing age, coronary artery disease 

and peripheral vascular disease are associated with inadequate maturation (Lok et al. 2006; 

Masengu et al. 2015). The patients in this cohort had significant co-morbidities. Finally 

over one-third of patients had a BMI >30, which is likely to necessitate superficialisation 

to achieve functional patency. 

 

A further benefit of regional anaesthesia is that, as demonstrated elsewhere, the operative 

plan in this study was modified in several cases due to the vasodilatation from BPB, and 

more distal AVF were created (Reynolds et al. 2011). Indeed, in one study of patients 

deemed not to have any suitable vessels for autologous access, one-third of patients listed 

for arteriovenous graft insertion successfully underwent AVF creation following BPB 

(Schenk, 2010). 
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The administration of the BPB is operator-dependent and it is well recognised that failure 

rate of BPB is higher if the operator is inexperienced (Sandhu et al. 2006). In this study, 

only two consultant anaesthetists, experienced in ultrasound-guided BPB, performed the 

procedure to minimise inter-operator variability. There were no complications and only 

one block failure which was a combination of poor ultrasound views and patient 

discomfort during the nerve block leading to a decision to change to LA which would be 

quicker for the patient. Complications of supraclavicular blocks such as pneumothorax can 

occur, and adequate training is necessary to undertake these blocks (Soares et al. 2007). 

Nevertheless with the advent of ultrasound guidance this block is now commonly used for 

upper limb surgery (Perlas et al. 2009). It may be that other approaches to the brachial 

plexus confer the same benefit as all approaches result in sympathetic blockade but this 

cannot be inferred with certainty from the data presented here. 

 

BPB took significantly longer than LA to perform (17.0 vs. 3.4 minutes; P<0.0001) and 

necessitated the presence of a skilled anaesthetist, which is not the case for LA. Performing 

regional anaesthesia and surgery in parallel rather than sequentially can help improve 

efficiency and minimise operative delays between patients (Chiazapis et al. 2014). Whilst 

an analysis of cost was outwith the scope of this work, any additional costs associated with 

employing an anaesthetist to perform BPB could potentially be offset against the cost 

savings of improved AVF maturation, reduction in need for second and subsequent 

surgeries and the complications of TCVC use. 

 

The high early thrombosis rate of AVF observed in recent randomised controlled trials 

(Dember et al. 2008; Irish et al. 2017) coupled with an increasingly elderly, co-morbid 

population, have seen a growing body of opinion advocating alternatives to autologous 

vascular access in recent years (Tozzi et al. 2014a; Glickman, 2016). Furthermore, political 

pressure (such as the tariff imposed by the government in England and Wales) focuses on 

optimising prevalent, rather than incident, vascular access (Lok, 2007). Many of these 

prevalent patients have complex vascular access needs such as multiple failed AVF, 

prolonged TCVC use and central venous stenosis (Agarwal et al. 2007). Obtaining 

vascular access in such patients is time consuming, costly, associated with significant 

morbidity and generally has poor outcomes (Bakken et al. 2007). Conversely, this study 

has focussed on simple RCF and BCF creation, principally in incident patients with no 

previous vascular access. We have demonstrated that in this patient group it is possible to 

achieve good outcomes from autologous vascular access and that a relatively simple 
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modification to the anaesthetic technique (BPB) can improve immediate and longer term 

patency.  

In summary, this randomised controlled trial compared BPB to LA for AVF creation and 

demonstrated superiority of BPB, with significant improvement in the primary outcome of 

patency at 3 months. Based on these findings, consideration should be given to utilising 

BPB for all AVF creation. 
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EARLY CANNULATION GRAFTS: OUR EARLY EXPERIENCE 

WITH GORE® ACUSEAL AND MODIFICATION OF A TECHNIQUE 

7.1.  INTRODUCTION 

The merits of a fistula primacy at all costs approach to vascular access have been 

challenged in recent years (Lok, 2007; Lok & Davidson, 2012; Allon & Robbin, 2002). 

Age, co-morbidity and likely survival time on dialysis need to be balanced against the 

likely success or failure of a vascular access in order to choose the optimal access for the 

individual patient. Suboptimal AVF maturation rates and changing demographics of the 

dialysis population (Rayner et al. 2003) have led to a swing from a “Fistula First” to 

“Catheter Last” approach to vascular access planning (Lok, 2007; Tonnessen & Money, 

2005). As a result, arteriovenous grafts are again gaining popularity as a choice for 

vascular access. 

 

Universal usage of autologous AVF is hindered by a 6-8 week maturation period from 

creation to first cannulation (Donnelly & Marticorena, 2012) and 30%-50% early failure 

rate (Saucy et al. 2010; Rodriguez et al. 2000; Dember et al. 2008). Unfortunately, due to a 

combination of late referral, primary access failure and acute presentation of renal failure, 

40%-50% of incident patients do not have a functioning AVF when they commence HD 

(Scottish Renal Registry, 2015). Current practice necessitates TCVC for these patients 

until definitive vascular access can be secured. Given that patients who began HD via a 

TCVC are more likely to remain with TCVC (Hughes et al. 2013), optimising incident 

vascular access is vitally important. 

Arteriovenous grafts (AVGs) provide an intermediate option between AVF and TCVC, 

permitting earlier cannulation than AVF but lower bacteraemia rates than TCVC (0.6 per 

1,000 catheter days) (Taylor et al. 2002). The recent development of early cannulation 

arteriovenous grafts (ecAVG), which permit needling within 24 hours of insertion, now 

means that grafts may be considered as an alternative to TCVCs in patients requiring 

immediate access for haemodialysis, in addition to their role in patients with no native 

vessels. 

 

The Gore®ACUSEAL vascular access graft is one such ecAVG. The tri-layer construction 

comprises of an inner layer of heparinsied expanded polytetrafluoroethylene (ePTFE), 

outer layer of standard ePTFE graft and a central elastomeric layer. This central layer gives 

the graft its unique “low bleed” properties and permits early cannulation, reducing the time 
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to achieve haemostasis significantly compared to standard PTFE (Glickman, 2016). 

Cannulation within 24 hours of insertion is possible. 

 

To date, there is little published in the literature on the use of the Gore®ACUSEAL  

vascular access graft. Tozzi and colleagues (2014a) report 12-month primary patency rates 

of 68% in their case series. In their multicentre study published last year Glickman and 

colleagues (2015) found a 79% 1-year cumulative patency rate. They observed 15 

infections in their series of 138 patients. 

 

In this chapter the initial experience with the Gore®ACUSEAL early cannulation graft in 

our unit is described. The initial problems and complications are highlighted along with 

our attempts to modify practice and technique to improve outcomes. A descriptive 

commentary of our experiential learning is provided. 

 

7.2.  METHODOLOGY 

 

7.2.1.  Initial experience with Gore®ACUSEAL  

 

A single-centre early experience of Gore®ACUSEAL at the Department of Renal Surgery, 

Western Infirmary, Glasgow is described. As previously described, this is a large-tertiary 

referral vascular access centre in the West of Scotland, serving approximately 700 

prevalent haemodialysis patients. There are approximately 170 incident patients annually. 

Around 400 vascular access procedures are performed each year (including approximately 

100 for complex access). AVG usage at initiation of this study was <1%. 40-50% of 

incident patients commenced HD via a TCVC/temporary catheter.  

All adult patients who had Gore®ACUSEAL ecAVG inserted over a 3-year period 

(between July 2010 and July 2013) were included for analysis (‘early’ cohort). Data were 

prospectively collected on indications for ecAVG, timing and success of initial 

cannulation, complications (including culture-proven bacteremia, other graft infection, 

thrombosis, stenosis and haematoma) and patency rates. Both local and systemic infections 

were recorded.  Stenosis was defined as a 50% reduction in luminal diameter on ultrasound 

or angiography in the presence of typical symptoms.  

Additionally, there was interest in the concept of vascular access providing a “personal 

cure.” For example, ecAVG may function as a ‘bridge’ to transplantation or AVF 

maturation in some patients, whilst in others they may provide a salvage procedure for 
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end-stage vascular access. Data on the ultimate intention of the ecAVG were also recorded 

to determine if the patients achieved their “personal vascular access solution.”  

Bacteremia rates are presented per 1,000 dialysis days. Primary and secondary patency 

rates were determined from life tables. Other complication rates are presented as a 

percentage of the total population.  

 

7.2.2.  Changing practice to improve outcomes 

 

It was perceived that the ‘early’ patient cohort treated with Gore®ACUSEAL experienced 

a relatively high rate of complications (described below), which the clinical team was 

determined to address and minimise.   

 

A number of modifications to both operative and perioperative care were made, along with 

development of a more structured service for the management of complications 

(particularly thrombosis). This experiential learning and the adaptations made to practice 

are described. 

 

Like any other novel technique, education and dissemination of lessons learned is critical. 

Several education sessions for dialysis nurses and vascular access surgeons were run 

during the implementation phase for the ecAVG. The rationale for and execution of these 

courses is described along with an evaluation of the impact that they made, in line with 

Kirkpartick’s model of change (Kirkpatrick, 1996) (Appendix 1). 

 

7.2.3.   Re-evaluation of Gore®ACUSEAL outcomes 

 

Over the six-months subsequent to recruitment of the initial patient cohort (July-December 

2013) modifications in operative technique and perioperative care were gradually 

implemented. An expansion of the ecAVG practice was also observed, with 49 patients 

having Gore®ACUSEAL inserted over this time period (‘later’ cohort). Data were 

prospectively collected on complications (including culture-proven bacteremia, local graft 

infection, thrombosis, venous stenosis, pseudoaneurysm, steal, wound complications and 

haematoma). Outcomes from this second cohort of patients were compared to the ‘early’ 

cohort. 
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7.3.  RESULTS 

 

7.3.1.  ‘Early’ experience with Gore®ACUSEAL 

 

A total of 37 Gore®ACUSEAL were placed in 37 patients. Median follow-up was 17 

months. Table 7.1 outlines basic patient demographics of the ‘early’ cohort.  
 

Table 7.1: Basic demographics of the ‘early’ patient cohort of Gore®ACUSEAL. 
Results are presented as percentage of total population (n) unless otherwise stated. 

Median age (years) 
 

42 (range: 21-72) 

Sex (percentage male) 
 

54.1% (n=20) 

Mean time on dialysis (years) 
 

3.2 (range: 0-10.2) 

Median number of previous autologous AVF 
attempts 
 

2 (range: 0-6) 

Ethnicity 
White British 
Chinese 
 

 
(94.6% (n=35) 
5.4% (n=2) 

Co-morbidities 
Hypertension 
Diabetes 
Coronary heart disease 
Cerebrovascular disease 
Peripheral vascular disease 
Smoking 
 

 
97.3% (n=36) 
40.5% (n=15) 
32.4% (n=12) 
21.6% (n=8) 
21.6% (n=8) 
35.1% (n=13) 
 

Mean BMI (kg/m2) 
 

31.2 (range: 22.3-42.5) 

 

The indications for ecAVG were as follows: “crashlander” to HD 13.5% (n=5) (three to 

AVF maturation, one had no native options, one as a bridge to transplantation); revision of 

existing AVF to permit immediate use 8.1% (n=3); bridge to transplantation 21.6% (n=8) 

(in three cases the patient had recurrent line sepsis and the ecAVG provided a sepsis-free 

window for live donor transplantation); removal of infected line 24.3% (n=9); no native 

options 67.6% (n=25) (including 17 patients with bilateral central vein stenosis).  

A total of 11 upper limb AVGs (2 forearm loops, 3 interposition grafts of existing AVF, 2 

brachial artery to basilic vein, 6 brachial artery to axillary vein); 24 mid- thigh loop grafts 

and two complex procedures in patients with end-stage vascular access (axillary artery to 

common femoral vein and common iliac vein to contralateral femoral artery) were 

performed. All grafts were at least 25 cm in length. 36 AVGs (97.3%) were successfully 

cannulated. Mean time to first cannulation was 30.4 ± 23.4 hours (range: 2-192).  

There was one perioperative death after thigh graft insertion (postoperative day 1) from 
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myocardial infarction in an elderly gentleman with a history of ischaemic heart disease. 

There was one postoperative haematoma, which did not require re-exploration and one 

significant wound infection and dehiscence following upper limb graft. Long-term 

complications are outlined in Table 7.2. Venous outflow stenosis was common (29.7%) 

particularly in upper limb grafts. All but two of the stenoses were initially treated with 

angioplasty with limited benefit; four subsequently went on to have surgical revision. A 

total of 4 of 15 cases (26.7%) of thrombosis were treated with percutaneous 

thrombectomy, the others (73.3%) underwent surgical thrombectomy. The systemic 

bacteremia rate was 0.2 per 1,000 access days. However, 16.2% (n=6) developed local 

infection around the AVG at the site of haematoma, necessitating AVG removal in four 

cases. Local haematomas and pseudoaneurysms often related to poor needling technique 

with inadequate needle site rotation (Figure 7.1).  

Table 7.2: Complications of ecAVG in the ‘early’ cohort. Data are presented as n (%) or 
mean ± SD unless otherwise stated.  

Complication Percentage affected Percentage resulting in failure 
of AVG 
 

Stenosis 
Venous outflow 
Inflow 
 

 
14 (37.8%) 
11 (29.7%) 

 
12 (32.4%) 
10 (27.0%) 

Thrombosis 
 

15 (40.5%) 13 (35.1%) 

Haematoma 
Uncomplicated 
Associated local infection 
 

 
2 (5.4%) 
6 (16.2%) 

 
- 
4 (10.8%) 

Systemic bacteraemia 
 

2 (5.4%) 2 (5.4%) 

Pseudoaneurysm 
 

3 (8.1%) 3 (8.3%) 

Graft breakdown 
 

1 (2.7%) 1 (2.7%) 

Steal syndrome 
 

1 (2.7%) 1 (2.7%) 

Wound infection/ dehiscence 
 

1 (2.7%) - 
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Figure 7.1: Explant ecAVG removed for extensive haematoma and bleeding. The 
front wall of the graft was found to have almost completely disintegrated from 
repeated area cannulation. 
 
 
Primary and secondary patency rates at 3, 6 and 12 months were 64.9%, 48.6%, 32.4% and 

70.2%, 59.4%, 40.5%, respectively (Table 7.3). These rates were comparable for upper 

arm grafts (72.7%, 45.5%, 27.2% and 72.7%, 55.5%, 45.5%) and lower limb grafts 

(58.3%, 50%, 37.5% and 66.6%, 58.3%, 33.3%).  

Table 7.3: Primary and secondary patency rates of ecAVG in the ‘early cohort’ at 3, 
6, 12 and 24 months  
 
  

Number at 
risk 

 
Number 
failed 

 
Timed out/ 
not yet 
reached 
follow-up 
 

 
Effective 
sample size 

 
Interval 
patency 

 
Cumulative 
patency 

 
Primary patency 
3 months 
6 months 
12 months 
24 months 
 

 
32 
20 
10 
2 

 
8 
6 
4 
2 

 
4 
4 
4 
0 

 
30 
18 
8 
2 

 
75.0% 
70.0% 
60.0% 
0% 

 
64.9% 
48.6% 
32.4% 
0% 

 
Secondary patency 
3 months 
6 months 
12 months 
24 months 
 

 
32 
22 
14 
3 

 
6 
4 
7 
2 

 
4 
4 
4 
0 

 
30 
20 
12 
3 

 
81.2% 
81.8% 
50.0% 
33.3% 

 
70.2% 
59.4% 
40.5% 
35.7% 
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A total of 24 patients (64.9%) had prior TCVC. 17 patients (45.9%) had either TCVC or 

temporary line in situ at the time of ecAVG insertion. These were removed following first 

successful cannulation. All patients who had ecAVG inserted following an episode of line 

sepsis were 48 hours “plastic free” to ecAVG insertion. No patient with line sepsis went on 

to have infection of their graft.  

In 26 of 37 patients (70.2%) the ecAVG provided a “personal vascular access solution” 

(Table 7.4); 35.1% of ecAVGs remain in use for HD (n=13), 1 patient died with a 

functioning ecAVG and 29.7% of patients successfully used their ecAVG as a bridge to 

either AVF maturation (n=3) or transplantation (n=8) with avoidance of TCVC.  

Table 7.4: Ultimate intention of ecAVG highlighting the proportion of patients 
achieving a “personal vascular access solution” 

Ultimate intention of ecAVG Number of patients Number achieving a “personal 
vascular access solution” 
 

Permanent vascular access for HD 
(inc. patients with bilateral CVS) 
 

25 (30) 15 (60%) 
(one death with functioning ecAVG) 

Bridge to transplantation 
(inc. patients with bilateral CVS) 
 

9 (7) 8 (86.9%) 

Bridge to AVF maturation 
 

3 3 (100%) 

 

7.3.2.  Changing operative technique to improve outcomes 

7.3.2.1. Tunnelling 

 

Many of the complications in the ‘early’ cohort of ecAVG related to difficulties with 

cannulation, in particular failure to adequately rotate needle sites, cluster/ area cannulation 

and “missed cannulations” leading to haematoma  (21.8%) and pseudoaneurysm (8.1%) 

formation. Anecdotal evidence and verbal feedback from nursing staff was that the graft 

was often tunnelled too deep and that there was not enough length of superficial graft to 

permit adequate needle site rotation. The operative technique was subsequently modified 

in an attempt to provide a longer more superficial tunnel. 

 

After exposure of the vessels the graft is tunnelled using a standard Kelly-Wick type 

curved tunneller. A long, looping tunnel has been adopted to assist in cannulation. For 

example, in an upper limb brachioaxillary graft, the tunnel will extend down the forearm in 

a loop before running back up the arm to drain into the axillary vein. This configuration 

has been found to provide the dialysis nurses with a long superficial segment of graft for 
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cannulation, permitting needle site rotation over a large area, thereby reducing the chance 

of “one site-itis” and pseudoaneurysm formation. Similarly in the leg, the mid-thigh loop 

of the ‘early’ cohort was modified to a D-shaped configuration with the arterial 

anastomosis to the common femoral artery at the groin and the venous anastomosis to the 

sub-sartorial femoral vein, leaving a long superficial segment of AVG suitable for 

cannulation on the lateral aspect of the thigh. 

 

In the early cohort, wound breakdown commonly occurred at the site of tunnel relieving 

incisions, leading to areas of exposed graft (2.7%). The technique was adapted to off-set 

relieving incisions from the main tunnel to reduce the risk of infection and exposure of the 

graft (Figure 7.2). 

 

 
 

Figure 7.2: Photograph demonstrating the subcutaneous tunnel of a thigh graft. The 
tunnel extends out over the lateral aspect of the thigh to permit a long superficial segment 
of graft suitable for cannulation and relieving incision placed distant to the tunnel. 
 

7.3.2.2. Arterial anastomosis 

 

The Gore®ACUSEAL graft has a fixed 6mm internal diameter (Glickman, 2016), 

necessitating a 6mm arteriotomy (routinely made with an aortic punch) and end-to-side 

anastomosis of the graft onto the inflow artery is performed using 5.0 Prolene® (Ethicon, 

Sommerville, NJ, USA). A large arteriotomy predisposes to steal syndrome. In diabetics 

and women with small vessels who are at high-risk of steal, the technique has been 

modified to reduce the size of the anastomosis. Firstly the distal open end of the graft is 
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oversewn using 5.0 Prolene®. A small 3-4mm arteriotomy is then made in the side of the 

graft just proximal to the oversewn free end and a similar sized arteriotomy made in the 

native artery. A side-to-side (functional end-to side) anastomosis is then made of the graft 

onto the artery, again using 5.0 Prolene®  (Figure 7.3). Alternatively, a long upper limb 

axillo-axillary loop may be performed to proximalise the graft inflow and avoid 

anastomosing onto a small brachial artery. 

 
Figure 7.3: Diagrams illustrating the configuration of a small side-to-side arterial 
anastomosis to minimise steal. Left: The end of the graft was oversewn and a small 
(4mm) hole punched in the side of the graft to create the anastomosis. Right: Side-to-side 
anastomosis of graft (top) to artery (bottom). 
 
7.3.2.3. Venous anastomosis 

 

The early cohort of patients had a standard venous anastomosis where the graft was 

spatulated and then anastomosed end-to-side onto the venous outflow. Particularly in the 

upper limb, we observed high rates of venous stenosis and thrombosis. We have 

subsequently employed the technique described by Eric Chemla (St.George’s Hospital, 

London) to perform the venous anastomosis (Chemla, 2014), with a reduction in venous 

outflow stenosis from 30% to 18% in the first 12 months after adoption.  

 

A long 4cm venotomy is performed and the graft spatulated using sharp scissors to create a 

long 4cm “mouth” before performing the end-to-side venous anastomosis with 5.0 

Prolene® (Figure 7.4). By lengthening the area of graft used for the anastomosis, the graft 

is “softened” and less distortion of the native vein is seen. It is hypothesised that the longer 

!
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anastomosis improves the flow dynamics of the graft outflow and stops the outflow vein 

being kinked and drawn up into the graft.  

 

It was hypothesised that the high incidence of venous stenosis observed in the initial 

patient cohort may, in part, be due to initmal injury occurring when the outflow vein was 

clamped. Latterly, the technique of the Tozzi and colleagues (2014a) has been adopted, 

utilising a Foley catheter to control the venous outflow, with subsequent reduction in 

venous outflow stenosis. 

 

7.3.2.4. Wound Closure 

 

It is our opinion that meticulous wound closure is vital to reduce post-operative 

complications. Careful haemostasis is essential to avoid early post-operative haematoma 

which, in the initial cohort, subsequently became infected over two-thirds of cases. The 

gentamycin-impregnanted collagen, Colatamp™ (Tribute Pharmaceuticals, Milton, 

Ontario, Canada) is routinely placed around both anastomoses and in the subcutaneous 

tissue beneath the relieving incisions for the tunnel in an attempt to reduce early graft 

infection. The wound is then closed in layers with 2.0 Vicryl® (Ethicon, Sommerville, NJ, 

USA) for the subcutaneous tissue and 3.0 subcuticular Biosyn™ (Covidien, Dublin, 

Ireland) for the skin. 

 

7.3.3.  Optimising perioperative care to improve outcomes 

7.3.3.1. Prophylactic antibiotics and skin preparation 

 

Local infection was one of the most common complications observed in the ‘early’ 

Gore®ACUSEAL cohort affecting 16.2% of patients. 5.4% developed systemic infection. 

 

1g of intravenous vancomycin is administered at induction of anaesthesia as antibiotic 

prophylaxis for skin commensals. Pre-operatively the skin is prepared with chlorhexidine 

2% and then covered using Ioban™ (3M Healthcare, Bracknell, UK) iodine-impregnated 

operative site dressing.  

 

Prophylactic antibiotics are continued for 2 weeks following implantation of the 

Gore®ACUSEAL graft. 1g of vancomycin is administered intravenously three times per 

week on haemodialysis. If the patient is vancomycin allergic, intravenous teicoplanin is 

administered instead. 



 191 

 

 

 

 

Figure 7.4: Creation of the venous anastomosis. Top The Foley catheter is placed 
proximally to provide control of the outflow. A 4cm venotomy is created. Middle. The end 
of the graft is spatulated and a parachute technique is used for the “heel” of the 
anastomosis using 5.0 Prolene®. Bottom: The completed anastomosis. 
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7.3.3.2. Anticoagulation 

 

Over 40% of patients in the initial ecAVG cohort experienced thrombosis of their graft. 

The evidence for antiplatelets and anticoagulation to prevent graft thrombosis is limited, 

but the literature would suggest a moderate benefit in the use of an anti-platelet agent 

(Osborn et al. 2008).All patients are now commenced on oral clopidogrel 75mg o.d. for 

graft patency at the time of graft insertion. In the event of unexplained graft thrombosis 

(i.e. without underlying stenosis) full anticoagulation with warfarin  (INR: 2-3) is 

employed after patency is restored. Latterly, in light of the findings of Lok and colleagues 

(2012), fish oil 1g QDS is also administered (although, given the findings of this trial were 

not published until after the protocol for our ecAVG RCT had been written, we did not 

implement this practice locally until 2016).  

 

7.3.4.  Modifying practice to treat complications 

7.3.4.1. Stenosis, thrombosis and declotting the Gore®ACUSEAL graft 

 

Venous stenosis occurred in between one-third and a half of all ecAVG in the early series, 

leading to thrombosis in the vast majority. A strategy for rapid thrombectomy is required 

to avoid TCVC insertion in such cases.  

 

Our unit has developed a strategy of same day thrombectomy with simultaneous 

angioplasty of any outflow stenosis in the event of graft thrombosis. A combined 

procedure between the vascular surgeon and interventional radiologist is performed under 

local anesthetic. A small 2-3cm surgical incision is made over the graft and proximal and 

distal control obtained with sloops. A small transverse arteriotomy is made in the graft and 

the graft trawled proximally and distally with a 3 French Fogarty® catheter. The 

Gore®ACUSEAL graft is easy to declot in this fashion as the inner layer of PTFE is 

heparin bonded (Glickman, 2016). Upon restoration of flow, an angiogram is then 

performed and angioplasty ± stenting undertaken in the standard fashion. The arteriotomy 

in the graft is closed with 5.0 Prolene® at the end of the procedure and the patient 

systemically anticoagulated. The graft can be cannulated for dialysis immediately 

following the procedure, but care must be taken to needle distant from the arteriotomy site. 

By utilising an open thrombectomy technique, the declotting procedure takes only 5-10 

minutes, whilst still allowing a subsequent radiological procedure to definitively treat the 

outflow stenosis at the same sitting. The entire procedure takes less than 30 minutes and 

has successfully restored patency in 92% of grafts. 
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7.3.4.2. Steal syndrome  

 

The fixed outflow and high access flows (>600mL/min) occurring immediately after 

insertion of an arteriovenous graft mean that patients with AVGs are particularly at risk of 

steal syndrome and distal hypoperfusion (Al-Shakarchi & Inston, 2015a). Despite 

modifying the technique for the arterial anastomosis (as described above) to minimise the 

risk of steal, it still occurred in 10% of patients. In most cases it was mild and could be 

managed conservatively, however if severe, the graft can be occluded with simple firm 

digital pressure for 15-20 minutes to obstruct the flow of blood through the graft and cause 

it to clot. This has proven successful in three patients with symptoms of steal syndrome 

who no longer required their AVG. Firm external digital pressure alone was sufficient to 

occlude the graft permanently without complication and avoided the need for further 

surgery in these patients. 

 

7.3.4.3. Exposed graft 

 

A few cases skin breakdown leaving a short segment of exposed graft were observed in the 

early patient cohort. These patients were elderly or obese with fragile, vulnerable skin. The 

breakdown occurred at the site of the tunnel relieving incision (Figure 7.5). In each case, 

the graft continued to function without difficultly. We simply covered the area of exposed 

graft with a non-adherent Inadine® (Systagenics, Skipton, UK) dressing and continued to 

dialyse needling the graft distant to the exposed site. In all but one case the wounds closed 

by secondary intention after a few weeks. 

 
Figure 7.5: Exposed segment of graft at a relieving incision. This elderly lady had very 
thin, fragile skin. 
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7.3.4.4. Pseudoaneurysm and graft breakdown/ rupture 

 

Pseudoaneurysms are a well-recognised complication of arteriovenous grafts (Sgroi et al. 

2013).  In the early cohort of Gore®ACUSEAL grafts, 3 of 37 patients (8%) developed a 

pseudoaneurysm. Repeated cannulation of the same area of graft (“one site-itis”) damages 

the integrity of the wall of the graft and prevents it from self-sealing, leading to 

pseudoaneurysm formation. Explanted grafts from such patients were been found to have 

multiple puncture sites coalescing into larger holes in the graft (Figure 7.1). In the majority 

of cases pseudoaneurysm formation was attributed to poor needling technique. Dialysis 

nurse education sessions (outlined in detail below) focussed on the importance of needle 

site rotation and use of sharp, small gauge needles. In line with the manufacturer’s 

guidance (W.L.Gore Associates, n.d.), cannulation with 17G sharp needles throughout the 

lifespan of the graft with needle site rotation of approximately 1cm with each cannulation 

was advocated.  Firm pressure should be applied at needle sites for 10-15 minutes after 

removal of the needles to prevent local haematoma formation. Low flow rates of 200-

250mL/min for the first two weeks after insertion to minimise damage to the venous 

anastomosis that may occur with higher flows is also advised. This cannulation technique 

was taught in the education sessions, following which no further complications with 

pseudoaneurysm formation were observed in the subsequent 49 graft implantations. 

 

7.3.4.5. Graft infection 

 

Despite preventative measures (meticulous haemostasis and antibiotic prophylaxis) graft 

infection still occurs. Like other authors (Harish & Allon, 2011), two peaks in the 

incidence of graft infection were observed in our cohort: early post-operatively and 

delayed (Figure 1.12). All but one (87.5%) of the infected haematomas occurred within 

two months of graft insertion and were either associated with post-operative haematoma 

(42.9%) or cannulation (57.1%). They all presented with erythema, pain and swelling at 

the graft site with minimal systemic upset. In the majority of cases, these were successfully 

managed conservatively with intravenous antibiotics without necessitating graft explant. 

Conversely, the graft infections that occurred later (>3months) were all associated with 

systemic signs of sepsis (pyrexia, tachycardia etc.) and normally demanded removal of the 

graft. It is believed that, at least in part, these later graft infections relate to poor 

cannulation technique, failure to adhere to strict aseptic technique and the introduction of 

skin commensals into the bloodstream resulting in systemic infection. Investment in 

education of dialysis nurses to re-itterate the importance of strict asepsis when cannulating 
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the graft and also the importance of pressure after removal of needles from the graft to 

minimise haematoma (that can then become secondarily infected), coincides with a 

significant reduction in the number of graft infections. Local infection rates fell following 

the education sessions from 22% to 4%. Whilst it is impossible to attribute the reduction in 

infection rates observed entirely to the education sessions and scrupulous cannulation 

technique, the temporal association implies a relationship. A coincidental reduction in 

haematoma associated with cannulation from 24% to 4% was also observed, adding 

plausibility to this assertion. 

 

7.3.5. The ecAVG courses 

 

Education sessions were originally instigated locally for dialysis nurses in response to a 

perceived need (high rate of cannulation-related complications). The initial intention had 

been to run a single course for a small core group of nursing staff (who could then 

disseminate the information back to individual dialysis units) in an attempt to optimise and 

standardise practice ahead of commencing the RCT (Chapter 9).  However, the initial 

session was very well received and the course was expanded and developed allowing 

surgeons and dialysis nurses from around Europe to attend the latest iteration. 

 

A two-day interactive, multi-disciplinary course was run at the Clinical Anatomy Skills 

Centre, University of Glasgow. The course was funded by industry (W.L. Gore Associates) 

but run by clinicians, with no industry involvement in the content. The focus was on 

discussing broad-themes of early cannulation grafts and strategies for line avoidance, 

rather than promotion of any particular graft. Multi-modal teaching methods were 

employed with hands-on small group sessions, in addition to more didactic lecturing styles 

and group discussion (Appendix 2). The emphasis was on strategies to solve “real-life” 

clinical problems. A faculty of five senior clinicians from various disciplines (vascular 

access surgeon, interventional radiologist, nephrologist, vascular access nurse) were 

supported by six “junior faculty” to assist in the running of the course. Parallel sessions 

were run for vascular access surgeons and dialysis nurses with cross-over and overlap as 

appropriate to permit multidisciplinary discussion between the different groups of 

professionals around common themes and how dialysis practice might affect surgical 

outcomes and vice versa (For example, the idea for a longer arm loop to facilitate better 

needle site rotation came from this forum). The second day of the course for the surgeons 

comprised of hands-on experience of insertion of early cannulation grafts using fresh-

frozen cadavers. Delegates had the opportunity to perform upper limb (brachio-axillary 
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and forearm loop) and lower limb (femoro-femoral grafts). The session was supported by 

personalised advice and appraisal of surgical technique, along with tips and technical 

points from experienced vascular access surgeons. Following this dialysis nurses then had 

the opportunity to practice cannulating the newly inserted grafts in the cadavers. 

 

30 surgeons, 3 nephrologists, 2 interventional radiologists and 56 vascular access nurses 

from around the UK attended the latter two courses. All participants reported that the 

course improved their knowledge and ability to think critically about the subject matter. 

Common themes identified in the post-course questionnaire (Appendix 1) were in support 

of the “multidisciplinary nature” of the course and the ethos of “team work” that it 

promoted. 

 

Most of the nurses attending the course had a good knowledge of cannulation techniques 

and the particulars of graft cannulation prior to the course with 100% knowing of the need 

to apply pressure for 10-15 minutes after needle removal and 93% to use small gauge 

needles. This increased to 100% following the course. Fewer nurses were aware of the 

anatomy of grafts prior to the course, with only 45% understanding the configuration of a 

brachioaxillary graft and 78% being able to identify the venous outflow. At the end of the 

course, all nurses could accurately describe the anatomy of the graft and identify the 

venous outflow. Qualitative data from the free-text responses suggests that many nurses 

felt that a better understanding of the anatomy and operative procedure made them more 

confident in cannulation (Table 7.5). 

 

Table 7.5: Responses of nursing staff in the post-course evaluation questionnaire. 
 
“Cannulation will be much easier now that I can visualise the graft in 3D” 
“It was great to see the DVD of how the graft is tunnelled. I now understand why the 
patients are sometimes bruised and sore.” 
“It was nice to see what the graft actually looked like because it will help with 
cannulation” 
“I now know why I was having all the problems. My needle kept hitting the side of 
the graft. It was only once I could look at it in the cadaver that I could realise it” 
“I’ll be able to explain the procedure to my patients now” 
“It’s just given me better confidence in cannulation” 
 

The course appeared to influence the subsequent behaviour and practice of participants. 

Prior to the course only 50% of nursing staff had any prior experience cannulating 

ecAVGs and 60% of surgeons had ever inserted one. Three months following the course 
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78% of nurses reported having cannulated an ecAVG, with 65% indicating they did so on a 

regular basis. 94% of surgeons inserted an ecAVG in the three months following the 

course, with a total of 35 successful graft procedures performed by course delegates. 

 

With regards outcomes, it has already been highlighted that there was a significant 

reduction in cannulation related complications locally in the 6 months following the course 

(an observation which, at least in part, is likely attributable to the education of dialysis 

nursing staff). A five-fold reduction in cannulation-related haematoma and local infection 

was observed and no new pseudoaneurysms occurred in the six-months following the 

course. 

 

7.3.6.  Re-evaluation of Gore®ACUSEAL outcomes 

 

A total of 49 Gore®ACUSEAL grafts were inserted locally in the six-months between July 

and December 2013 (following implementation of the modifications to technique and 

practice described above). A significant reduction in the incidence of local infection (4% 

vs. 22%; P=0.01) and haematoma (24% vs. 4%; P=0.01) was observed. There were no 

pseudoaneurysms in the latter cohort. Rates of thrombosis and venous stenosis were also 

lower, though this difference was not statistically significant (Table 7.6). 

 

Figure 7.6: A comparison of the complications observed in the ‘early’ and ‘later’ 
cohorts of ecAVG. 
 
 Graft outcomes in 

‘early’ cohort (n=37) 
Graft outcomes in 
‘later’ cohort (n=49) 

  P-value 

Thrombosis 41% (n=15) 31% (n=15)   0.23 

Venous Stenosis 30% (n=11) 20% (n=10)   0.25 

Systemic infection 5% (n=2) -   0.09 

Local infection 22% (n=8) 4% (n=2)   0.01 

Haematoma 24% (n=9) 4% (n=2)   0.01 

Pseudoaneurysm 8% (n=3) -   0.02 

Steal 3% (n=1) 10% (n=5)   0.14 

Wound breakdown 3% (n=1) 4% (n=2)   N.S 

Cardiovascular 
complications 

3% (n=1) 4% (n=2)   N.S 
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7.4. DISCUSSION  

 

Our early experience with Gore®ACUSEAL ecAVG was encouraging. The six-month 

secondary patency of 60% is comparable to other published series of standard PFTE 

(patency rates 40%-80% described) (Schild et al. 2007; Glickman et al. 2001). Perhaps of 

greater importance than long-term ecAVG patency was the provision of a “personal 

vascular access solution.” Although the concept of “tailoring” vascular access to the 

individual is extensively described in the literature (Lok et al. 2005; Lok, 2007), this was 

the first study to highlight its practical application in clinical practice. In the early patient 

cohort, 26 of 37 patients (70.2%) achieved a “personal vascular access solution” from their 

ecAVG with the role of Gore®ACUSEAL in TCVC avoidance, as a bridge to transplant or 

alternative vascular access, clearly demonstrated.  

Both primary and secondary patency rates at 12 months (32% and 40% respectively) in our 

early cohort of patients were lower then those described elsewhere in the literature on 

Gore®ACUSEAL. Tozzi and colleagues (2014a) report 12-month primary and secondary 

patencies of 68% and 93%. While, in their multicentre study, Glickman et al. (2015) report 

a secondary patency of 78% at 1-year. We believe that these discrepancies observed are the 

result of differences in case mix, with our early patient cohort reflecting the extremes of a 

dialysis population. Many of the patients treated with Gore®ACUSEAL in the ‘early’ 

cohort had been waiting for many years for a solution to their precarious vascular access. 

Nearly half had bilateral central vein stenosis and two-thirds of the procedures were lower 

limb grafts. Conversely, the grafts in the study of Glickman and colleagues provided 

‘upper limb vascular access in patients not suitable for arteriovenous fistulae’ (2015, 

pp.465) and Tozzi et al. placed upper limb grafts in 90% of patients who were ‘poor 

candidates for autologous access’ (2014, pp.386). 

The mean age of patients in our early cohort was 42 years. This is substantially younger 

than the average age of the dialysis population as a whole and also lower than in other 

published series of Gore®ACUSEAL (Maytham et al. 2015; Tozzi et al. 2014b; Glickman 

et al. 2015). This may potentially explain the low infection and complication rates 

observed. However, we believe that the relatively young chronological age of the patient 

cohort in this study does not reflect their biological age as they form some of the most 

complex, comorbid dialysis patients, having often accrued many years on HD resulting in 

end-stage vascular access.  

Lower limb grafts are traditionally associated with high rates of infection (Harish & Allon, 
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2011). However, in our early cohort of patients, the systemic bacteremia rate of 0.2 per 

1,000 dialysis days is lower than in other AVG studies and comparable to that of AVF, 

despite nearly two-thirds of patients having a lower limb graft placed (Taylor et al. 2002; 

Thomson et al. 2007). Local infection rates fell further following modification of operative 

technique and education of our dialysis nursing staff. We believe that careful patient 

selection, strict asepsis during surgery and cannulation, the use of Colatamp™, 

prophylactic antibiotics and the choice of mid-thigh loop grafts in the majority of patients 

explains this (Scott et al. 2006; Bagul et al. 2015).  

This study and the subsequent modifications to technique that ensued highlight the 

importance of experiential learning. Despite the benefits of ecAVG observed in the initial 

cohort, it was perceived that outcomes were suboptimal and could be improved. The 

operative, perioperative and cannulation techniques evolved gradually, through trial and 

error in response to problems encountered. As such, no individual intervention can be 

credited with the improvements in graft outcome observed within the latter cohort.  

Nevertheless, several of the practical lessons learned for our experiences warrant 

discussion. Firstly, patient selection is vitally important. Often patients requiring AVGs are 

frail with small vessels and have exhausted their alternative options. Many have been on 

HD for many years and have extensive vascular calcification. For these reasons careful 

assessment of cardiac fitness and the vascular tree is essential preoperatively to minimise 

ischaemic complications. Secondly good needling technique is vital. The haematomas and 

pseudoaneurysms observed in our ‘early’ cohort of patients are not unique. In fact, in 

almost every case series of ecAVG, the authors highlight the importance of cannulation 

technique and nursing education (Tozzi et al. 2014b; Berard et al. 2015; Al-Shakarchi & 

Inston, 2015b). Certainly the learning curve for ecAVGs applies equally to cannulation as 

operative technique.  

The description of our graft course and its role as an intervention to improve outcome is 

the first such description of an educational intervention in vascular access. The success of 

the intervention was evaluated according the Kirkpartick’s four-level model for learning 

evaluation (Kirkpatrick, 1996). To this end, we have demonstrated that the “reaction” to 

the courses was universally positive and that the nurses “knowledge” of the anatomy of 

AVGs improved significantly following the course. Both nurses and surgeons “behaviour” 

changed after the course with more nurses regularly cannulating grafts and all but one 

surgeon implementing their knowledge and inserting a graft in the three months following 

the course. Finally, whilst the improved graft “outcomes” and the lower complication rate 
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observed in the ‘later’ patient cohort cannot be directly attributed to attendance at the graft 

course, the temporal association makes a contributory influence likely. 

In both patient cohorts, we describe a heterogeneous patient group with a variety of 

requirements from the ecAVG, including TCVC- free bridge to transplantation or AVF 

maturation and end-stage vascular access with no further autologous options. The variety 

of patients (and indications) that we have treated reflects the versatility of the 

Gore®ACUSEAL graft. It provides a useful option in a multifaceted approach to achieving 

a personal vascular access cure. Perhaps in the future, the traditional “Fistula First” idiom 

will require modification to “Line Last” in light of the unique role which ecAVGs can 

provide (Vassalotti et al. 2012). It may be that, temporally at least, a “Graft First” approach 

followed by AVF is favored for many patients.  

In conclusion, our initial experience with the Gore®ACUSEAL graft proved encouraging 

with bacteremia rates comparable to native AVF. The fact that ecAVGs permitted 

cannulation within 24 hours of insertion meant that line avoidance was potentially 

achievable in the majority of patients. Nearly three-quarters of patients in the initial cohort 

achieved a definitive “personal vascular access solution”. With modification of technique 

and education it was possible to further reduce the rates of venous stenosis and local 

haematoma and pseudoaneurysm formation. We had taken ecAVGs from a novel concept 

utilised in a few selected patients to become a mainstream treatment option. The scene was 

set and the technique optimised to permit progress into further studies and ultimately a 

randomised controlled trial. 
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ARE EARLY CANNULATION ARTERIOVENOUS GRAFTS A 

VIABLE ALTERNATIVE TO TUNNELLED CENTRAL VENOUS 

CATHETERS: AN OBSERVATIONAL “VIRTUAL STUDY” AND 

BUDGET IMPACT ANALYSIS 

 

8.1. INTRODUCTION 

As previously discussed, AVF are the vascular access of choice for patients requiring 

haemodialysis. TCVCs are used only as an option of necessity (Fluck & Kumwenda, 

2011).  In practice however, AVF usage is  limited by delays in operative planning, 

maturation time (necessitating AVF creation 3-4 months before the anticipated date of 

dialysis commencement) and a failure to mature rate approaching 60% in some 

randomised trials (Dember et al. 2008; Irish et al. 2017). If dialysis is required before the 

AVF is functionally mature, an alternative access modality (generally TCVC) is required 

(Rodriguez et al. 2000). 

Dialysis via a TCVC confers significantly higher risk of infection, mortality and central 

venous stenosis than dialysis via an AVF. Recently, a Scottish study of 2666 patients 

revealed a 2-3 fold increased risk in all-cause mortality and a 7-fold increase in death from 

septicaemia with the use of TCVCs (Bray et al. 2012). The complications of vascular 

access are responsible for over 20% of hospitalisations in patients on HD and account for 

one third of all in-patient renal bed usage (Rayner et al. 2003; Thomson et al. 2010; 

Feldman et al. 1993). It therefore follows that a strategy of TCVC avoidance is likely to 

have significant benefits both for individual patients and healthcare providers.  

Arteriovenous grafts (AVGs) provide an alternative means of vascular access. 

Traditionally AVGs have been used only when all other native venous options have been 

exhausted. However, the recent development of early cannulation AVGs (ecAVGs) now 

allows grafts to be considered as an alternative to TCVC in patients requiring vascular 

access imminently (Tozzi et al. 2014a; Aitken et al. 2014b). As previously discussed, the 

benefits and limitations of an AVG lie somewhere between those of a TCVC and an AVF: 

they require significantly greater initial outlay in surgical expertise, time, and material cost 

(Leermakers et al. 2013), but have rates of infection and complication rates lower than a 

TCVC (Thomson et al. 2007). Culture-proven bacteraemia rates for TCVCs are 1·77 per 

1,000 catheter days compared to 0·6 per 1,000 dialysis days for an AVG and 0·3 per 1,000 

dialysis days for an AVF (Taylor et al. 2002; Thomson et al. 2007). Primary patency rates 
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for AVGs range from 40-60% at 1 year (Fernstrom et al. 2007). However, with aggressive 

management of thrombosis, secondary patency rates of as high as 90% at 1 year can be 

achieved (Akoh, 2009). 

30-35% of patients needing to start haemodialysis are referred for access creation less than 

90 days prior to the date that they require to commence dialysis, leaving insufficient time 

for planning, surgery and maturation of an AVF (National Kidney Care Vascular Access 

Report, 2012.; Ethier et al. 2008). In the UK only 40% of patients commence 

haemodialysis via an AVF (UK Renal Registry, 2014). ecAVGs may have a role in these 

incident patients, in whom there has not been sufficient time to create and mature an AVF 

and avoid the need for TCVC in this population of “crashlanders” . (We do not advocate 

the long-term use of ecAVGs in patients in whom it would be possible to create an AVF, 

rather the ecAVG would provide temporary vascular access until the native option had 

matured adequately).  

With this in mind, we proposed a “virtual study” to answer the question of whether 

(outwith the confines of an idealized, protected trial) ecAVGs could be a better real-world 

alternative to TCVC in patients requiring imminent haemodialysis. The study aimed to 

answer the following questions: 

1. Is it an acceptable alternative for patients to have an ecAVG rather than a TCVC? 

2. Are urgent ecAVGs a practical alternative in the population presenting with an 

immediate need for vascular access in a regional centre with limited resources? 

3. What are the individual and service costs through the current pathways using 

TCVC and can these be reduced using ecAVGs? 

We additionally estimated the potential budget impact to the centre of adopting ecAVGs 

for clinically suitable patients while they awaited a functioning AVF.  

The “virtual study” is a novel concept not previously described in the literature, permitting 

a “real-world” observational study of current practice and comparing it to a hypothetical 

model of an alternative treatment strategy based on best available evidence and data 

collected “real-time” about the feasibility of any change in practice. It can be used to 

inform cost calculations, future research and the clinical implementation of any subsequent 

practice change. It may be useful in situations, such as the one proposed, where the 

implementation of any strategy involving ecAVGs as an alternative to TCVCs would 

necessitate a paradigm shift in nephrology thinking and service provision.  
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The results of our “virtual study” and the associated health economic cost-consequence 

analysis are presented. 

8.2.  METHODOLOGY 

8.2.1.  Study design and setting 

A prospective observational cohort study of current standard practice (TCVCs) with a 

hypothetical comparator group (ecAVGs) and associated budget impact analysis was 

performed. Data was collected from the Department of Renal Surgery, Western Infirmary, 

Glasgow.  

Formal approval from the Research Ethics Committee was not required for this 

observational study of standard practice. Approval for data collection was obtained from 

the hospital Clinical Effectiveness Department. 

8.2.2.  Recruitment and participants 

This was an inclusive study. All patients having TCVC inserted over a 6-month period 

between December 2012 and June 2013 were included for analysis. It was anticipated that 

this time period would permit recruitment of a representative proportion of our dialysis 

population. All referrals for TCVC insertion were managed by a dedicated Vascular 

Access Coordinator who identified patients and highlighted them to the research team on 

the day of referral. 

8.2.3.  Data collection 

Basic patient demographic data (including age, sex, cause of renal failure, duration on 

haemodialysis, indications for TCVC insertion) were obtained from the Scottish Electronic 

Renal Patient Record (SERPR). Prior to TCVC insertion all patients were approached by a 

member of the research team and the features of ecAVG explained. Patients were informed 

of the risks of infection and central vein stenosis of TCVC. ecAVG were proposed as an 

alternative with lower infection rates than TCVC. It was explained that ecAVG would 

necessitate an additional operative procedure with potential risks of steal and thrombosis 

described. It was explained to those patients for whom ecAVG was not intended to be the 

definitive management strategy, that further AVF creation was still needed. Their views 

and opinions regarding whether or not they would accept ecAVG in place of the TCVC, if 

the option were available to them, were explored.  These same questions were asked to the 
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patients after 6 months follow-up also to assess if their opinion had changed. Ultrasound 

vein mapping was performed to determine the optimal placement of ecAVG and AVF. It 

was assumed that ultimate aim was to achieve autologous AVF wherever possible, with 

TCVC with and ecAVG used only as an interim measure. Patients were deemed 

anatomically suitable for ecAVG if they had an artery measuring >2.5mm diameter and 

suitable venous landing site. If no upper limb option was suitable, leg grafts were 

considered in patients fit for general anaesthesia. Patients who had previously had access 

ligated for steal or who had monophasic arterial flow were excluded from upper limb 

ecAVG. Finally the practicalities of ecAVG were considered: Was the patient fit for 

surgery? Did they have significant hyperkalaemia or pulmonary oedema necessitating 

temporary access for haemodialysis prior to ecAVG? Was there an operating theatre 

available that could be used to permit ecAVG insertion and AVF creation? What delays 

might be involved in this process? What was the patient’s definitive vascular access and 

how might this be best expedited?  Although no ecAVGs were implanted, the answers to 

these questions allowed us to assess patient suitability and waiting time in a hypothetical 

scenario.  

 

8.2.4.  Follow-up 

All patients were followed-up for 6 months. Treatment delays and complications of 

TCVCs (wait time for TCVC insertion, bed days required as a result of vascular access 

complications, culture-proven bacteraemia, suspected bacteraemia, antibiotic usage, line 

thrombosis, urokinase infusions, new TCVCs/ temporary lines/ AVF other line 

complications) were recorded. Data were also recorded on AVF creation, maturation and 

suitability for cannulation for dialysis, along with what form of vascular access was used 

for haemodialysis at 6 month follow-up. Data was collected prospectively, so there were 

no missing data points and no patients were lost to follow-up. Patients who died had death 

recorded and data collated prior to death was retained for analysis. 

8.2.5.  Statistical analysis 

Patient demographics and complication rates for patients having TCVC insertion are 

presented as mean ± SD or as a percentage of the total patient population (n=79). Data on 

the practicalities and acceptability of ecAVG are presented similarly.  

This data was then used to create a model for “standard” practice of TCVC insertion, 

including treatment delays and complications. A similar model for ecAVGs was also 
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created using data obtained from the real-time study (acceptability derived from patient 

questionnaires, theatre availability and anatomically feasibility from clinical ultrasounds) 

and previously published rates of graft infection and thrombosis (Taylor et al. 2002; Akoh 

2009). These models permitted a comparison of the “real-world” current practice of TCVC 

insertion until definitive autologous access could be created and a hypothetical model of 

ecAVGs used until the AVF was mature. It must be emphasised that the ultimate aim for 

every patients was to achieve autologous vascular access if possible. Both TCVCs and 

ecAVGs were considered a “bridge” to this definitive access wherever possible. 

A budget impact model was used to estimate the total costs to the hospital of the two 

treatment strategies over a 6-month time period. These strategies are illustrated in Figure 

8.1a and Figure 8.1b. Figure 8.1b reflects the current treatment pathway, where patients 

primarily use TCVCs as temporary vascular access while awaiting definitive AVF 

formation and maturation. Figure 8.1a represents the proposed strategy with ecAVGs 

replace TCVCs where possible. To reflect real-world practice, patient suitability and 

acceptability for ecAVG and AVF taken from the “virtual study” was incorporated into the 

analysis. Clinical inputs including referral delays for treatment, complications and repeat 

procedures were derived directly from the observational data, internal audits and published 

literature. We assumed that the re-intervention and infection rates of ecAVG were 

equivalent to conventional AVGs (58% secondary patency rate at 6 months (Schild et al. 

2007; Akoh 2009)). Access-related bacteraemia rates for TCVCs were derived from the 

“virtual study” data and from the published literature for AVGs and AVFs (Taylor et al. 

2002) (Table 8.1). The model includes costs for all initial procedures and re-interventions, 

in additional to treatment costs for complications including thrombosis and infection. The 

costs of individual procedures are listed in Table 8.2. Resource use was based on hospital 

practice and unit costs were taken from Personal Social Service Research Unit (PSSRU5) 

figures, NHS Reference Costs 2011-2012 and published literature (Curtis, 2012; 

Hockenhull et al. 2008; Department of Health, 2013). All costs are quoted in pounds 

Sterling (£).  A sensitivity analysis was conducted to consider varying rates for TCVC 

bacteraemia, referral days for TCVC insertion, and the percentage of patients using the 

ecAVG as their definitive access option. 
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Figure 8.1a (above): Proposed novel treatment strategy for patients requiring urgent 
vascular access for haemodialysis (ecAVG). Figure 8.1b (below): Current treatment 
algorithm for patients requiring urgent vascular access for haemodialysis (TCVC). 
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Table 8.1: Vascular access associated bacteraemia rates 
 

Vascular access Bacteraemia rate (per 1,000 dialysis 
days) 

Source 

TCVC 1.4 Observed rates 

AVF 0.3 Taylor et al. 2002  

AVG 0.6 Taylor et al. 2002  

 

Table 8.2: Baseline costs for interventions in health economic model. All costs are 
quoted in pounds Sterling (£). 
 

Intervention 
Cost per 
event (£) Source 

Temporary Line 
Insertion £209.0 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 

TCVC Insertion £524.7 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 

TCVC Removal £32.6 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 

AVF creation- 1st 

attempt £1 072.0 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 
Cost of bed days: Authors’ estimate 

AVF creation- 2nd 
attempt £1 381.0 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 
Cost of bed days: Authors’ estimate 

Combined ecAVG 
and AVF 
implantation £1 982.0 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 
Cost of bed days: Authors’ estimate 
Device cost of ecAVG (Acuseal): W.L. Gore Associates 

ecAVG 
implantation £1 768.7 

 
Staff cost per hour: Curtis, 2012  
Consumables: NHS Greater Glasgow and Clyde purchasing contract 
Cost of bed days: Authors’ estimate 
Device cost of ecAVG (Acuseal): W.L. Gore Associates 

Ultrasound £56.0 
 
NHS Reference Costs 2011-2012 

Fistuloplasty – 
Radiological £1 957.0 

 
NHS Reference Costs 2011-2012 

Thrombectomy – 
Radiological £1 957.0 NHS Reference Costs 2011-2012 
Thrombectomy – 
Surgical £3 451.0 

 
NHS Reference Costs 2011-2012 

Sepsis episode 
treatment £9 148.0 Hockenhull et al. 2008  
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8.3.  RESULTS 

8.3.1.  Patient demographics 

79 patients were assessed prior to TCVC insertion (mean age: 62.8 ± 13.1 years; 51.4% 

male) requiring 101 TCVCs and 40 temporary lines over 6 months.  Table 8.3 outlines 

basic patient demographics. Reasons for TCVC usage were as follows: problems with 

existing AVF (22.7%), problems with existing TCVC (48.5%) and need to commence HD 

without functioning AVF (28.7%) (Figure 8.2).  

 

Table 8.3: Demographics of patients having TCVC inserted. Results reflect a mean ± SD 
or as a percentage and number of the total population unless otherwise stated 
 
Age (years) 62.4 ±12.7 

Sex (percentage male) 65.8% (n=52) 

Cause of renal failure 

Diabetes 

Hypertension 

Glomerulonephritis 

Interstitial nephritis 

Other 

 

35.4% (n=28) 

15.2% (n=12) 

12.7% (n=10) 

21.5% (n=17) 

15.1% (n=12) 

Time on haemodialysis (years) 3.8 ±2.3 

Number of previous TCVCs (median) 4 (range: 0-21) 

Co-morbidities 

Hypertension 

Previous myocardial infarction 

Previous cerebrovascular event 

Diabetes 

COPD 

 

75.9% (n=60) 

27.8%% (n=22) 

12.7% (n=10) 

44.3% (n=35) 

30.4% (n=24) 

 

8.3.2.  Delays and complications associated with TCVCs 

 

Patients had a median delay of 7 days in hospital for TCVC implantation (range: 0-27). 35 

had discharged delayed solely due to delays in TCVC insertion (median time: 6 days).  

34.7% of TCVCs (n=35) had significant complications (including 17 episodes of culture 

proven bacteraemia and 13 flow-related problems) during the 6-month follow-up period.  
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Figure 8.2: Indications for TCVC insertion. The majority of patients requiring TCVC 
insertion were already on haemodialysis (most having problems with an existing TCVC with a 
smaller number having problems with an AVF). 28.7% of patients needing TCVC were incident 
haemodialysis patients (who were either referred late for vascular access creation or “crashlanded” 
onto dialysis. 
 

Table 8.4: Complications of TCVCs. Results are presented as absolute number observed and 
(where relevant) number per patient per year. 
 

 Number of episodes (total) Number of episodes (per 

patient/ year) 

Complication 

Culture-proven line sepsis 

Suspected or proven line sepsis 

Poor flows 

Cracked line 

Accidental removal  

 

17 (all lines replaced) 

19 (all lines replaced) 

13 (5 new lines) 

1 (replaced) 

3 (all replaced) 

 

1.4 per 1,000 cathter days 

1.6 per 1,000 catheter days 

Bed days 357 days 11.9 days/ patient/ year 

Intervention 

IV vancomycin 

Urokinase infusion 

New TCVC 

Temporary line 

 

198 doses (15 patients) 

56 infusions (11 patients) 

28 lines 

5 lines 
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8.3.3.  Definitive vascular access 

 

56 AVF access creation procedures were performed during the first 6 months after TCVC 

insertion. Median time from referral to actual AVF procedure was 79 days and 57 days 

thereafter for AVF maturation (until first successful cannulation). 7 patients (8.8%) died 

during the follow-up period and were removed from the analysis at the time of their death. 

1 death was the result of proven line sepsis. 31 patients successfully dialysed through their 

AVF at some point during the first 6 months, but many failed early, and only 16 patients 

had a functioning AVF capable of giving sustained dialysis at 6 month follow-up.  

 

8.3.4.  Acceptability and practicality of an alternative ecAVG strategy 

 

ecAVG were a clinically suitable alternative to TCVC in 66 of the 79 patients (83.5%). 64 

patients (81%) would have been suitable for a strategy of ecAVG and AVF. A total of 13 

patients were not clinically suitable for ecAVG for the following reasons: acute illness 

which would have precluded ecAVG (n=5); chronically too frail or unfit for ecAVG 

(n=11). 12 (11.8%) would have required temporary access to permit HD for hyperkalaemia 

or fluid overload prior to ecAVG insertion.  

 

53 patients would have accepted ecAVG as an alternative to TCVC. 13 patients declined 

ecAVG (the majority also declined an AVF) at initial and 6 months interviews, however 

these were different sets of patients. This meant that 81% of patients were anatomically 

suitable for an ecAVG ± AVF, and 72% of these patients would have accepted this as a 

treatment option (Figure 8.1a). Table 8.5 outlines the acceptability of ecAVGs to patients 

at outset and at 6-month follow-up.  

 

In all but two cases, the emergency CEPOD theatre was available within 4 hours. In these 

two cases a theatre slot would have been available within 24 hours and there would have 

been no need for additional temporary access. 

 

21.2% of ecAVG would have been sited in the forearm, 69.7% in the upper arm and 9.1% 

in the thigh. ecAVG would have been the final definitive access option in 23.4%.  

 

 

 



 211 

Table 8.5: Reasons for ecAVG refusal at initial interview and after 6 month follow-
up. 13 of 66 patients (19.7%) declined ecAVG at each time point, however, these were not the 
same 13 patients and opinions were affected by experience with TCVC. Patients who had TCVC 
for a short period of time with rapid AVF maturation felt that ecAVG may have been unnecessary, 
while patients who initially would not have wished ecAVG but then experienced complications of 
TCVC usage, subsequently wished for ecAVG instead. 
 

Initial interview 6 month interview 
Reason for declining ecAVG Number of 

patients 
(n=13) 

Reason for declining ecAVG Number of 
patients 
(n=13) 

Did not want either AVF or AVG 
x Previous failed attempts 
x Prior AVF rupture 
x Cosmesis 
x Convenience of TCVC 

 

10 
5 
1 
2 
2 

Did not want either AVF or AVG 
x Previous failed attempts 
x Prior AVF rupture 
x Cosmesis 
x Convenience of TCVC 

 

8 
4 
1 
2 
1 

Did not want ecAVG 1 Did not want ecAVG 1 
Concerned renal failure not 
permenant 

2 Concerned renal failure not 
permanent 

- 

  Wishes to switch to PD 1 
  Happy with new AVF and would 

not have wished ecAVG 
2 

  Multiple failed access attempts 1 
 

8.3.5.  Budget impact analysis 

 

Over a 6-month period, total treatment costs per patient were £5 882 in the TCVC strategy 

and £4 954 in the ecAVG strategy, delivering potential savings of £927 per patient in the 

ecAVG arm. Although ecAVGs had higher procedure and re-intervention costs reflecting 

longer procedure time and device costs (£3 014 vs. £1 836), these were offset by 

significant reductions in septicaemia treatment costs (£1 322 vs. £2 176) and in-patient 

waiting time bed costs (£619 vs. £1 870) (Table 8.6). 

 

Table 8.6: Health economic analysis highlighting relative intervention and 
complication costs of standard practice (TCVCs) and the novel strategy (ecAVG). All 
costs are quoted in pounds Sterling (£). 
 

 TCVC+AVF 
(A) 

ecAVG+AVF 
(B) 

Difference 
(A-B) 

Initial Procedure Costs per Patient 857 1 372 -515 
Re-intervention Costs per Patient 978 1 641 -663 
Bed Day Costs per Patient (Represent referral delay 
while waiting for TCVC implant) 

1 870 619 
 

1 251 

Sepsis Treatment Costs per Patient 2 176 1 322 854 

Total Cost 5 882 4 954 927 
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Figures 8.3, 8.4 and 8.5 are graphical models demonstrating how the overall cost savings 

(or otherwise) of an ecAVG strategy may change if various factors in the model (TCVC 

bacteraemia rate, delay for TCVC insertion or proportion of patients using ecAVG as their 

definitive access option) changed. For example, the observed bacteraemia rate for TCVCs 

was 1.4 per 1,000 catheter days. At this rate, the estimated cost savings of an ecAVG 

strategy are £927 per patient at 6 months follow-up. Figure 8.3 illustrates that if the TCVC-

associated bacteraemia rate were to reduce to 1.0 per 1,000 catheter days, ecAVGs would 

continue to derive a lesser cost saving of £548 per patient. Similarly Figure 8.4 

demonstrates a lesser cost saving of £228 per patient if the delay waiting for TCVC 

insertion reduced for 7 to 3 days, while Figure 8.5 demonstrates greater cost savings with 

the ecAVG strategy if the proportion of patients using ecAVG as their definitive access 

option were to increase. 

 

 

Figure 8.3: Graphical model reflecting varying cost savings if bacteraemia rate 
amongst TCVC patients were to change. For example, the observed bacteraemia rate for 
TCVCs was 1.4 per 1,000 catheter days. At this rate, the estimated cost savings of an ecAVG 
strategy are £927. If the TCVC-associated bacteraemia rate were to reduce to 1.0 per 1,000 catheter 
days, ecAVGs would continue to derive a lesser cost saving of £548. All costs are in pounds 
Sterling (£). 
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Figure 8.4: Graphical model reflecting varying cost savings if delays associated with 
TCVC insertion were to change. For example, the observed delay for TCVC insertion was 7 
days. At this rate, the estimated cost savings of an ecAVG strategy are £927. If the delay for TCVC 
insertion were to reduce to 3 days, ecAVGs would continue to derive a lesser cost saving of £228. 
All costs are in pounds Sterling (£). 
 
 

 

Figure 8.5: Graphical model reflecting varying cost savings if the percentage of 
patients using ecAVGs are their definitive access option were to change. For example, 
the observed proportion of patients using ecAVGs as their definitive option was 21%. At this rate, 
the estimated cost savings of an ecAVG strategy are £927. If this proportion were to increase to 
40%, estimated cost savings would be higher at £953. All costs are in pounds Sterling (£). 
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8.4.  DISCUSSION 

 

This study demonstrates that ecAVGs may provide a viable alternative to TCVCs in 

patients requiring urgent vascular access for haemodialysis. It has been demonstrated that 

ecAVGs are acceptable to patients and practical to insert within the confines of our busy 

NHS practice. Moreover, when offset against delays and complications (particularly 

infective) associated with the current TCVC usage, ecAVG have been shown to deliver 

cost-savings of nearly £1 000 at 6 months over TCVCs. 

 

A strategy of line avoidance is the holy grail of vascular access. Both short-term risks of 

infection and long-term risks of central venous stenosis associated with TCVC usage are 

associated with access loss, morbidity and mortality for patients on haemodialysis (Bray et 

al. 2012; Thomson et al. 2007; Agarwal et al. 2007). Despite concerted efforts to decrease 

TCVC usage, it has not been possible to reduce prevalent TCVC usage below 30-35% in 

most units (Massoud et al. 2006; Lynch et al. 2011a). With “Fistula First” in the United 

States and governmental tariffs in the England and Wales, there are now financial 

incentives to minimise TCVC usage (Lynch et al. 2011a; Sharif & Baboolal, 2011; NHS 

Information Centre, 2014). This study demonstrates that there may be cost savings to be 

derived simply from the policy of TCVC replacement with ecAVG itself. 

 

Clinically, early cannulation grafts have been used for a number of years, however 

published literature on their use, and indications for their use, is sparse (Tozzi et al. 2014a; 

Berard et al. 2015). In most cases they continue to be used in situations analogous to 

conventional AVGs, where there are no alternative autologous options. Our, recently 

published, observational data (described in Chapter 7) demonstrates the successful use of 

ecAVGs as a “bridge” to autologous AVF maturation or transplantation in selected patients 

(Aitken et al. 2014b). However, this is the first study to propose the use of ecAVG as an 

alternative to TCVCs for the entire dialysis population. Such a change would necessitate a 

paradigm shift in current nephrology thinking and resource allocation. 

 

The approach adopted in this study is one of autologous primacy, with both ecAVG and 

TCVC used, wherever possible, only as a stop-gap until native AVF maturation. We 

advocate this approach because of the well-recognised lower infection and better long-term 

patency rates provided by native AVF (Bray et al. 2012; Thomson et al. 2007). It should be 

noted however that only 16 patients had autologous access at 6-month follow-up. This 

seems low and, given the 30-35% primary failure rate quoted in most studies of de novo 
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AVF (Rayner et al. 2004; Dember et al. 2008) could be seen to limit the generalisability of 

or results. However we believe this observation is representative of “real-world” practice 

and is probably comparable to other studies trying to achieve vascular access in prevalent 

patients (Rayner et al. 2004; Aitken et al. 2014c). The recent DAC multicentre study found 

that more than 60% of AVFs were not suitable for cannulation at 4- 5months (Dember et 

al. 2008). Furthermore dialysis via a TCVC is recognised as a risk factor for early AVF 

failure (Rayner et al. 2004) with Weber and colleagues (2009) achieving 81% primary 

patency in patients who had AVF created prior to commencing dialysis, compared to only 

44% patients in patients who had AVF created after commencing on haemodialysis. This 

highlights that the concept of short-term TCVC for only 6-8 weeks to permit AVF 

maturation, may be flawed and a slightly more robust, albeit temporary, vascular access 

may have benefits.  

 

This work utilises the novel concept of a “virtual study” to compare “real-world” 

prospective data collected on standard practice  (the TCVC cohort) to an innovative, but as 

yet unproven, hypothetical new treatment strategy arm (ecAVG). It allows real-time 

assessment of the practicality, feasibility and acceptability of the proposed new 

management strategy and can inform a health economic analysis. The model can be 

adapted to permit cost-analyses for business cases prior to implementation of a new 

treatment plan or, in our case, has been used to inform cost calculations for a future 

randomised controlled trial. The real-time data collection in the standard practice cohort, 

allows very accurate figures, often lacking from other health economic analyses, and 

modeling that allows manipulation of variables such as bacteraemia rates and waiting time 

for TCVC provides generalisability to other centres, which may have differing baseline 

rates for these factors. 

 

The “virtual study” model uses real-life data to inform cost-analysis in the TCVC arm, 

however data in the ecAVG arm is extrapolated from the literature. Data collected from 

this “virtual study” was subsequently used to inform the randomised controlled trial  

(RCT) comparing TCVC vs. ecAVGs described in Chapter 9. We propose that similar 

studies could be used to support the conduct of other RCTs (either to demonstrate potential 

cost savings to sponsors, or to assist in grant applications). This study has informed the 

power calculation for our subsequent trial, which is unique in the fact that it could be 

manipulated and modelled to take into account changes in practice that might occur over 

time or between units. The “virtual study” can also inform potential recruitment to 

subsequent RCTs by assessing acceptability of the novel intervention and likely refusal 
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rates or eligibility criteria for future studies. This is particularly relevant in trials of 

heterogeneous patient groups, such as those on dialysis, where strict inclusion criteria may 

necessitate large number of patients to be screened to determine eligibility. For example, a 

recent New England Journal of Medicine study evaluating tissue plasminogen activator 

(tPA) in dialysis catheter malfunction, failed to recruit the intended 380 participants 

despite screening nearly 2,500 patients (Hemmelgarn et al. 2011). The “virtual study” 

allowed us to assess likely uptake to a RCT prior to beginning recruitment. Finally, the 

results from our “virtual study” were used to support the application for conducting a RCT 

to our NHS trust sponsor, indicating that the study will, at a minimum, be cost-neutral to 

the hospital. This allowed our research to progress without the need to seek additional 

funding. In an era where research costs can often be prohibitive and charitable funding is 

limited, demonstrating potential cost-savings achievable from conducting the research 

itself has proven very valuable in this case.  

 

In conclusion, the “virtual study” is a novel research methodology that can be used to 

compare current standard practice to an alternative management strategy and model 

potential outcomes. We have used it to demonstrate that ecAVGs could provide a practical, 

acceptable and cost-effective alternative to TCVCs in patients requiring urgent vascular 

access for haemodialysis. 
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A RANDOMISED CONTROLLED TRIAL AND COST-

EFFECTIVENESS ANALYSIS OF EARLY CANNULATIONS 

GRAFTS VS. TUNNELLED CENTRAL VENOUS CATHETERS IN 

PATIENTS REQUIRING URGENT VASCULAR ACCESS FOR 

HAEMODIALYSIS 

 
9.1. INTRODUCTION 

 

On the back of the “virtual study” described in the previous chapter, a formal randomised 

controlled trial comparing ecAVGs to TCVCs in patients requiring urgent vascular access 

for HD was proposed. We hypothesised that ecAVG would result in a lower bacteraemia 

rate than TCVCs and could potentially deliver cost-savings. 

The timing of the randomised controlled trial was salient, in that it followed five years 

ofdeveloping experience with the Gore®ACUSEAL ecAVG. The technical lessons learned 

from evaluating our observational data (described in Chapter 7 of this thesis) were 

employed throughout the study period. 

Data from the “virtual study” suggested that a strategy of ecAVG as opposed to TCVCs 

could deliver cost-savings of nearly £1,000 at 6 months (Aitken et al. 2016). This 

demonstration of potential clinical cost-savings permitted engagement with our hospital’s 

Research and Development Department. After discussion, the randomised trial was 

allowed to commence without additional funding due to the potential financial benefits that 

the research could have for the clinical service. 

The randomised trial subsequently described was therefore performed based on the same 

rationale previously described for the “virtual study” (Chapter 8). It also represents a 

culmination of the clinical experience gained and is the actualisation of an ethos cultivated 

through the virtual study. 

9.2. METHODOLOGY 

9.2.1.  Study design and participants 

This prospective single-centre randomised controlled trial was performed in the 

Department of Renal Surgery, Western Infirmary, Glasgow. The trial protocol was 

published prior to the trial commencing (Aitken et al. 2015c). It was an inclusive study. All 
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patients aged 18 years or older with established renal failure who required urgent vascular 

access for HD (i.e. needed to dialyse within 48 hours for referral) were eligible to 

participate. Patients were excluded if they had a recent myocardial infarction (< 4 weeks), 

active systemic sepsis, no anatomically suitable vessels for ecAVG based on pre-operative 

imaging, anticipated life expectancy < 3months, existing AVF thought likely to be useable 

within 2 weeks, if they lacked capacity to provide informed consent, or declined 

participation in the study.  

The study protocol was reviewed and approved by the West of Scotland Research Ethics 

Committee 4 (13/WS/0187). All trial procedures followed were in concordance with the 

Declaration of Helsinki, 1975 (revised 2000). All participants provided written informed 

consent. A Trial Steering Committee was convened prior to the start of the study and 

annually to evaluate data and safety. All serious adverse events, defined as death or life-

threatening sepsis, were reported to the research ethics committee. 

9.2.2.  Randomisation 

Patients were randomly assigned (1:1) by a computer-generated randomisation sequence 

and sealed envelopes to receive either TCVC ± AVF or ecAVG ± AVF. Due to the nature 

of the treatment and any subsequent interventions, it was not possible to mask the 

allocation of treatment to patient, surgeon or study investigator. 

9.2.3.  Recruitment 

Patients were identified at time of referral to the Vascular Access Coordinator for urgent 

insertion of TCVC. All eligible patients were then approached by a member of the research 

team, the study discussed and, if agreeable, pre-operative imaging undertaken. 

9.2.4.  Procedures 

9.2.4.1.    Pre-operative planning 

All patients underwent Duplex ultrasound of both arms (and legs where no suitable upper 

limb option was determined). Both the venous and arterial tree was assessed and a pre-

operative plan made to site both ecAVG and native AVF (if possible). A minimum arterial 

cross-sectional diameter of 2mm was deemed necessary to sustain either AVF or ecAVG. 

Venous diameters of 2mm at the wrist and 3mm at the elbow were considered suitable for 

AVF (or forearm loop graft). A patent basilic/ axillary artery measuring at least 3mm was 

deemed necessary to site the venous outflow of an ecAVG. Care was taken in the choice of 

anatomical site for the ecAVG in order to preserve all possible sites for future autologous 
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access, with the site of native AVF favoured distally in the non-dominant arm. ecAVG was 

placed to accommodate optimal AVF placement. For example, a native left radiocephalic 

fistula and right brachioaxillary graft was favoured in a left-handed patient with good 

native vessels and no previous vascular access; whilst revision of an existing occluded left 

brachiocephalic fistula using an interposition ecAVG and contralateral elbow AVF would 

be considered in an elderly patient with poor vessels and occluded existing AVF.  

9.2.4.2.    TCVC ± AVF 

The TCVC ± AVF strategy reflected standard practice at our institution with TCVC 

insertion performed either by a radiologist or nurse specialising in TCVC insertion. A 

single dose of intravenous vancomycin was administered prior to line replacement. 

Tunnelled Ash Split® (Medcomp, Harleysville, PA, USA) 14Fr double-lumen 

polyurethane haemodialysis catheters were inserted with 280mm (left) or 320mm (right) 

catheters inserted via a Seldinger technique under image guidance. A standard catheter 

care protocol was employed throughout the study period. This demanded complete sterile 

precautions during insertion and manipulation with an assistant or non-touch technique to 

manipulating the hub of the catheter. Full aseptic technique was used to commence and 

disconnect from dialysis. The catheter hubs were wrapped with 70% isopropyl alcohol 

wipes to maintain asepsis and permit no touch initiation/ discontinuation of dialysis. At the 

end of dialysis, chlorhexidine cleansing of the skin was performed prior to application of a 

new sterile dressing and an interdialytic lock with TauroHep500™ (TauroPharm GmbH, 

Waldbűttelbrunn, Germany) was utilised.  

First haemodialysiswas performed by trained nursing staff within the In Patient Renal 

Unit.Subsequent dialysis sessions were performed at regional outpatient dialysis units in 

the West of Scotland. 

9.2.4.3.  ecAVG ± AVF 

Patients randomised to receive ecAVG ± AVF underwent anaesthetic assessment and 

surgery within 24 hours of randomisation wherever possible. Prophylactic vancomycin 1g 

intravenously (or teicoplanin if the patient was vancomycin allergic) was given 

preoperatively. All ecAVG implantations were performed by a single operating surgeon 

under either supraclavicular block or general anaesthetic.  
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The operative technique is summarised below, but employed all of the modifications 

described in Chapter 7. Alcoholic betadine was used for cleaning the skin and an Ioban™ 

skin covering (3M Healthcare, Bracknell, UK) applied to maintain strict asepsis. The 

vessels were exposed and controlled in a standard fashion. The Gore®ACUSEAL graft 

(W.L. Gore Associates, Flagstaff, AZ, USA) was then tunnelled in the subcutaneous fat 

using standard Kelly-Wick tunnellers. A 4-cm longitudinal venotomy was performed and 

the graft spatulated at the venous end in an attempt to minimise venous stenosis. A 4-6mm 

arteriotomy was made to accommodate the graft. Arterial and venous anastomoses were 

performed using continuous 5.0 Prolene. Colatamp™ (Tribute Pharmaceuticals, Milton, 

Ontario, Canada) was inserted prior to wound closure to minimise the risk of infection. 

Drains were not routinely used. 

First cannulation of the ecAVG was performed by trained dialysis nursing staff in the 

InPatient Renal Unit. The timing of cannulation was determined by clinical need with no 

minimum period post-surgery. Sharp needles (17G), low flows (200 to 250mL/min) and 

minimal heparin were used for first cannulation. Full aseptic technique was employed for 

cannulation and direct pressure applied at the needle sites for at least 10 minutes after the 

needles were removed. These same techniques were used for the first 2 weeks of 

cannulation. Thereafter, higher flow rates were permitted if necessary to achieve adequate 

dialysis clearance. Patients were discharged after at least two successful cannulations of 

the ecAVG. Maintenance dialysis was performed at Outpatient Dialysis Units in the West 

of Scotland.   

All patients completed one-week of intravenous vancomycin post-operatively. Heparin, 

warfarin and anti-platelet agents were administered at the discretion of the operating 

surgeon. All patients who re-presented with thrombotic complications were anti-

coagulated with warfarin  unless contraindicated. All ecAVGs underwent surveillance 

ultrasound and angiography at 3 months and at 3 monthly intervals thereafter. Any stenosis 

(on either imaging modality) in the context of access dysfunction was considered clinically 

significant, prompting angioplasty±stenting (for recurrent lesions). In the event of 

thrombosis aggressive attempts at declotting were made by a combined surgical and 

radiological approach. 

9.2.4.4.  Autologous AVF 

Patients in both treatment arms also underwent creation of an autologous AVF (if this was 

anatomically possible). In the ecAVG cohort, this was performed at the same time as 
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ecAVG if possible, otherwise every effort was made to provide the patient with 

opportunity of AVF creation on the next available theatre list (within 1-2 weeks). The 

ecAVG/TCVC was utilised for haemodialysis until the AVF was mature enough to 

cannulate. The decision to perform first cannulation of the AVF was taken by the clinical 

team (normally ~6 weeks after creation) following clinical assessment by the Vascular 

Access Co-ordinator. 

Once established on dialysis via an AVF the fate of a redundant ecAVG was decided after 

discussion between the patient and surgical team. In the majority of cases it was left in situ 

but on occasion was removed or ligated if required/wished. TCVCs were removed by the 

surgical team after six successful AVF cannulations as is standard practice.  

9.2.5.    Follow-up 

Patients were reviewed on day 1, day 7 and at 3 and 6 months. Additionally data on access-

related complications were recorded prospectively at each dialysis session. In addition to 

demographics and operative details, data were collected on perioperative complications, 

date of first access use, treatment delays, requirement for antibiotics and/or urokinase 

infusions, access complications (bacteraemia, local infection, thrombosis, stenosis, poor 

flows) and re-interventions (new access creation/ insertion, thrombectomy, angioplasty). 

Quality of life data were collected at time of entry to the study and 6-month follow-up.  

9.2.6.  Outcome measures 

The primary outcome measure was culture-proven bacteraemia at 6 months, defined 

according to the Centre for Disease Control (CDC) as laboratory confirmed positive 

peripheral blood cultures in association with clinical symptoms of access infection or 

failure to identify infection at a secondary site (Centre for Disease Control, 2015).  

Secondary outcomes were local infection, thrombosis, stenosis, re-interventions (including 

thrombectomy, antibiotics and urokinase locks), additional vascular accesses, quality of 

life, whether or not the access provided a “personal vascular access solution”(Aitken et al. 

2014a), length of inpatient hospital stay, and death at 6 months. Local infection was also 

defined according to CDC definitions as proven (laboratory confirmed positive cultures 

from local swabs) or suspected (clinical signs and symptoms but no positive culture) 

(Centre for Disease Control, 2015). Thrombosis was defined clinically as the absence of 

thrill or bruit from a graft and inability to dialyse via it, or the inability to dialyse via, flush, 
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or aspirate from a TCVC. Health-related quality of life (HR-QoL) was evaluated using the 

EuroQoL-5D (EQ-5D) questionnaire (Szende et al. 2007). 

 

9.2.7.  Sample size calculation 

A reduced incidence of systemic bacteraemia in the ecAVG ± AVF group was postulated. 

Using previously published bacteraemia rates for TCVCs and ecAVG in our own 

institution (Thomson et al. 2010; Aitken et al. 2014b), it was calculated that 53 patients 

would be needed in each group to provide 80% power to detect a reduction in the 

incidence of systemic bacteraemia from 24% to 5% at six months follow-up with α level 

0·05. In order to account for attrition/ loss to follow-up of 10%, we aimed to recruit 118 

patients (n=59 per arm). 

9.2.8.  Statistical analysis 

All analysis was performed on an intention-to treat basis. Any patient randomised but who 

withdrew from the study prior to the procedure was replaced by another patient but 

continued to be followed-up on an intention-to-treat basis. Normal distribution of data was 

confirmed by limited skewness and kurtosis. Results for continuous variables are reported 

as mean (± standard deviation [SD]) or median (interquartile range [IQR]). Access-related 

bacteraemia rates are presented both as a proportion of the total population (and risk ratio) 

and as a rate per 1,000 access days. Having confirmed normal distribution, treatment 

groups were compared using t-tests for continuous variables and χ2 tests for categorical 

variables. 

 

Additionally, a cost-effectiveness analysis was performed to compare the average total 

treatment costs within each arm. Average costs per patient were derived from direct 

resource utilization data along with the unit costs for each procedure.  Unit costs were 

obtained from 2013-2014 NHS Reference Costs, Scottish Health Service Costs 2014-2015 

and Personal Social Services Research Unit: Unit Costs of Health and Social Care 2015 

(Department of Health, 2015; Curtis, 2015). All costs e.g. bed days, material costs of 

ecAVG/ TCVC or antibiotics were derived directly from those observed in the study. An 

intention-to-treat analysis was conducted with the perspective of the provider.  Results 

summarise the average cumulative total costs per patient from trial initiation to 6-months 

of patient follow-up. 
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This trial was registered with the International Standard Randomised Controlled Trial 

Number (ISRCTN 80588541). 

 

9.3.  RESULTS 

 

Between December 5, 2013 and February 5, 2015, 121 patients were randomly assigned to 

ecAVG ±AVF group (n=60) or TCVC ±AVF group (n=61). 13 patients (10·7%) died 

during the follow-up period. No other patient was lost to follow-up (Figure 9.1).  

 

Table 9.1 shows baseline characteristics of randomised patients. 31·4% of patients (n=38) 

commenced dialysis for the first time (of whom 39·4% (n=15) were “crashlanders” i.e. 

known to a nephrologist of <90 days prior to starting dialysis). The remainder of patients 

had previously been on renal replacement therapy via another modality or vascular access 

which had failed (Table 9.2). AVF was the ultimate intended vascular access in 62·0% of 

patients (n=75), with the intention of long-term AVG in 33·1% (n=40). A total of 52 AVF 

in 34 patients were also made during the follow-up period. 

 

There was a significantly higher culture-proven bacteraemia rate in the TCVC ±AVF 

cohort (0·97 per 1 000 catheter days) compared to the ecAVG ±AVF cohort (0·19 per 

1,000 access days) with 16.4% of patients (n=10) developing culture-proven bacteraemia 

during the first 6 months in the TCVC ±AVF arm compared to 3·3% (n=2) in the ecAVG 

±AVF arm (risk ratio 0·2 95% CI 0·12, 0·56; P=0·02). Mortality was also higher in the 

TCVC ±AVF cohort with (16·4% [n=10] vs. 5% [n=3](risk ratio 0·3 95% CI 0·08, 0·45; 

P=0·04)). No patient died as a result of access-related complications (including access-

related sepsis). One patient died from a perioperative myocardial infarction (MI) in the 

ecAVG ±AVF arm. 

 

Median waiting time for TCVC insertion was 6 days (range: 1-21 days). Median waiting 

time for ecAVG insertion was 14 hours (range: 1- 168 hours) (P<0·001). Twice as many 

patients in the TCVC ±AVF cohort required a bridging temporary line than in the ecAVG 

±AVF cohort (49·2% [n=30] vs. 25·0% [n=15]; P=0·006). Median length of hospital stay 

for vascular access (including associated delays) was 4 (IQR 2,7) days in the ecAVG 

±AVF cohort and 7 (IQR 3,13) days in the TCVC ±AVF cohort (P<0·0001). Four patients 

in the ecAVG arm had perioperative complications: MI (n=2); venous hypertension and 

limb swelling (n=1); pseudoaneurysm (n=1).  Four patients had failed attempts at TCVC 

insertion and one had initial attempts at insertion abandoned due to flash pulmonary 
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oedema. Sites of ecAVG were as follows: upper arm (brachioaxillary) (n=33); forearm 

(brachial artery to basilic vein forearm loop) (n=2); lower limb (superficial femoral artery 

to subsartorial femoral vein) (n=10); interposition (inserted into previous fistula at site of 

aneurysm excision etc.) (n=8). Median time to first graft cannulation was 22 hours (range: 

30 minutes- 130 hours). 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Figure 9.1 Trial flow and CONSORT diagram of assignment to ecAVG or TCVC 
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Table 9.1: Baseline characteristics of patients randomised to ecAVG or TCVC. Data 
are presented as n (%) or mean ± SD unless otherwise stated.  
 
 Overall patient 

population 
(n=121) 
 

AVG 
(n=60) 

TCVC 
(n=61) 

Age (years) 57·8+/-15·6 54·5+/-15·3 60·9+/-15·5 
 

Sex (% male) 66 (54·5%) 32 (53·3%) 34 (57·4%) 
 

Primary renal disease 
Diabetes 
Multisystem 
Interstitial 
Glomerulonephritis 
Unknown 

 
30 (24.·%) 
17 (14·0%) 
28 (23·1%) 
26 (21·5%) 
20 (16.1%) 

 
19 (31·1%) 
4 (6·6%) 
15 (24·6%) 
12 (19·7%) 
20 (18·0%) 

 
11 (18·3%) 
13 (21·7%) 
13 (21·7%) 
14 (23·3%) 
9 (15·0%) 
 

Co-morbidities 
Diabetes 
IHD 
CVA 
Hypertension 
Obesity 

 
39 (32·2%) 
25 (20·7%) 
20 (16·5%) 
43 (35·5%) 
19 (15·7%) 
 

 
22 (36·7%) 
13 (21·7%) 
10 (16·7%) 
20 (33·3%) 
10 (16·7%) 
 

 
17 (27·9%) 
12 (19·7%) 
10 (16·4%) 
23 (37·7%) 
9 (14·8%) 
 

Access modality at 
time of randomization 
Failing transplant 
HD 
PD 
Pre-dialysis 

 
 
5 (4·1%) 
67 (55·3%) 
7 (5·8%) 
42 (34·7%) 

 
 
3 (5·0%) 
38 (63·3%) 
3 (5·0%) 
16 (26·7%) 

 
 
2 (3·4%) 
29 (48·3%) 
4 (6·7%) 
26 (43·3%) 
 

Time on dialysis 
(median, IQR) 

 
3·4 (2·5, 5·2) 

 
3·4 (3·2, 6·8) 

 
3·2 (1·8, 6·2) 
 

Previous vascular 
access (median, range) 
AVF 
TCVC 

 
 
2 (range:0-6) 
1 (range: 0-43) 

 
 
2 (range: 0-6) 
2 (range: 0-43) 

 
 
1 (range: 0-6) 
0 (range: 0-25) 

Access modality at 
time of randomization 
AVF 
AVG 
PD 
Pre-D/ failing transplant 
TCVC 

 
 
29 (24·0%) 
8 (6·6%) 
6 (5·0%) 
47 (38·8%) 
30 (24·8%) 

 
 
18 (30·0%) 
7 (11·7%) 
3 (5·0%) 
19 (31·1%) 
13 (21·7%) 

 
 
11 (18·0%) 
1 (1·6%) 
3 (4·9%) 
28 (45·9%) 
17 (27·7%) 
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Table 9.2: Indications for requiring “urgent” vascular access. Data are presented as n 
(%).  
 
Indication for needing access 
 

Number (%) 

Acute-on-chronic renal failure 
Late presentation 
Problems with AVF maturation 
Rapid progression to end-stage 
 

 
14 (11·6%) 
5 (4·1%) 
4 (3·3%) 

Failed transplant 
 

6 (5·0%) 

Problematic AVF/ AVG 
Aneurysm/ rupture 
Thrombosis 
Infection 
 

 
17 (14·0%) 
28 (23·1%) 
1 (0·8%) 

Problematic TCVC 
Thrombosis 
Infection 
 

 
13 (10·7%) 
12 (9·9%) 

Failed PD 
 

6 (5·0%) 

Crashlander  
 

15 (12·4%) 

 

Access complications and their implications are outlined in Table 9.3. 34 episodes of graft 

thrombosis were observed in 16 patients (26·7%). Patients in the TCVC ±AVF arm spent 

an average of 4·7 days/ patient in hospital for access-related complications compared to 

2·7 days/ patient in the ecAVG ±AVF arm (P<0·001). The total number of hospital days 

were reduced in the ecAVG ±AVF cohort in the 6 months following graft insertion 

compared to the 6 months prior to ecAVG insertion (4 days (IQR 3,7) vs. 8 days (IQR 

4,12); P=0·02). A similar trend was not seen in the TCVC ±AVF cohort (10 days (IQR 

8,14) vs. 8 days (IQR4,10)). Initial HR-QoL scores were comparable at entry to the study 

(total EQ-5D: 67 ± 12 vs. 67 ± 14; P=0·89). However at 6-month follow-up, patients in the 

ecAVG ±AVF cohort had better HR-QoL scores (74 ± 18 vs. 63 ± 16; P=0·001).  

 

At six-month follow-up only 23·3% (n=14) of patients in the ecAVG ±AVF arm and 

16·4% (n=10) of patients in the TCVC ±AVF arm were dialysing via autologous AVF. 34 

patients were still awaiting further attempts at achieving autologous access at the end of 6-

month follow-up. In the ecAVG ±AVF cohort 50% (n=30) were still using their ecAVG. 

In the TCVC ±AVF arm 52·5% (n=32) of patients were still dialysing via a TCVC. The 

ecAVG was deemed to be a “personal vascular access solution” (i.e. it was still being used 

for access, had served as a “bridge” to AVF maturation or transplantation or was the 

vascular access at time of death) in 73·3% of patients (n=44). 68·9% (n=42) in the TCVC 

±AVF arm could consider the initial TCVC to be their “personal solution”. 
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Table 9.3: Other vascular access complications and the implications of these 
including interventions and need for alternate vascular access.  Data are presented as 
number of episodes per patient in 6 months (n). * All of these complications resulted in access loss 
unless otherwise stated. ** Of the 36 episodes of stenosis requiring intervention 26 were venous, 7 
arterial, 1 cephalic arch and 2 central veins. @ One patient required urgent graft ligation for steal 
syndrome. The other cases were clinically relative mild and did not require urgent intervention. 
Three further grafts were ligated but this was after alternative access in the form of AVF had been 
established. 
 
 
Complication 
 

Episodes per patient in 6 months (n) 

TCVC ARM 
 
Infection 
Systemic proven 
Systemic suspected 
Access removed 
Additional hospital days 
Days with antibiotic treatment 

 
0·16 (n=10) 
0·07 (n=4) 
0·26 (n=15) 
2·49 (n=152) 
3·16 (n=193) 

Thrombosis/ inadequate flow* 
Urokinase 

0·15 (n=9) 
0.27 (n=17) 

Line displaced* 0·07 (n=4) 
Additional vascular access 
AVF  
Tenckhoff catheter 
AVG 
Temporary line 
TCVC 

 
0·38 (n=23) 
0·03 (n=2) 
0·08 (n=5) 
0·16 (n=10) 
0·32 (n=32) 

AVG ARM 
 
Infection 
Systemic proven 
Local proven 
Local suspected 
Access removed 
Additional hospital days 
Days with antibiotic treatment 

 
0·03 (n=2) 
0·1 (n=6) 
0·03 (n=2) 
0·05 (n=3) 
0·7 (n=42) 
3·37 (n=160) 

Thrombosis/ stenosis** 
Thrombosis 
Stenosis 
Surgical thrombectomy 
Surgical revision 
Angioplasty 
Stent 
Revision with additional graft (inc HeRO) 

 
0·57 (n=34) 
0·6 (n=36) 
0·52 (n=31) 
0·12 (n=7) 
0·5 (n=30) 
0·12 (n=7) 
0·03 (n=2) 

Graft erosion* 0·03 (n=2) 
Steal syndrome*@ 0·08 (n=5) (4 grafts were ligated) 
Wound dehiscence 0·02 (n=1) 
Pseudoaneurysm (re-exploration) 0·02 (n=1) 
Additional vascular access 
AVF  
Tenckhoff catheter 
AVG 
Temporary line 
TCVC 

 
0·48 (n=29) 
0·02 (n=1) 
0·03 (n=2) 
0·12 (n=7) 
0·27 (n=16) 
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In the ecAVG ±AVF arm, 32 patients (52.1%) had AVF planned as their definitive 

vascular access at the start of the study. 8 of these AVF (25%) thrombosed immediately, 6 

were deemed unsuitable to ever provide dialysis and 4 required an additional procedure to 

try to achieve functional patency. Of the 14 patients with failed AVF, 9 had a second 

attempt at AVF creation during the study follow-up. Only 14 patients (23.3%) were using 

their AVF at 6 months. With regards to relative placement of ecAVG and AVF in patients 

having both created (n=32), 15 were deemed to have a radiocephalic fistula option, 14 a 

brachiocephalic option and 3 only had a mid forearm or lower limb autologous option at 

the time of graft placement. 21 patients had placement of a contralateral brachioaxillary 

graft, 8 had an interposition graft (into an otherwise defunct fistula), two had forearm loops 

and one a leg graft. In both the patients with forearm loops, the ecAVG was utilised to 

mature an outflow cephalic or basilic vein, which was subsequently used to create an 

autologous fistula, suitable for immediate cannulation. No autologous access option was 

lost as a result of the ecAVG, even in the 10 patients whose grafts thrombosed. 

 

There was no significant difference in overall costs per patient at 6-months in the ecAVG 

±AVF compared to TCVC ±AVF arm (£11 393 vs £9 692, P=0.24).  Infection-related 

costs made up the largest proportion of costs in the TCVC ±AVF arm and were 

significantly higher than infection costs incurred in the ecAVG ±AVF arm (£2 011 vs. 

£453, P=0.02). Re-interventions made up the largest proportion of costs in the ecAVG 

±AVF arm (average £1 042 re-intervention costs per patient) (Table 9.4). 

 

A comparison between the findings of the “virtual study” (Chapter 7) and the randomised 

controlled trial has demonstrated that the overall cost savings of AVGs were greater in the 

RCT than in the “virtual study” (-£1,702 vs. -£927). The estimated costs of TCVC, TCVC 

infection and bed days as a result of TCVC complications were lower in the “virtual study” 

than in reality in the RCT. Similarly, bed day utilisation and procedural costs (especially 

re-intervention costs) were higher in the AVG in the RCT compared to the estimated costs 

of the “virtual study” (Table 9.5). 
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Table 9.4: Average costs per patient at six-months follow-up by treatment group. All 
costs are calculated in 2014-2015 pounds Sterling. *The other costs category refers to peritoneal 
dialysis catheter insertions and transplants.   
 

  
AVG TCVC 

Difference 
(AVG-
TCVC) P value 

N 60 61     

AVG procedure costs £2 432 £212 £2 220 <0.001 

AVF procedure costs £426 £465 -£40 0.7 

TCVC costs £390 £1 824 -£1 434 <0.001 

Temporary line costs £62     £121 -£60 0.003 

Index TCVC bed days £244 £4 222 -£3 978 <0.001 

Infection costs £453 £2 011 -£1 558 0.02 

AVG or AVF intervention costs £1 042 £85 £957 <0.001 

Bed day costs    £3 781 £1 965 £1 816 0.004 

Other costs*     £862 £487 £375 0.52 

Average total costs per patient at 180 days £9 692 £11 393 -£1 702 0.24 

 
 
Table 9.5: A comparison between findings of the “virtual study” and the RCT 

 Virtual study 
Difference (AVG-

TCVC) 

Randomised 
controlled trial 

Difference (AVG-
TCVC) 

RCT-virtual study 

AVG procedure costs 
 

£764 £2 200 £1 463 

AVF procedure costs 
 

£25 -£40 -£65 

TCVC costs 
 

-£265 -£1 434 -£1 169 

Temporary line costs 
 

-£9 -£60 -£51 

Index TCVC bed days 
 

-£972 -£3 978 -£3 006 

Infection costs 
 

-£854 -£1 558 -£704 

AVG or AVF 
intervention costs 

 

£663 £957 £294 

Bed days 
 

-£279 £1 816 £2,095 

Other additional costs 
 

£0 £375 £375 

Average total costs 
per patient at 180 

days 

-£927 £-1 702 -£775 
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9.4. DISCUSSION 

The study has demonstrated that the incidence of culture-proven bacteraemia in patients 

requiring “urgent” vascular access for HD was higher in those dialysing via a TCVC than 

those using an ecAVG. There was also a higher mortality rate observed in the TCVC±AVF 

cohort. ecAVGs were found to be cost-neutral with the initial outlays and costs of re-

intervention offset against lower costs conferred from the treatment of sepsis and treatment 

delays.  

This is the first randomised controlled trial comparing TCVCs to AVGs, however there is a 

significant quantity of observational data supporting the findings of this study. The higher 

mortality rate in patients dialysing via TCVCs is well described (Bray et al. 2012; Malas et 

al. 2015; Thomson et al. 2007). The survival difference between the access modalities 

emerges early in the life of the vascular access and is only in part attributable to infectious 

deaths (Bray et al. 2012; Thomson et al. 2010). Recent retrospective data collected from 

over half a million patients via the US Renal Data System indicates that cardiovascular and 

all-cause mortality are higher in patients dialysing via TCVC (Malas et al. 2015). In our 

study, whilst no patient died as a result of access-related bacteraemia, a clear difference in 

mortality rates was observed as early as six-month after insertion of the vascular access.  

Similarly, many large observational cohort studies concur with our finding of a higher 

culture-proven bacteraemia rate in TCVCs than AVGs. Three-fold higher rates of 

bacteraemia are commonly reported for TCVC than AVG (Taylor et al. 2002; Thomson et 

al. 2007). Data from these population-based studies is inherently vulnerable to selection 

bias with frailer, sicker patients more likely to dialyse via a line (Thomson et al. 2010). 

Additionally it can be difficult to compare infection rates between populations, and there 

are few observational studies comparing bacteremia rates between access modalities within 

the same population (Thomson et al. 2010). The magnitude of difference observed in the 

cohort studies is however similar to that observed in our series, adding validity to our 

results. It should be acknowledged that most of the reported bacteraemia rates for AVGs 

relate to traditional poly-tetrafluoroethylene (PTFE) grafts and not ecAVGs. Previously 

published small case-series of ecAVGs report slightly lower culture-proven bacteraemia 

rates of 0·2-0·3 per 1,000 access days (Aitken et al. 2014b; Glickman et al. 2015; Chiang 

et al. 2014). The rate of culture-proven bacteraemia observed in this study was also lower 

than previously published in both ecAVG ±AVF and TCVC ±AVF cohorts. We attribute 

this to good practice, with strict infection control measures employed both at the time of 

access insertion and for graft cannulation/ catheter care.  
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Most importantly, this study reflects real-world practice with an inclusive recruitment 

strategy. We have demonstrated the role that ecAVGs can play in an unselected cohort of 

patients requiring “urgent” vascular access for HD, making the findings of this study both 

clinically applicable and generalisable to a wide variety of patients. Conversely however, 

the population is very heterogeneous. It may be that there are specific subgroups of 

patients more or less likely to benefit from ecAVG/ TCVC. The study was underpowered 

for any subgroup analysis. One such subgroup of interest is the “crashlanders”. It had been 

anticipated that this would be a study principally of “crashlanders”, however in actuality 

less than one-third of patients were new-starts onto dialysis. De novo dialysis patients pose 

unique challenges. The National Kidney Foundation Vascular Access Report (2012) found 

that 60% of “crashlanders” still had their TCVC six months after commencing dialysis and 

AVF maturation rates are poorer in patients already on HD via a TCVC (Weber et al. 

2009; Brunori et al. 2005), supporting the adage “start with a line, stay on a line”. It is 

essential to optimise the initial vascular access as legacy of bad access decision-making 

may have lifelong implications for patients. For these reasons we hypothesise that the 

beneficial effects of the ecAVG may be even more marked in the cohort of “crashlanders” 

but this study was not powered to demonstrate this.  

We observed a high rate of autologous fistula failure, with 2.2 attempts at AVF creation for 

every successfully matured AVF. This high failure rate is not significantly different from 

that observed in other randomised trials. Dember and colleagues (2008) found that 60% of 

AVF remained unsuitable for use five months after creation and reflects the difficulties 

creating autologous access in a contemporaneous dialysis patient cohort. These patients 

run the risk of surgical fatigue with second and subsequent AVF having lower success 

rates, longterm line use leading to central vein stenosis, and ultimate patient refusal of 

further perceived futile attempts at vascular access (Aitken et al. 2014a; Nica et al. 2013). 

Although the high thrombosis rate of AVG is well recognised (Akoh, 2009; Schild et al. 

2007), there is good observational data to suggest that the cumulative patency rates of 

AVGs are at least comparable to AVF up to two years accounting for the high early 

primary failure of AVF (Lok, 2007; Allon & Lok, 2010). Whilst, we do not advocate 

choosing an AVG over a native AVF, such factors need to be considered in choosing the 

correct access for the correct patient, particularly if the patient’s life expectancy is short. 

Prior to embarking on the study, the authors had concerns that ecAVG would risk 

compromising future sites for upper limb autologous access, particularly given the whole 

premise of the work was to view vascular access planning as a lifetime journey (initially 
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inspired by trying to minimise autologous options lost as a result of central vein stenosis 

from inappropriate TCVC use). In reality however, we did not find this to be the case. Of 

the 32 patients having both ecAVG and AVF made, one had lower limb ecAVG and 8 had 

interposition grafts into already defunct AVF, so no potential autologous option was 

compromised. In two cases, a forearm loop ecAVG was actually used to mature the 

outflow vein for subsequent successful AVF creation. We therefore, despite our initial 

concerns, have been relatively reassured that, in this study, ecAVG placement has not 

compromised any future options for autologous access placement. 

More than a study of ecAVGs versus TCVCs per se, this study is considered a 

comparsison of strategies and approaches to vascular access provision. A change in 

practice has been evaluated, with a move away from TCVC as default to an ethos that 

considers alternative options to permit line avoidance. Such a change in practice requires a 

concerted, team-based approach to minimise inertia in the system, as evidenced by the fact 

that, with effort, ecAVG could be inserted within 14 hours of referral compared to a 6 days 

wait-time for TCVC (acknowledging that this may lead to bias with fewer temporary lines 

inserted in the ecAVG ±AVF cohort). We adopted an ethos of native primary (with 

preservation of the best autologous option) and future access planning. No patient had an 

access placed (either TCVC or ecAVG) without considering what their “exit strategy” 

from that access was (i.e. a long-term plan). Such a change in approach to vascular access 

requires a greater integration in care. We observed a shift in service demands away from 

interventional radiology, who traditionally placed TCVCs in all of these patients, towards 

surgery, with a greater ownership of complications by the surgical service for patients 

within the ecAVG ±AVF cohort. A policy of ecAVG insertion requires flexibility in 

operative planning and commitment to provide a 24/7 graft thrombectomy service in order 

to achieve a line-minimisation culture. Significant education of nephrology and nursing 

colleagues is also required to ensure correct cannulation technique and minimise graft 

complications. Furthermore, it must also be acknowledged (as we have observed moving 

forward adopting the findings of this study into clinical practice), that adoption of such a 

monumental strategy in vascular access provision on a large scale requires significant 

redistribution of resources (both manpower and monetary) to reflect the additional 

pressures placed on the surgical service. 

Locally, the timing of the randomised controlled trial was critical. The protocol and 

implementation built on five years of exponential experience with ecAVGs and the lessons 

learned from this e.g. a long venous anastomosis to reduce outflow stenosis and the 
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importance of education and graft care to minimise infective complications and 

pseudoaneurysm formation (as described in Chapter 7). Furthermore, the “virtual study” 

(Chapter 8) provided a financial incentive to consider an alternative to the status quo. 

Perhaps most importantly however, the study came at a time when the mind-set of 

clinicians within the unit was beginning to change. The study was certainly driven by a 

small number of committed “early adopters”(Rogers, 1962), but was generally received 

positively by clinicians and dialysis nurses who recognised difficulties with current 

standard practice and were keen to engage with any research that might lead to an 

alternative. This attitude certainly aided in recruitment. Additionally, the RCT itself has 

actually guided and shaped clinical practice moving forward. Rather than the paradigm 

shift previously described and anticipated, we have observed a mission creep (Anon., 

2016), with ecAVG slowly becoming our local standard of care for patients requiring 

vascular access urgently. There has been significant stakeholder engagement at a clinical 

level, with nephrologists now referring directly to the surgical service for ecAVG rather 

than TCVC. Currently however, this ad hoc approach remains sporadic and under-

resourced. Large-scale implementation of this practice will require significant 

redistribution of resources and funding. As described, an access practice with a large 

number of ecAVG requires a commitment and provision to deal with the complications, 

especially thrombosis, expectantly. This requires investment in surgical services to provide 

adequate flexible theatre time and manpower without detracting from an elective service, 

which should still maintain an ethos of fistula primacy. In summary, this study highlights 

how research that answers an important clinical question, can be rapidly disseminated into 

a clinical environment. Moreover, the simply conducting the study, appears to have 

improved clinical outcomes with a reduction in overall Staph.aureus bacteraemia rates 

from 1.75 per 1,000 catheter days in September 2011 to 0.45 per 1,000 catheter days in 

September 2015 (P. Thomson, personal communication), a observation that, at least in 

part, can be attributed to an overall shift in the prevalent vascular access modality from 

TCVC to AVG.  

In conclusion, this study demonstrates that a strategy of ecAVG ±AVF for patients 

requiring urgent vascular access for haemodialysis reduces culture-proven bacteraemia rate 

and mortality at 6-months compared to TCVC ±AVF. The implementation of these 

findings into clinical practice will necessitate a paradigm shift in thinking towards vascular 

access, and supports a culture of “Fistula First” rather than “Line Last”. Successful 

vascular access provision requires a team-based approach that incorporates close 

integration between the prescription of care by nephrologists and the provision of care by 
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surgeons and interventional radiologists, within the wider context of provision of cure 

through renal transplantation. The successful delivery of this philosophy can help patients 

receive a more optimally tailored, “personalised vascular access solution”. 
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CONCLUSION 
 

10.1.  CONCLUSIONS 

 

Vascular access is the ‘key modifiable risk factor’ (National Kidney Care Vascular Access 

Report, 2012, pp.6) for mortality in patients on HD. Despite this, it remains 

underrepresented in the nephrology literature with fewer than 60 randomised controlled 

trials published in the worldwide literature prior to initiation of this thesis (Kian & Asif, 

2010; Inston & Jones, 2014). A niche audience, heterogeneous patient population and 

multiple non-standard outcome measures often hinder publication of studies of vascular 

access in high impact journals (Lok & Oliver, 2003).  The relative dearth of existing 

evidence presented a blank canvas and unique opportunity for the work presented in this 

thesis however. 

 

Contrary to the previous precedent, research in vascular access actually lends itself very 

well to randomised controlled trials (Inston & Jones, 2014). A high early AVF failure rate 

(30-40%) (Dember et al. 2008) means that it is possible to adequately power a study for an 

end-point of immediate thrombosis with fewer than 100 patients. The overwhelming 

importance of early maturation on long-term outcomes necessitates only short follow-up 

period to achieve clinically relevant results. It is possible to instigate RCTs of 

interventions, devices and operative technique that are not subject to the same especially 

stringent regulations and legislation as would be a drug study (Medicines and Healthcare 

Products Regulatory Agency, n.d). Furthermore, as an awareness of the potential role of 

AVGs refines, industry support is likely to assist in the funding of larger multicentre 

RCTs, which are expensive to run. It is vital that such studies remains clinician led and 

industry-supported, to ensure that the most appropriate and clinical relevant questions are 

asked.  

 

This thesis includes three novel randomised clinical trials of vascular access (operative 

technique, anaesthetic technique and a new device/product) each of which, unlike many 

other studies in renal medicine, had a positive result. The study presented in Chapter 6, 

which demonstrated superior patency at 3 months in AVF created under brachial plexus 

block compared to local anaesthesia, was recently published in the The Lancet and is one 

of only three vascular access publications ever published in a journal with impact factor 

>45. 
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The focus of this thesis has been on optimising vascular access in incident haemodialysis 

patients. It acknowledges the significant impact that vascular access has on early dialysis 

mortality and the legacy of poor early vascular access decision-making.  The importance 

“getting it right from the start” cannot be overemphasised (Lok, 2007). Mortality rates on 

haemodialysis are highest within the first year, with catheter-related infection the principal 

cause of death among these patients (UK Renal Registry, 2014.; USRDS, 2006.; Pietro 

Ravani et al. 2013). Patients who start dialysis via a line are more likely to remain with a 

line (Weber et al. 2009; UK Renal Registry, 2014.; National Kidney Care, 2012.). Data 

from the UK Renal Registry indicate that 59.8% of patients starting on a TCVC continue 

to dialyse via a TCVC at 3 months (UK Renal Registry, 2014) and the presence of a CVC 

at the time of dialysis commencing is associated with poorer AVF maturation (Brunori et 

al. 2005). Central venous stenosis can occur with just a few days of line exposure and has 

significant impact on longevity of future vascular access (Agarwal et al. 2007; Moist et al. 

2012; Jackson et al. 2014).  Within this thesis five distinct areas of practice relevant to 

incident vascular access creation have been explored: 

 

1. Central vein stenosis and avoidance of future problems. 

2. Predicting maturation of autologous access. 

3. Promotion of maturation of autologous access. 

4. Individualising vascular access provision. 

5. The problem of “crashlanders” . 

Chapters 5 and 6 describe randomised controlled trials of modifications in operative and 

anaesthetic technique aimed at optimising maturation of autologous AVF. Interventions to 

improve AVF maturation should minimise the number of unnecessary vascular access 

procedures and improve autologous vascular access usage amongst incident patients.  

Previous observational studies have demonstrated that modifications to suturing technique 

may affect anastomotic haemodynamics and affect early AVF thrombosis rates (Hong et 

al. 2013; Moini et al. 2009; Zeebregts et al. 2004), however the study presented in this 

thesis is the first RCT of a suturing technique to demonstrate differential outcomes in AVF 

patency. It has shown improved early (6-week) patency rates in radiocephalic fistulae 

created using an interrupted suturing technique compared to a continuous suturing 

technique. Similarly, prior observational studies have demonstrated improved blood flow 

at 8 weeks in AVF created under brachial plexus block (BPB) compared to local 

anaesthesia (LA) (Sahin et al. 2011), however the results presented in Chapter 6 are the 

first to demonstrate improvements in the clinically relevant end point of  primary patency 
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at 3 months in a randomised controlled trial comparing BPB to LA.  

The importance of tailoring vascular access to the individual is repeatedly highlighted 

throughout this thesis. The concept of the arteriovenous fistula as a ‘gold standard” 

vascular access (Fluck & Kumwenda, 2011) is challenged. Whilst, arteriovenous fistulae 

have traditionally been the access of choice, changing patient demographics and the 

evolution of graft technologies means that ‘the subject is in a perpetual state of evolution 

(therefore) gold standards are, by definition, almost never reached’ (Duggan, 1992 pp. 

1569) and may necessitate refining the definition of ‘gold standard’ towards a more 

patient-centred strategy. 

Chapter 2 describes the local experience in the West of Scotland with TCVC use and the 

changes that occurred following aggressive intervention to reduce line usage. These 

observational data demonstrated that, whilst in prevalent patients it was possible (with 

aggressive surgical intervention) to convert 20% of patients who were dialysing via a 

TCVC to an AVF, the majority (over two-thirds) were subjected to multiple failed 

interventions and associated morbidity with no resultant autologous AVF. This highlighted 

two important issues: firstly the difficulty in obtaining autologous access in prevalent 

patients after several failed attempts and the importance of getting it right from the start 

with incident patients; and secondly, that blindly enforcing a policy of “Fistula First” is not 

necessarily in the best interests of the individual patient (Drew & Lok, 2014). A fistula 

primacy at all costs approach will inevitably lead to inadvertent surgical fatigue and 

prolonged catheter dependence (Lok, 2007) and patient-centred care must therefore be 

considered “best practice” for vascular access provision (Drew & Lok 2014).  The 

emphasis of the research in this thesis is directed towards finding pragmatic, patient-

focussed solutions to clinically relevant problems. Likewise, Chapter 3 describes the 

legacy of poor vascular access decision-making in incident patients and highlights the 

difficulties in achieving sustainable vascular access in patients with bilateral central vein 

stenosis. A targetted and individualised approach is necessary in these patients with “end-

stage” vascular access also. Despite the difficulties, lower limb vascular access and HeRO 

grafts can prove effective in these complex patients, however an “exit strategy” in terms of 

cure through renal transplantation (expedited or otherwise) is necessary for long-term 

survival in most of these patients. 

Chapter 4 evaluated uraemia and renal function as a predictor for AVF maturation in pre-

dialysis patients. No association was found between eGFR at the time of access creation 

and either short or long-term patency. However increasing serum urea was associated with 
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worse clinical patency at 6 weeks and poorer long-term outcomes from RCF, suggesting 

for that the timing of AVF creation in pre-dialysis patients may actually influence AVF 

outcome. 

Chapters 7, 8 and 9 describe our work with ecAVGs and highlight the role that these novel 

devices may play in clinical practice, particularly in relation to incident haemodialysis 

patients and “crashlanders”. The evolution of a practice is described from the initial case 

series, through modification of the technique, development of a concept in the “virtual 

study”, to implementation in a RCT. The early case series with Gore® ACUSEAL 

highlights the versatility of the graft in a range of clinical settings including “end-stage” 

complex vascular access patients and as a “bridge” to alternative vascular access. The 

potential role of an ecAVG as an alternative to TCVC in “crashlanders” and incident 

patients requiring expectant vascular access was highlighted. Complication rates, 

particularly venous stenosis, infection and pseudoaneurysm, were high in the early patient 

cohort and modifications of operative and cannulation technique acquired through 

experiential learning and education have been described (Chapter 7). The “virtual study” 

(Chapter 8) represents progression of the concept of the role of ecAVGs by demonstrating, 

in a feasibility study, that ecAVG can provide an acceptable, practicable and cost-effective 

alternative to TCVCs. Finally the randomised controlled trial (Chapter 9) confirms a 

significantly lower rate of access related bacteraemia at 6 months in patients requiring 

“urgent” vascular access with ecAVG compared to TCVC. 

Traditionally TCVC have been considered default in patients without mature autologous 

access who require to start haemodialysis. From the outset of the work with ecAVG it was 

anticipated that the implementation of ecAVG into clinical practice for this purpose would 

necessitate a “paradigm shift”(Rodriguez et al. 2000) in thinking on vascular access. In 

fact, a gradual “mission creep” (Anon., 2016) of practice change has been observed. In the 

past five years, as the combined local experience of ecAVG has grown, there has been a 

gradual shift away from TCVCs in favour of ecAVGs. This is an excellent example of how 

the research described in this thesis has rapidly shaped clinical practice. Moreover, I was 

surprised and intrigued to observe the almost symbiotic relationship between the research 

described in this thesis and practice development, particularly in relation to ecAVG. A few 

“early adopters” who modified the operative technique through experiential learning 

initially embraced the concept. Education was vital in those early stages. Further uptake 

and adoption of ecAVGs into routine clinical practice in our unit was expedited by the 

existence of the randomised trial. The clinical trial drew interest to an otherwise 
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underrecognised area of practice and many clinicians became engaged in discussion on the 

role of ecAVG. Whilst it is evident that the RCT could not have progressed were it not for 

a rapid expansion in the clinical service, it is also my belief that the service would not have 

expanded so rapidly were it not for engagement with the clinical trial. This highlights the 

importance of the integration of clinical research into clinical practice with gains and 

benefits evident for both parties. Research, quality improvement and practice development 

are not independent of each other and may actually draw mutually beneficial conclusions. 
 

10.2. MOVING FORWARD: IMPLEMENTATION INTO CLINICAL PRACTICE 

 

Locally, the findings of the RCTs on suturing and anaesthetic techniques have been almost 

universally adopted into clinical practice as examples of evidence-based medicine 

informing clinical practice. Resource issues regarding the availability of trained 

anaesthetists and additional time added to the procedure are currently limiting the universal 

adoption of BPB for simple AVF creation. 

 

As described above, the implementation of an ecAVG practice has been exponential. The 

early adaptations to practice involved modification of operative or cannulation technique, 

however the latter changes relate to the evolution and modification of an entire service. 

Over the past few years, during which this research was conducted, the number of AVGs 

used in prevalent patients in the West of Scotland has increased from 0.8% (October 2011) 

to 5.9% (October 2016). Nearly 10% of incident patients now commence dialysis via an 

ecAVG (P. Thomson, personal communication). Such a change in practice has, and will, 

necessitate redistribution of resources, away for the radiology service, that traditionally 

inserted TCVCs, to the surgical service to support an increase in the number of ecAVG 

procedures. Furthermore, the unpredictable nature of the need to insert and 

thrombectomise grafts requires a previously unnecessary flexibility in access to theatre 

time and manpower. The ecAVG “package” is an excellent example of the importance of 

“process”, rather than simply a procedure, in driving change and improving quality of care 

(Stevenson et al. 2007). Currently this remains a fluid situation and is likely to continue to 

evolve as the exact role for ecAVGs in clinical practice emerges. 

As alluded to previously, the research presented in this thesis forms part of the work to 

develop a fledgling Vascular Access Service in Glasgow. The clinical and academic 

aspects of this service have developed in parallel. In 2011 only 42% of incident patients at 

our institution commenced HD via an AVF; the Staph.aureus bacteraemia rate was 1.8 per 
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1,000 access days; >10% of patients had bilateral CVS (the legacy of years of poor 

vascular access decision-making); and there was one Vascular Access Nurse Specialist 

(whose role it was to co-ordinate TCVC insertion). There was an ethos of absolute 

autologous primacy. Now, despite the fact that still fewer than half of our incident patients 

commence dialysis via an AVF, the Staph.aureus bacteraemia rate is only 0.8 per 1,000 

catheter days; only 3% of patients have bilateral CVS; and there is a dedicated Vascular 

Access Multidisciplinary Team. The focus is now on individualised care with the aim to 

provide every patient a “personal vascular access solution”. The local service has expanded 

rapidly and the team has taken a coordinating role in the improvement of vascular access 

services nationally with the publication of the Scottish Haemodialysis Vascular Access 

Appraisal (Oliver et al. 2015). 

Personally, it has been an exciting time to be involved in vascular access research. Locally, 

the rapid expansion of a service has provided me with great scope to undertake varied 

research and also take an active role in service development and quality improvement. 

Globally, the last couple of years have brought increased recognition of the need for and 

opportunities that research into vascular access provides. Since 2011, there have been over 

2,000 peer-reviewed publications (including 15 RCTs) on vascular access. 20% of the 

randomised controlled trials in the vascular access world literature in the past 5 years are 

presented in this thesis.  

 

10.3.  FUTURE RESEARCH 

 

Our work on ecAVGs and incident patients has highlighted the lack of standardised 

definitions for access infection and functional patency in patients not yet established on 

dialysis. Whilst definitions of catheter-related bacteraemia (Taylor et al. 2002; Thomson et 

al. 2010) and functional patency in maintenance dialysis patients (Sidawy et al. 2008) are 

well established, terminology for graft infection and functional patency in pre-dialysis 

patients is not. In our studies, we have used a combination of the ultrasound-based “rule of 

6s” (NKF-KDOQI, 2006) and clinician assessment to define functional patency in pre-

dialysis patients. We found 100% concordance between the two measures; however both 

are arbitrary, historical and have not been validated. Similarly we have observed that, 

whilst systemic bacteraemia rates associated with AVGs are significantly lower than 

TCVCs, the pattern of infective complications differs significantly and would caution 

against using similar terminology to compare the differ access modalities as definitions of 

systemic bacteraemia are likely to underestimate the burden of infection associated with 
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AVGs. Instead we propose a range of terms to fully characterise graft infections: a. local 

vs. systemic; b. culture proven vs. suspected; c. temporal (early infections are commonly 

localised associated with post-operative haematoma; late infections are generally 

associated with inoculation from cannulation and often lead to systemic bacteraemia) 

(Kingsmore, 2016). 

 

One of the limitations of current research in vascular access is the heterogeneous nature of 

the patient cohort. Whilst this is reflective of the “real-world” practice encountered by the 

clinician, the “dirty data” obtained from research in a mixed patient cohort limits 

reproducibility and can lead to difficulties in publication. (Certainly this author has often 

received feedback from reviewers that the variation in the patient cohort limits 

transferability and clinical applicability). Future research is likely to need to target more 

specific patient groups e.g. “crashlanders” or “end stage access”. Clearly defined 

terminology for these patient cohorts will also be necessary, particularly since recruitment 

of patients from small, specific patient cohorts is likely to need greater collaboration and 

multicentre trials (thus far lacking in vascular access). 

Future randomised controlled trials need to ask clinically relevant questions of the right 

patient groups. We have demonstrated the benefit of ecAVGs over TCVCs in provided 

immediate vascular access for dialysis, however it is likely the AVGs have an additional 

role in other clinical settings. The demographic of the dialysis population is changing. 

Elderly, co-morbid patients are now the norm (Scottish Renal Registry, 2015). Previously 

held-beliefs, for example the ‘gold standard’ standard arteriovenous fistula and start 

distally and work proximally when planning autologous access need to be challenged 

(Fluck & Kumwenda, 2011; NKF-KDOQI, 2006). The previously published RCTs 

comparing AVGs to AVFs failed to address true clinical problems, instead comparing BBF 

to forearm loop grafts (Keuter et al. 2008) and forearm loops with primary RCF in patients 

with suboptimal vessels (Rooijens et al. 2005). At the time, both studies found that the 

prosthetic graft required more interventions to maintain patency, adding support to the 

ethos of “Fistula First”.  Latterly however, the high primary failure rate of autologous 

access in an aging, co-morbid dialysis population, coupled with a resurgence in interest in 

the role of AVGs, mean that the scene may once again be set for a multicentre RCT of 

prosthetic versus autologous access.  

In my opinion the following are the most important contemporaneous clinical questions in 

vascular access that could be answered via RCT: 
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1. Brachiobasilic fistula versus brachioaxillary graft in patients with no or failed 

cephalic options? 

2. Pre-emptive AVF or “watch-and wait” (±ecAVG) for pre-dialysis patients over 70 

years old 

3. “Distal first” versus “single best option” for autologous access 

It is my intention to continue clinical research in vascular access, taking forward these 

questions into multicentre randomised controlled trials in the coming year. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 
 
 
 
 



 243 

 
BIBLIOGRAPHY 

 

Afsar, B., Elsurer, R., Covic, A. & Kanbay, M. (2012). "Vascular access type, health-
related quality of life, and depression in haemodialysis patients: a preliminary report." J. 
Vasc. Access, 13(2): pp.215–220. 
 
Agarwal, A.K. (2013). "Central Vein Stenosis". Am. J. Kidney Dis., 61(6): pp.1001–1015. 
 
Agarwal, A.K., Patel, B.M. & Haddad, N.J. (2007). "Central Vein Stenosis: A 
Nephrologist's Perspective." Semin. Dialysis, 20(1): pp.53–62. 
 
Aitken, E., Kasthuri, R. & Kingsmore, D.B. (2012a). "A comparison of outcome from 
surgical and endovascular salvage procedures for occluded arteriovenous fistulae." J. Vasc. 
Access, 13(1): pp.126.  
 
Aitken, E. & Kingsmore, D.B. (2012b). "The changing workload burden of vascular access 
on an emergency CEPOD theatre." J. Vasc. Access, 13(4): pp.555. 
 
Aitken, E., McLellan, A., Glen, J., Serpell, M., Mactier, R., Geddes, C. & Clancy, M. 
(2013). "Pain resulting from arteriovenous fistulae: prevalence and impact." Clin. Nephrol. 
80(5): pp.328–333. 
 
Aitken, E., Stevenson, K.S., Gingell-Littlejohn. M., Aitken, M., Clancy, M. & Kingsmore, 
D.B. (2014a). "The use of tunnelled central venous catheters: inevitable or systems 
failure?" J. Vasc. Access, 15(5): pp.344–350. 
 
Aitken, E., Jackson. A.J. & Kingsmore, D.B. (2014b). "Early cannulation prosthetic graft 
(Acuseal) for arterioveous access: a useful option to provide a personal vascular access 
solution." J. Vasc. Access, 15(6): pp. 481-485 
 
Aitken, E., Jackson, A.J., Kasthuri, R. & Kingsmore, D.B. (2014c). "Bilateral central vein 
stenosis: options for dialysis access and renal replacement therapy when all upper 
extremity access possibilities have been lost." J. Vasc. Access, 15(6): pp.466-473 
 
Aitken, E., Jackson, A., Kong, C., Coats, P. & Kingsmore, D. (2014d). "Renal function, 
uraemia and early arteriovenous fistla failure." BMC Nephrology, 15(1): pp.179-185 
 
Aitken, E., Geddes, C., Thomson, P., Kasthuri, R., Chandramohan, M., Berry, C. & 
Kingsmore, D.B. (2015a). "Immediate access arteriovenous grafts versus tunnelled central 
venous catheters: study protocol for a randomised controlled trial." Trials, 16(1): pp.1-6 
 
Aitken, E., Honour, P., Johnson, N. & Kingsmore, D.B. (2015b). "Is there an association 
between central vein stenosis and line infection in patients with tunnelled central venous 
catheters?" J. Vasc. Access, 16(Suppl. 9): pp.42–47. 
 



 244 

Aitken, E., Iqbal, K., Thomson, P. & Kingsmore, D.B. (2016). "Are early cannulation 
arteriovenous grafts (ecAVG) a viable alternative to tunnelled central venous catheters 
(TCVCs)? An observational “virtual study” and budget impact analysis." J. Vasc. Access, 
17(3): pp.220–228. 
 
Akoh, J.A. (2009). "Prosthetic arteriovenous grafts for haemodialysis." J. Vasc. Access, 
10(3): pp.137-147. 
 
Akoh, J.A. & Hakim, N.S. ed. (2001). "Dialysis Access: Current Practice." London: 
Imperial College Press 
 
Al-Jaishi, A.A., Oliver, M.J., Thomas, S.M., Lok, C.E., Zhang, J.C., Garg, A.X., Kosa, 
S.D., Quinn, R.R. & Moist, L.M. (2014). "Patency rates of the arteriovenous fistula for 
haemodialysis: a systematic review and meta-analysis." Am. J. Kidney Dis., 63(3): pp.464-
478 
 
Allemang, M.T., Schmotzer, B., Wong, V.L., Lakin, R.O, Woodside, K.J., Schulak, J.A., 
Wang, J. & Kashyap, V.S. (2014). "Arteriovenous grafts have higher secondary patency in 
the short term compared with autologous fistulae." Am. J. Surg., 208(5): pp.800–805. 
 
Allon, M. (2007). "Current Management of Vascular Access." Clin. J. Am. Soc. Nephrol. 
2(4): pp.786–800. 
 
Allon, M., Dinwiddle, L., Lacson, E., Latos, D.L., Lok, C.E., Steinman, T. & Weiner, D.E. 
(2011). "Medicare Reimbursement Policies and Haemodialysis Vascular Access 
Outcomes: A Need for Change." J. Am. Soc. Nephrol. 22(3): pp.426–430. 
 
Allon, M., Robbin, M.L., Young, C.J., Deierhoi, M.H., Goodman, J., Hanaway, M., 
Lockhart, M.E. & Litovsky, S. (2013). "Preoperative Venous Intimal Hyperplasia, 
Postoperative Arteriovenous Fistula Stenosis, and Clinical Fistula Outcomes." Clin. J. Am. 
Soc. Nephrol. 8(10): pp.1750–1755. 
 
Allon, M., Greene, T., Dember L.M., Vita, J.A., Cheung, A.K., Hamburg, N.M., Imrey, 
P.B., Kaufman, J.S., Robbin, M.L., Shiu, Y.T., Terry, C.M., Umphrey, H.R. & Feldman, 
H.I. (2016). "Association between Preoperative Vascular Function and Postoperative 
Arteriovenous Fistula Development." J. Am. Soc. Nephrol., 27(12): pp.3788-3795.  
 
Allon, M. & Robbin, M.L. (2002). "Increasing arteriovenous fistulas in haemodialysis 
patients: Problems and solutions." Kidney Int. Suppl., 62(4): pp.1109–1124. 
 
Allon, M. & Lok, C.E. (2010). "Dialysis Fistula or Graft: The Role for Randomised 
Clinical Trials." Clin. J. Am. Soc. Nephrol. 5(12): pp.2348–2354. 
 
Al-Shakarchi, J. & Inston, N. (2015a). "Timing of cannulation of arteriovenous grafts: are 
we too cautious?" Clin. Kidney J. 8(3): pp. 287–292. 
 



 245 

Al-Shakarchi, J., Houston, G. & Inston, N. (2015b). "Early cannulation grafts for 
haemodialysis: a systematic review." J. Vasc. Access, 16(6): pp.493–497. 
 
Al-Shakarchi, J., Houston, G., Jones, R.G. & Inston, N. (2015c). "A Review on the 
Haemodialysis Reliable Outflow (HeRO) Graft for Haemodialysis Vascular Access." Eur. 
J. Vasc. Endovasc. Surg. 50(1): pp.108–113. 
 
Alwall, N., Norviit, L. & Steins, A.M. (1949). "On the Artificial Kidney IV." Acta Medica 
Scandinavica, 132(4): pp.392–411. 
 
Ambalavanan, S., Rabetay, G. & Cheung, A. (1999). "High Efficiency and High Flux 
Haemodialysis." In: R. Schrier, ed. (1999) "Increasing arteriovenous fistulas in 
haemodialysis patients: Problems and solutions". Philadelphia: Blackwell Science [online]. 
Available at: <http://www.kidneyatlas.org/book5/adk5-03.ccc.QXD.pdf.> 
 
American Kidney Fund (2013). "Kidney disease statistics." [online] Available at: 
<http://www.kidneyfund.org/about-us/assets/pdfs/akf-kidneydiseasestatistics-2012.pdf> 
[Accessed July 6, 2015]. 
 
American Society of Nephrology (n.d.). "KHI Current Project: Clinical Trial Endpoints for 
Dialysis Vascular Access." [online] Available at: <http://www.asn-
online.org/khi/project.aspx?ID=20> [Accessed August 17, 2016]. 
 
Anonymous (2016). "Mission creep." [online] Available at: 
<http://en.m.wikipedia.org/wiki/Mission_creep> [Accessed August 29, 2016]. 
 
Antoniou, G.A., Lazarides, M.K., Georgiadis, G.S., Sfyroeras, G.S., Nikolopoulos, E.S. & 
Giannoukas, A.D. (2009). "Lower-extremity Arteriovenous Access for Haemodialysis: A 
Systematic Review." Eur. J. Vasc. Endovasc. Surg., 38(3): pp.365–372. 
 
Archer, E., Hand, G.A. & Blair, S.N. (2013). "National Health and Nutrition Examination 
Survey." PLoS ONE, 8(10): p.e76632.  
 
Ashby, D.R., Power, A., Singh, S., Choi, P., Taube, D.H., Duncan, N.D. & Cairns, T.D. 
(2009). "Bacteremia associated with tunnelled haemodialysis catheters: outcome after 
attempted salvage." Clin. J. Am. Soc. Nephrol. 4(10): pp.1601-1606.  
 
Astor, B.C., Eustace, J.A., Power, N.R., Klag, M.J., Fink, N.E., Coresh, J. (2005). "Type of 
Vascular Access and Survival among Incident Haemodialysis Patients: The Choices for 
Healthy Outcomes in Caring for ESRD (CHOICE) Study." J. Am. Soc. Nephrol. 16(5): 
pp.1449–1455. 
 
Ayarragaray, J.E.F. (2003). "Surgical treatment of haemodialysis-related central venous 
stenosis or occlusion: Another option to maintain vascular access." J. Vasc. Surg. 37(5): 
pp.1043–1046. 
 



 246 

Bachleda, P., Kalinova, L., Utikal, P., Kolar, M., Hricova, K. & Stosova, T. (2012) 
"Infected Prosthetic Dialysis Arteriovenous Grafts: A Single Dialysis Center Study." Surg. 
Infect. 13(6): pp.366–370. 
 
Baek, I., Bai, C.Z., Hwang, J., Nam, H.Y., Park, J.S. & Kim, D.J. (2012) "Paclitaxel 
coating of the luminal surface of haemodialysis grafts with effective suppression of 
neointimal hyperplasia." J. Vasc. Surg. 55(3): pp.806–814.e1. 
 
Bagul, A., Kaushik, M., Kay, M.D. & Nicholson, M.L. (2015) "An Alternative Vascular 
Access Technique for Haemodialysis; The Loop Mid-Thigh Graft." The Annals of The 
Royal College of Surgeons of England. 88(5): pp.500–501. 
 
Bakken, A.M., Protack, C.D., Saad, W.E., Lee, D.E., Waldman, D.L. & Davies, M.G. 
(2007). "Long-term outcomes of primary angioplasty and primary stenting of central 
venous stenosis in haemodialysis patients." J. Vasc. Surg. 45(4): pp.776–783. 
 
Baran, D. (2006). "Deceased Donor Kidney Allocation in the US, Europe, Australia and 
New Zealand." [online] Available at : <http://www.organsandtissues.ca/s/wp-
content/u[ploads/2011/11/Deceased_Donor_Allocation.pdf> [Accessed 27th December 
2016]. 
 
Battistella, M., Bhola, C. & Lok, C.E. (2011). "Long-term Follow-up of the Haemodialysis 
Infection Prevention With Polysporin Ointment (HIPPO) Study: A Quality Improvement 
Report." Am. J. Kidney Dis. 57(3): pp.432–441. 
 
Bay, W.H., Henry, M.L., Lazarus, J.M., Lew, N.L., Ling, J. & Lowrie, E.G. (1998). 
"Predicting Haemodialysis Access Failure with Color Flow Doppler Ultrasound." Am. J. 
Nephrol. 18(4): pp.296–304. 
 
Beathard, G.A. (1992). "Percutaneous transvenous angioplasty in the treatment of vascular 
access stenosis." Kidney Int. Suppl. 42(6): pp.1390–1397. 
 
Beathard, G.A. (2015). "How is arteriovenous fistula longevity best prolonged?: The role 
of optimal fistula placement." Sem. Dialysis. 28(1): pp.20–24. 
 
Bell, D.D. & Rosental, J.J. (1988). "Arteriovenous Graft Life in Chronic Haemodialysis: A 
Need for Prolongation." Arch. Surg. 123(9): pp.1169–1172. 
 
Benrashid, E., Youngwirth, L.M., Mureebe, L. Lawson, J. (2017) "Operative of 
perioperative management of infected arteriovenous grafts." J. Vasc. Access 18(1): pp.13-
21 
 
Berard, X., Ottaviani, N., Brizzi, V., Deglise, S., de Precigout, V., Ducasse, E., Combe, C. 
& Midy, D. (2015). "Use of the Flixene vascular access graft as an early cannulation 
solution." J. Vasc. Surg. 62(1): pp.128–134. 
 



 247 

 
Blake, P.G. (2012). "A Renaissance for PD in Acute Kidney Injury." Perit. Dial. Int. 32(3): 
pp.237–237. 
 
Blake, P.G., Quinn, R.R. & Oliver, M.J. (2013). "Peritoneal Dialysis and the Process of 
Modality Selection." Perit. Dial. Int. 33(3): pp.233–241. 
 
Bloembergen, W.E., Stannard, D.C., Port, F.K., Wolfe, R.A., Pugh, J.A., Jones, C.A., 
Greer, J.W., Golper, T.A. & Held, P.J. (1996). "Relationship of dose of haemodialysis and 
cause-specific mortality." Kidney Int. Suppl. 50(2): pp.557–565. 
 
Bowling, C.B. & O’Hare, A.M. (2012). "Managing Older Adults With CKD: 
Individualised Versus Disease-Based Approaches." Am. J. Kidney Dis. 59(2): pp.293–302. 
 
Bradbury, B.D., Fissell, R.B., Albert, J.M., Anthony, M.S., Critchlow, C.W., Pisoni, R.L., 
Port, F.K. & Gillespie, B.W. (2007)." Predictors of early mortality among incident US 
haemodialysis patients in the Dialysis Outcomes and Practice Patterns Study (DOPPS)." 
Clin. J. Am. Soc. Nephrol. 2(1): pp.89–99. 
 
Bray, B.D., Boyd, J., Daly, C., Donaldson, K., Doyle, A., Fox, J.G., Innes, A., Khan, I., 
Peel, R.K., Severn, A., Shilliday, I., Simpson, K., Stewart, G.A., Traynor, J. & Metcalfe, 
(2012). "Vascular access type and risk of mortality in a national prospective cohort of 
haemodialysis patients." QJM. 105: pp.1097–1103.  
 
Brazier, J., Roberts, J., Tsuchiya, A. & Busschbach, J. (2004). "A comparison of the EQ5D 
and SF6D across seven patient groups". Health Econ. 13(9): pp.873–884. 
 
Brescia, M.J., Cimino, J.E., Appel, K. & Baruch, J. (1966). "Chronic haemodialysis using 
venipuncture and a surgically created arteriovenous fistula." N. Engl. J. Med. 275(20): 
pp.1089–1092. 
 
British Broadcasting Corporation (2009). "Asia facing 'diabetes explosion.'” [online] 
Available at: <http://news.bbc.co.uk/1/hi/world/asia-pacific/8069431.stm>  [Accessed July 
6, 2015]. 
 
Browne, L.D., Bashar, K., Griffin, P., Kavanagh, E.G., Walsh, S.R. & Walsh, M.T. (2015). 
"The Role of Shear Stress in Arteriovenous Fistula Maturation and Failure: A Systematic 
Review." PLoS ONE, 10(12): p.e0145795. 
 
Brunori, G., Ravani, P., Mandolfo, S., Imbasciati, E., Malberti, F. & Cancarini, G. (2005). 
"Fistula maturation: doesn't time matter at all?" Nephrol. Dial. Transplant. 20(4): pp.684–
687. 
 
Campbell, C.V., Goffena, D.G.M., Lewis, J.D., Myers, D.J. & Sparling, C.M. (1999). 
"Thin-wall polytetrafluoroethylene tube." US Patent 6027779. 
 



 248 

Canadian Council for Donation and Transplantation (2007). "Kidney Allocation in 
Canada: A Canadian Forum." [online]. Available at: 
<http://www.organsandtissues.ca/s/wp-
content/uploads/2011/11/Kidney_Allocation_FINAL.pdf.> [Accessed March 26, 2016]. 
Canadian Society of Nephrology (2006). "Clinical Practice Guidelines for Haemodialysis. 
Chapter 4: Vascular Access." J. Am. Soc. Nephrol. 17(3) (Suppl 1): pp.S1–27. 
 
Cancer Research UK (2014). "Cancer mortality statistics." [online] Available at: 
<http://www.cancerresearchuk.org/health-professional/cancer-statistics/mortality> 
[Accessed July 6, 2015]. 
 
Centre for Disease Control (2015).  "Bloodstream infection event (central line- associated 
bloodstream infection and non-central line-associated bloodstream infection." [online] 
Available at: <http://www.cdc.gov/nhsn/PDFs/pscM/anual/4PSC_CLABScurrent.pdf.> 
[Accessed August 28, 2016]. 
 
Chan, M.R., Sanchez, R.J., Young, H.N. & Yevzlin, A.S. (2007). "Vascular access 
outcomes in the elderly haemodialysis population: a USRDS study." Semin. Dial. 20(6): 
pp.606–610. 
 
Chan, M.R., Young, H.N., Becker, Y.T. & Yevzlin, A.S. (2008). "Obesity as a Predictor of 
Vascular Access Outcomes: Analysis of the USRDS DMMS Wave II Study." Semin. Dial. 
21(3): pp.274–279. 
 
Chao, C.T. (2013). "Diagnosis of Acute Kidney Injury: Current Controversies." General 
Medicine [e-journal]. Accepted 5th January 2013, Published 25th January 2013. Available 
at: <http://www.esciencecentral.org/journals/diagnosis-of-acute-kidney-injury-current-
controversies-2327-5146.1000e101.php?aid=10975. [Accessed 27th December 2016].  
 
Chemla, E. (2014). "St.George's Hospital Experience with Acuseal." London, UK. 25-28th 

April 2014. London: Charing Cross Symposium. 
 
Chemla, E.S., Korrakuti, L., Makanjuola, D. & Chang, A.R. (2005). "Vascular Access in 
Haemodialysis Patients with Central Venous Obstruction or Stenosis: One Center’s 
Experience." Ann. Vasc. Surg. 19(5): pp.692–698. 
 
Chemla, E.S., Nelson, S. & Morsy, M. (2011). "Early Cannulation Grafts in Straight 
AxilloAxillary Angioaccesses Avoid Central Catheter Insertions." Semin. Dial. 24(4): 
pp.456–459. 
 
Chen, N.X. & Moe, S.M. (2003). "Arterial calcification in diabetes." Curr. Diab. Rep. 3(1): 
pp.28–32. 
 
Chen, Y.X., Chen, L.E., Seaber, A.V. & Urbaniak, J.R. (2001). "Comparison of continuous 
and interrupted suture techniques in microvascular anastomosis." J. Hand Surg. Am. 26(3): 
pp.530–539. 



 249 

 
 
Cherukuri, A., Salama, A.D., Carter, C.R., Landsittel, D., Arumugakani, G., Clark, B., 
Rothstein, D.M. & Baker, R.J. (2016). "Reduced human transitional B cell T1/T2 ratio 
is associated with subsequent deterioration in renal allograft function." Kidney Int. Suppl. 
[e-journal]. Published 28th October 2016. Available at: <http://www.kidney-
international.org/article/s0085-2538(16)30481-1/pdf>. [Accessed 27th December 2016]. 
 
Chiang, N., Hulme, K.R., Haggart, P.C. & Vasudevan, T. (2014). "Comparison of 
FLIXENE™ and standard PTFE arteriovenous graft for early haemodialysis." J Vasc. 
Access, 15(2): pp.116-122 
 
Chazapis, M., Kaur, N. & Kamming, D. (2014). "Improving the peri-operative care of 
patients by instituting a "block room" for regional anaesthesia". BMJ Qual. Improv. Report 
[online]. Available at: < doi:10.1136/bmjquality.u204061.w1769>. [Accessed 21st 
December 2016]. 
 

Chinitz, J.L, Yokoyama, T., Bower, R. & Schwarz, C. (1972). "Self-sealing prosthesis for 
arteriovenous fistula in man". ASAIO Journal. 18(1): p.452. 
 
Clancy, M. (2016). "Glasgow Transplant Unit Activity". (Personal communication 1st May 
2016). 
 
Clark, R.E., Apostolou, S. & Kardos, J.L. (1976). "Mismatch of mechanical properties as a 
cause of arterial prostheses thrombosis". Surgical Forum. 27(62): pp.208-210. 
 
Coburn, M.C. & Carney Jr., W.I. (1994). "Comparison of basilic vein and 
polytetrafluoroethylene for brachial arteriovenous fistula". J. Vasc. Surg. 20(6): pp.896–
904. 
 
Collins, A.J., Foley, R.N., Gilbertson, D.T. & Chen, S.C. (2009). "The State of Chronic 
Kidney Disease, ESRD, and Morbidity and Mortality in the First Year of Dialysis". Clin. J. 
Am. Soc. Nephrol. 4(Suppl. 1): pp.S5–S11. 
 
Combs, S.A. & Davison, S.N. (2015). "Palliative and end-of-life care issues in chronic 
kidney disease". Curr. Opin. Support. Palliat. Care, 9(1): pp.14–19. 
 
Croatt, A.J., Grande, J.P., Hernandez, M.C., Ackerman, A.W., Katusic, Z.S. & Nath, K.A. 
(2010). "Characterisation of a model arteriovenous fistula in the rat: the effect of L-
NAME". Am.J.Pathol. 176: 2530-2541 
 
Crowther, M.A., Clause, C.M., Margetts, P.J., Julian, J., Lambert, K., Sneath, D., Nagai, 
R., Wilson, S. & Ingarm, A.J. (2002). "Low-Intensity Warfarin Is Ineffective for the 
Prevention of PTFE Graft Failure in Patients on Haemodialysis: A Randomised Controlled 
Trial". J. Am. Soc. Nephrol. 13(9): pp.2331–2337. 
 



 250 

 
 
Cull, J.D., Cull, D.L., Taylor, S.M., Carsten, C.G., Snyder, B.A., Youkey, J.R., Langan, 
E.M. & Blackhurst, D.W. (2004). "Prosthetic thigh arteriovenous access: outcome with 
SVS/AAVS reporting standards". J. Vasc. Surg. 39(2): pp.381–386. 
 
Curtis, L. (2012). Unit Costs of Health and Social Care. [online] Available at: 
<http://kar.kent.ac.uk/32408/l/full-with-covers.pdf> [Accessed May 6, 2014]. 
 
Curtis, L. (2015). Unit Costs of Health and Social Care 2015. [online] Available at: 
<http://kar.kent.ac.uk/32408/1/full-with-covers.pdf> [Accessed May 20, 2016]. 
 
Dageforde, L.A, Harms, K., Feurer, I.D., Wright, A. & Shaffer, D. (2013). "Pre-operative 
vein mapping predicts failure of arteriovenous fistula maturation and long-term patency". 
J. Am. Coll. Surg. 217(3): p.S157. 
 
Dammers, R., De Haan, M.W., Planken, N.R., van der Sande, F.M. & Tordoir, J.H.M. 
(2003a). "Central vein obstruction in haemodialysis patients: Results of radiological and 
surgical intervention". Eur. J. Vasc. Endovasc. Surg. 26(3): pp.317–321. 
 
Dammers, R., Planken, R.N., Pouls, K.P., Van Det, R.J., Burger, H., van der Sande, F.M. 
& Tordoir, J.H.M. (2003b). "Evaluation of 4-mm to 7-mm versus 6-mm prosthetic 
brachial-antecubital forearm loop access for haemodialysis: results of a randomised 
multicentre clinical trial". J. Vasc. Surg. 37(1): pp.143–148. 
 
Darby, C.R., Roy, D., Deardon, D. & Cornall, A. (2006). "Depopulated Bovine Ureteric 
Xenograft for Complex Haemodialysis Vascular Access". Eur. J. Vasc. Endovasc. Surg. 
31(2): pp.181–186. 
 
Daugirdas, J.T. (2012). "Handbook of Chronic Kidney Disease Management." Lippincott 
Williams & Wilkins: Philadelphia. 
 
Davis, D. (2006). "The Ethics of Organ Transplantation. The Presidents Council on 
Bioethics:. Available at: 
https://bioethicsarchive.georgetown.edu/pcbe/background/davispaper.html. [Accessed 
March 23, 2015]. 
 
Davoudi, M., Tayebi, P. & Beheshtian, A. (2013). "Primary patency time of basilic vein 
transposition versus prosthetic brachioaxillary access grafts in haemodialysis patients". J. 
Vasc. Access, 14(2): pp.111–115. 
 
Dember, L.M., Beck, G.J., Allon, M., Delmez, J.A., Dixon, B.S., Greenberg, A., 
Himmelfarb, J., Vazquez, M.A., Gassman, J.J., Greene, T., Radeva, M.K., Braden, G.L., 
Ikizler, T.A, Rocco, M.V., Davidson, I.J., Kaufman, J.S., Meyers, C.M., Kusek, J.W. & 
Feldman, H.I. (2008). "Effect of Clopidogrel on Early Failure of Arteriovenous Fistulas for 
Haemodialysis: A Randomised Controlled Trial". JAMA. 299(18): pp.2164–2171. 



 251 

 
 
Department of Health (2010). "Payment by Results for Kidney Dialysis Project Group: 
interim report" [online]. Available at: 
<http://webarchive.nationalarchives.gov.uk/20090204135622/http:/dh.gov.uk/en/Publicatio
nsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_087652.> [Accessed 23rd 
June 2014]. 
 
Department of Health (2013). "NHS Reference Costs: Financial Year 2011-2012". [online] 
Available at: <http://www.gov.uk/government/publications/nhs-referencecosts-financial-
year-2011-to-2012> [Accessed August 15, 2014]. 
 
Department of Health (2015). "NHS Reference Costs: Financial Year 2013 - 2014". 
[online] Available at: <https://www.gov.uk/government/publications/nhs-referencecosts- 
financial-year-2013-to-2014>. [Accessed May 20, 2016]. 
 
DeSilva, R.N., Patibandla, B.K., Vin, Y., Narra, A., Chawla, V., Brown, R.S. & Goldfarb-
Rumyantzev, A.S. (2013). "Fistula First Is Not Always the Best Strategy for the Elderly". 
J. Am. Soc. Nephrol. 24(8): pp.1297–1304. 
 
de Wit, G.A., Ramsteijn, P.G. & de Charro, F.T. (1998). "Economic evaluation of end 
stage renal disease treatment". Health Policy, 44(3): pp.215–232. 
 
Dhingra, R.K., Young, E.W., Hulbert-Shearon, T.E., Leavey, S.F. & Port, F.K. (2001). 
"Type of vascular access and mortality in US haemodialysis patients". Kidney Int. Suppl. 
60(4): pp.1443–1451. 
 
Diabetes Leadership Initiative (2012). "Addressing a major complication of diabetes to 
reduce health care costs". [online] Available at: 
<http://c.ymcdn.com/sites/www.chronicdisease.org/resource/resmgr/CKD/FINAL_DLI_W
hite_Paper_1_DI12.pdf.> [Accessed 6th July 2015]. 
 
Diabetes UK (2014). "Diabetes: Facts and statistics" [online]. Available at: 
<https://www.diabetes.org.uk/Documents/About%20Us/Statistics/Diabetes-key-stats-
guidelines-April2014.pdf.> [Accessed 6th  July 2015]. 
 
Dialysis Outcomes and Practice Patterns Study (DOPPS) Collaborators (2012). "Dialysis 
Outcomes and Practice Patterns Study DOPPS Annual Report" [online]. Available at: 
<http://www.dopps.org/annualreport> [Accessed July 7, 2015]. 
 
Disbrow, D.E., Cull, D.L., Carsten, C.G., Yang, S.K., Johnson, B.L. &Keahey, G.P. 
(2013). "Comparison of Arteriovenous Fistulas and Arteriovenous Grafts in Patients with 
Favorable Vascular Anatomy and Equivalent Access to Health Care: Is a Reappraisal of 
the Fistula First Initiative Indicated?" J. Am. Coll. Surg. 216(4): pp.679–685. 
 
Diskin, C. (2003). "Observations on therapeutic drug use and haemodialysis vascular 



 252 

access faliure". Am. J. Kidney Dis. 41(4): pp.901 
 
Dixon, B.S., Beck, G.J., Vazquez, M.A., Greenberg, A., Delmez, J.A., Allon, M., Dember, 
L.M., Himmelfarb, J., Gassman, J.J., Greene, T., Radeva, M., Davidson, I.J., Ikizler, T.A., 
Braden, G.L., Fenves, A.Z., Kaufman, J.S., Cotton, J.R., Martin, K.J., McNeil, J.W., 
Rahman, A., Lawson, J.H., Whiting, J.F., Hu, B., Meyers, C.M., Kusek, J.W. & Feldman, 
H.I. (2009). "Effect of dipyridamole and aspirin on haemodialysis graft patency". N. Eng. 
J. Med. 360(21): pp.2191–2201. 
 
Dixon, B.S., Novak, L. & Fangman, J. (2002). "Haemodialysis vascular access survival: 
Upper-arm native arteriovenous fistula". Am. J. Kidney Dis. 39(1): pp.92–101. 
 
Donati, G., Coli, L., Cianciolo, G., LaManna, G., Cuna, V., Montanari, M., Gozzetti, F. & 
Stefoni, S. (2012). "Thrombosis of TunnelledCuffed Haemodialysis Catheters: Treatment 
With HighDose Urokinase Lock Therapy". Artif. Organs, 36(1): pp.21–28. 
 
Donnelly, S.M. & Marticorena, R.M. (2012). "When Is a New Fistula Mature? The 
Emerging Science of Fistula Cannulation". Semin. Nephrol. 32(6): pp.564–571. 
 
Drew, D.A. & Lok, C.E. (2014). "Strategies for planning the optimal dialysis access for an 
individual patient". Curr. Opin. Nephrol. Hypertens. 23(3): pp.314–320. 
 
Duggan, PF. (1992). "Time to abolish 'gold standard'". BMJ. 304(6841): pp. 1568-1569. 
 
Dukkipati, R., Peck, M., Dhamija, R., Hentschel, D.M., Reynolds, T., Tammewar, G. & 
McAllister, T. (2013). "Biological Grafts for Haemodialysis Access: Historical Lessons, 
State of the Art and Future Directions". Semin. Dial. 26(2): pp.233–239. 
 
Dunn, I., Frumkin, E., Forte, R., Requena, R. & Levowitz, B.S. (1972). "Dacron velour 
vascular prosthesis for haemodialysis". Proc. Clin. Dial. Transplant. Forum, 2: pp.85. 
 
Edwards, G.A. & Ramshaw, J. (1995). "Early Performance Appraisal of the Omniflow Il 
Vascular Prosthesis as an Indicator of Long-Term Function". J. Long Term Eff. Med. 
Implants, 5(1): pp.1-10 
 
Ekberg, H., Tedesco-Silva, H., Demirbas, A., Vitko, S., Nashan, B., Gurkan, A., Margeiter, 
R., Hugo, C., Grinyo, J.M., Frei, U., Vanrenterghem, y., Daloze, P. & Halloran, P.F., 
(2007). "Reduced Exposure to Calcineurin Inhibitors in Renal Transplantation". N. Eng. J. 
Med. 357(25): pp.2562–2575. 
 
Ene-Iordache, B., Mosconi, L., Remuzzi, G. & Remuzzi, A. (2001). "Computational Fluid 
Dynamics of a Vascular Access Case for Haemodialysis". J. Biomech. Eng. 123(3): 
pp.284–292. 
 
 
 



 253 

Erben, J., Kvasnicka, J., Bastecky, J. & Vortel, V. (1969). "Experience with routine use of 
subclavian vein cannulation in haemodialysis". Proc. Eur. Dial. Transplant. Ass. 6: pp.59-
64 
 
Eriksen, B.O. & Ingebretsen, O.C. (2006). "The progression of chronic kidney disease: A 
10-year population-based study of the effects of gender and age". Kidney Int. Suppl. 69(2): 
pp.375–382. 
 
Ethier, J., Mendelssohn, D.C., Elder, S.J., Hasegawa, T., Akizawa, T., Akiba, T., Canaud, 
B.J. & Pisoni, R.L. (2008). "Vascular access use and outcomes: an international 
perspective from the Dialysis Outcomes and Practice Patterns Study". Nephrol. Dial. 
Transplant. 23(12): pp.4088. 
 
Eurotransplant (2014). "ET Kidney Allocation Systems (ETKAS/ ESP/ ESDP)". [online] 
Available at: 
http://www.eurotransplant.org/cms/mediaobject.php?file=Chapter4_thekidney7.pdf 
[Accessed April 3, 2016]. 
 
Evans, R.P., Meecham, L., Buxton, P., Jafferbhoy, S., Legge, J., Papp, L., Ehsan, O. & 
Pherwani, A.D. (2015). "Vascular access in the obese: superficialisation of native radio-
cephalic and brachio-cephalic fistulae". J. Vasc. Access, 16(2): pp.126–129. 
 
Falk, A. (2007). "Use of the Femoral Vein as Insertion Site for Tunnelled Haemodialysis 
Catheters". J. Vasc. Interv. Radiol. 18(2): pp.217–225. 
 
Feldman, H.I., Held, P.J., Hutchinson, J.T., Stoiber, E., Hartigan, M.F. & Berlin, J.A. 
(1993). "Haemodialysis vascular access morbidity in the United States:. Kidney Int. Suppl. 
43(5): pp.1091–1096. 
 
Feldman, H.I., Kobrin, S. & Wasserstein, A. (1996). "Haemodialysis vascular access 
morbidity". J. Am. Soc. Nephrol. 7(4): pp.523–535. 
 
Fernandez-Martin, J.L., Martinez-Camblor, P., Dionisi, M.P., Floege, J., Ketteler, M., 
London, G., Locatelli, F., Gorriz, J.L., Rutkowski, B., Ferrerira, A., Bos, W.J., Covic, A., 
Rodriguez-Garcia, M., Sanchez, J.E., Rodguriguez-Puyol, D. & Cannata-Andia, J.B. 
(2015). "Improvement of mineral and bone metabolism markers is associated with better 
survival in haemodialysis patients: the COSMOS study". Nephrol. Dial. Transplant. 30(9): 
pp.1542-1541.   
 
Fernstrom, A., Hylander, B., Olofsson, P. & Swedenborg, J. (1988). "Long and short term 
patency of radiocephalic arteriovenous fistulas". Acta Chirurgica Scandinavica, 154(4): 
pp.257–259. 
 
Ferraresso, M., Bertoli, S., Nobili, P. & Bortolani, E.M. (2013). "Early experience with a 
newly developed electrospun polycarbonate-urethane vascular graft for haemodialysis 
access". J. Vasc. Access, 14(3): pp.252-256. 



 254 

 
Finn, R. (2008). "ESRD population likely to increase 60% by 2020" [online]. Available at: 
<http://www.oncologypractice.com/fileadmin/content_pdf/imn/archive_pdf/vol41iss2/700
25_main.pdf.> [Accessed 15th January 2015]. 
 
Fistula First Breakthrough Initiative (2013).  "Fistula First Breakthrough Initiative". 
[online] Available at: <www.fistulafirst.org/AboutFistulaFirst/FFBI/Data.aspx> [Accessed 
May 22, 2013]. 
 
Fluck, R. & Kumwenda, M. (2011). "Clinical Practice Guidelines: Vascular Access for 
Haemodialysis" (The Renal Association, 5th ed.) [online] London: The Renal Association 
(Published 2011). Available at : <http://www.renal.org/docs/default-source/guidelines-
resources/Vascular_Access_for_Haemodialysis_-_FINAL_VERSION_-
_05January_2011.pdf?sfvrsn=0>. [Accessed 28th Decemeber 2016]. 
 
Freemesm, M. (2013). "Semipermeable membrane". [online] Available at: 
<http://en.m.wikipedia.org/wiki/File:Semipermeable_membrane_(svg).svg> [Accessed 
28th December 2016]. 
 
Fulton, J.J. (2009). "Balancing 'fistula first' with a “catheter last” strategy". Nephrol. News 
Issues, 23(6): pp.28–30. 
 
Funaki, B. (2012). "Central Venous Access: A Primer for the Diagnostic Radiologist". Am. 
J. Roentgenol. 179(2): pp.309–318. 
 
Gerdisch, M., Hinkamp, T. & Ainsworth, S.D. (2003). "Blood flow pattern and 
anastomotic compliance for interrupted versus continuous coronary bypass grafts". Heart 
Surg. Forum. 6(2): pp.65-71. 
 
Gibson, K.D., Gillen, D.L., Caps, M.T., Kohler, T.R., Sherrard, D.J. & Stehman-Breeen, 
C.O. (2001). ""Vascular access survival and incidence of revisions: A comparison of 
prosthetic grafts, simple autogenous fistulas, and venous transposition fistulas from the 
United States Renal Data System Dialysis Morbidity and Mortality Study. J. Vasc. Surg. 
34(4): pp.694–700. 
 
Gibyeli Genek, D., Tuncer Altay, C., Unek, T., Sifil, A., Secil, M. & Camsari, T. (2015). 
"Can primary failure of arteriovenous fistulas be anticipated?" Hemodial. Int. 19(2): 
pp.296–305. 
 
Gilbert, J.A. & Gibbs, P.J. (2011). "Good Long Term Patency Rates Associated with an 
Alternative Technique in Vascular Access Surgery – The Adductor Loop Arteriovenous 
Graft". Eur. J. Vasc. Endovasc. Surg. 41(4): pp.566–569. 
 
Glickman, M.H. (2011). "HeRO Vascular Access Device". Semin. Vasc. Surg. 24(2): 
pp.108–112. 
 



 255 

Glickman, M.H. (2016). "Early cannulation graft: Acuseal". J. Vasc. Access, 17: pp.S72-
74 
 
Glickman, M.H., Stokes, G.K., Ross, J.R., Schuman, E.D.,Sternbergh, W.C., Lindberg, 
J.S., Money, S.M. & Lorber, M.I. (2001). "Multicentre evaluation of a polyurethaneurea 
vascular access graft as compared with the expanded polytetrafluoroethylene vascular 
access graft in haemodialysis applications". J. Vasc. Surg. 34(3): pp.465–473. 
 
Glickman, M.H., Burgess, J., Cull, D., Roy-Chaudhury, P. & Schanzer, H. (2015). 
"Prospective multicentre study with a 1-year analysis of a new vascular graft used for early 
cannulation in patients undergoing haemodialysis". J. Vasc. Surg. 62(2): pp.434–441. 
 
Glover, G.W., Bowie, R., Stoves, J., Wilkinson, D. & Mercer, K.G. (2007). "Brachial 
plexus block for formation of arteriovenous fistula is associated with improved patency". 
Anaesthesia, 62: pp.424-427. 
 
Go, A.S., Chertow, G.M., Fan, D., McCulloch, C.E. & Hsu, C.H. (2004). "Chronic kidney 
disease and the risks of death, cardiovascular events, and hospitalisation". N. Eng. J. Med. 
351(13): pp.1296–1305. 
 
Golledge, J., Smith, C.J., Emery, J., Farrington, K. & Thompson, H.H. (1999). "Outcome 
of primary radiocephalic fistula for haemodialysis". Br. J. Surg. 86(2): pp.211–216. 
 
Gomes, A., Schmidt, R. & Wish, J. (2013). "Re-envisioning Fistula First in a Patient-
Centred Culture". Clin. J. Am. Soc. Nephrol. 8(10): pp.1791–1797. 
 
Gray, R. (2011). "Diabetes explosion leads to 350 million suffering from disease 
worldwide"[online]. Available at: 
<http://www.telegraph.co.uk/news/health/news/8598391/Diabetes-explosion-leads-to-350-
million-suffering-from-disease-worldwide.html.>[Accessed 5th June 2016] 
 
Griffin, J.R. & Thornton, J.F. (2005). "Microsurgery: free tissue transfer and replantation". 
Select. Read. Plast. Surg. 10(5): pp.1-41. 
 
Grogan, J., Castilla, M., Lozanski, L., Griffin, A., Loth, F. & Bassiouny, H. (2005). 
"Frequency of critical stenosis in primary arteriovenous fistulae before haemodialysis 
access: should duplex ultrasound surveillance be the standard of care?" J. Vasc. Surg. 
41(6): pp.1000-1006. 
 
Grubbs, V., Wasse, H., Vittinghoff, E., Grimes, B.A. & Johansen, K.L. (2014). "Health 
status as a potential mediator of the association between haemodialysis vascular access and 
mortality". Nephrol. Dial. Transplant. 29(4): pp.892-898. 
 
Guyton, A.C. & Sagawa, K. (1961). "Compensations of cardiac output and other 
circulatory functions in areflex dogs with large AV fistulas". Am. J. Physiol. 200: pp.1157-
1163. 



 256 

Günther, R.W., Vorwerk, D., Bohndorf, K., Klose, K.C., Kistler, D., Mann, H., Sieberth, 
H.G. & el-Din, A. (1989). "Venous stenoses in dialysis shunts: treatment with self-
expanding metallic stents". Radiology, 170(2): pp.401–405. 
 
Hameed, H., Aitken, E., Al-Moasseb, Z. & Kingsmore, D. (2016). "Brachiobasilic fistulae: 
an upper limb autologous option for everyone?" Renal Failure, 38(4): pp.636–642. 
 
Hamilton, R.W. (1999). "Principles of Dialysis: Diffusion, Convection and Dialysis 
Machines". In: R. Schrier, ed. [online]. Penn State University. Available at: 
<http://www.kidneyatlas.org/book5/adk5-01.ccc.QXD.pdf.> [Accessed 14th June 2014]. 
 
Hamish, M., Shalhoub, J., Rodd, C. & Davies, A.H. (2006). "Axillo-iliac Conduit for 
Haemodialysis Vascular Access". Eur. J. Vasc. Endovasc. Surg. 31(5): pp.530–534. 
 
Harish, A. & Allon, M. (2011). "Arteriovenous Graft Infection: A Comparison of Thigh 
and Upper Extremity Grafts". Clin. J. Am. Soc. Nephrol. 6(7): pp.1739–1743. 
 
Harlander-Locke, M., Jimenez, J.C., Lawrence, P.F., Gelabert, H.A., Derubertis, B.G., 
Rigberg, D.A. & Farley, S.M. (2014). "Bovine Carotid Artery (Artegraft) as a 
Haemodialysis Access Conduit in Patients Who Are Poor Candidates for Native 
Arteriovenous Fistulae". Vasc. Endovascular Surg. 48(7-8): pp.497-502. 
 
Hazinedaroğlu, S.M., Tuzuner, A., Ayli, D., Demirer, S., Duman, N. & Yerdel, M.A. 
(2004). "Femoral vein transposition versus femoral loop grafts for haemodialysis: a 
prospective evaluation". Transplant. Proc. 36(1): pp.65–67. 
 
Hemmelgarn, B.R., Moist, L., Pikey, R.M., Lok, C., Dorval, M., Tam, P.Y.W., Berall, 
M.J., LeBlanc, M., Toffelmire, E.B., Manns, B.J. & Scott-Douglas, N. (2006). "Prevention 
of catheter lumen occlusion with rT-PA versus heparin (Pre-CLOT): study protocol of a 
randomised trial of catheter lumen occlusion with rtPA versus heparin (pre-CLOT):study 
protocol of a randomised trial [ISRCTN35253449]". BMC Nephrology, 7(1): pp.1. 
 
Hemmelgarn, B.R., Moist, L., Pikey, R.M., Lok, C., Dorval, M., Tam, P.Y.W., Berall, 
M.J., LeBlanc, M., Toffelmire, E.B., Manns, B.J. & Scott-Douglas, N. (2011). "Prevention 
of Dialysis Catheter Malfunction with Recombinant Tissue Plasminogen Activator". N. 
Eng. J. Med. 364(4): pp.303–312. 
 
Henrich, W.L. (2012). "Principles and Practice of Dialysis". Philadelphia: Lippincott 
Williams & Wilkins. 
 
Herbig, K., Pistrosch, F., Oelschlaegel, U., Wichmann, G., Wagner, A., Foerster, S., 
Richter, S., Gross, P. & Passauer, J. (2004). "Increased total number but impaired 
migratory activity and adhesion of endothelial progenitor cells in patients on long-term 
haemodialysis". Am. J. Kidney Dis. 44: pp.840-849. 
 
Hicks, C.W., Canner, J.K., Arhuidese, I., Zarkowsky, D.S., Qazi, U., Reifsnyder, T., 



 257 

Black, J.H. & Malas, M.B. (2015). "Mortality benefits of different haemodialysis access 
types are age dependent". J. Vasc. Surg. 61(2): pp.449–456. 
 
 
Hiremath, S., Knoll, G. & Weinstein, M.C. (2011). "Should the Arteriovenous Fistula Be 
Created before Starting Dialysis?: A Decision Analytic Approach" PLoS ONE, 6(12): 
pp.e28453. 
 
Hirth, R.A. (1996). "Predictors of Type of Vascular Access in Haemodialysis Patients". 
JAMA, 276(16): pp.1303–1308. 
 
Hockenhull, J.C., Dwan, K., Boland, A., Smith, G., Bagust, A., Dundar, Y., Gamble, C., 
McLeod, C., Walley, T. & Dickson, T. (2008). "The clinical effectiveness and cost-
effectiveness of central venous catheters treated with anti-infective agents in preventing 
bloodstream infections: a systematic review and economic evaluation". Am. J. Kidney Dis. 
59(4): pp.513–522. 
 
Hodges, T.C., Fillinger, M.F., Zwolak, R.M., Walsh, D.B., Bech, F. & Cronenwelt, J.L. 
(1997). 'Longitudinal comparison of dialysis access methods: Risk factors for failure'. J. 
Vasc. Surg. 26(6): pp.1009–1019. 
 
Hoen, B., Kessler, M., Hestin, D. & Mayeux, D. (1995). "Risk factors for bacterial 
infections in chronic haemodialysis adult patients: a multicentre prospective survey". 
Nephrol. Dial. Transplant. 10(3): pp.377–381. 
 
Hoen, B., Paul-Dauphin, A., Hestin, D. & Kessler, M. (1998). "EPIBACDIAL: a 
multicentre prospective study of risk factors for bacteremia in chronic haemodialysis 
patients". J. Am. Soc. Nephrol. 9(5): pp.869–876. 
 
Hofstra, L., Bergmans, D.C., Leuissen, K.M., Hoeks, A.P., Kitslaar, P.J., Daemen, M.J. & 
Tordoir, J.H. (1995). "Anastomotic intimal hyperplasia in prosthetic arteriovenous fistulas 
for haemodialysis is associated with initial high flow velocity and not with mismatch in 
elastic properties". J. Am. Soc. Nephrol. 6(6): pp.1625–1633. 
 
Hong, S.Y., Yoon, Y.C., Cho, K-Y, Lee, Y-H., Han, I-Y, Park, K.T. & Ko, S. (2013). 
"Clinical Analysis of Radiocephalic Fistula Using Side-to-side Anastomosis with Distal 
Cephalic Vein Ligation". Korean J. Thorac. Cardiovasc. Surg. 46(6): pp.439–443. 
 
Howell, S.J., Sear, Y.M., Yeates, D., Goldacre, M., Sear, J.W. & Foex, P. (1998). "Risk 
factors for cardiovascular death after elective surgery under general anaesthesia". Br. J. 
Anaesth. 80(1): pp.14–19. 
 
Huber, T.S., Carter, J.W., Carter, R.L. & Seeger, J.M. (2003). "Patency of autogenous and 
polytetrafluoroethylene upper extremity arteriovenous haemodialysis accesses: a 
systematic review". J. Vasc. Surg. 38(5): pp.1005–1011. 
 



 258 

Hudson, A. & Curnow, E. (2013). "How long will I have to wait for my kidney 
transplant"? [online] Bristol: NHS Blood and Transplant. Available at: 
http://www.odt.nhs.uk/pdf/RTSM%20-
%20Relative%20chance%20kidney%20transplant.pdf. [Accessed 28th December 2016]. 
Hughes, S.A. , Mendelssohn, J.G., Tobe, S.W., McFarlane, P.A. & Mendelssohn, D.C. 
(2013). "Factors associated with suboptimal initiation of dialysis despite early nephrologist 
referral". Nephrol. Dial. Transplant. 28: pp.392–397. 
 
Huijbregts, H.J.T., Bots, M.L., Wittens, C.H., Schrama, Y.C., Moll, F.L. & Blakestijn, P.J. 
(2008). "Haemodialysis Arteriovenous Fistula Patency Revisited: Results of a Prospective, 
Multicentre Initiative". Clin. J. Am. Soc. Nephrol. 3(3): pp.714–719. 
 
Hye, R.J, Peden, E.K., O'Connor, T.P., Browne, B.J., Dixon, B.S., Schanzer, A.S., Jensik, 
S.C., Dember, L.M., Jaff, M.R. & Burke, S.K. (2015). "Human type 1 pancreatic elastase 
treatment of arteriovenous fistulas in patients with chronic kidney disease". J. Vasc. Surg. 
60(2): pp. 454-461.  
 
Ifudu, O., Mayers, J.D., Matthew, J.J., Fowler, A. & Friedman, E.A. (1998). 
"Haemodialysis dose is independent of type of surgically-created vascular access". 
Nephrol. Dial. Transplant. 13(9): pp.2311–2316. 
 
Ilbaca-Avendano, M.B., Yarza-Solozano, G., Rodriguez-Valenzuela, J., Arcinas-Fausto, 
G., Ramirez-Hernadez, V., Hernandez-Hernandez, D.A. & Jauregui-Flores, L.A. (2008). 
"Automated peritoneal dialysis as a lifesaving therapy in an emergency room: Report of 
four cases". Kidney Int. Suppl. 73: pp.S173–176. 
 
Iliescu, E.A. (2003). "Quality of sleep and health-related quality of life in haemodialysis 
patients". Nephrol. Dial. Transplant. 18(1): pp.126–132. 
 
Inston, N.G. & Jones, R. (2014). "Devices in vascular access: is technology overtaking 
evidence?" J. Vasc. Access, 15(2): pp.73–75. 
 
Irish, A.B., Viecelli, A.K., Hawley, C.M., Hooi, L-S, Pascoe, E.M., Paul-Brent, P-A., 
Badve, S.V., Mori, T.A., Cass, A., Kerr, P.G., Voss, D., Ong, L-M., Polkinghorne, K.R. 
(2017). "Effect of fish oil supplementation and aspirin use on arteriovenous fistula failure 
in patients requiring haemodialysis: A randomised controlled trial" JAMA Int. Med. 
177(2): pp.184-193 
 
Iseki, K. (2015). "Control of hypertension and survival in haemodialysis patients". 
Nephrology, 20(2): pp.49–54. 
 
Isoda, S., Kajiwara, H., Kondo, J. & Matsumoto, A. (1994). "Banding a haemodialysis 
arteriovenous fistula to decrease blood flow and resolve high output cardiac failure: Report 
of a case". Surgery Today, 24(8): pp.734–736. 
 
 



 259 

Iyem, H. (2011). "Early follow-up results of arteriovenous fistulae created for 
haemodialysis". Vasc. Health Risk Manag. 7: pp.321. 
 
Jaberi, A., Muradali, D., Marticorena, R.M., Dacouris, N., Boutin, A., Mulligan, A.M., 
Ballyk, P.D., Pradhudesal, V., Campbell, V.M. & Donnelly, S.M. (2011). "Arteriovenous 
Fistulas for Haemodialysis: Application of High-Frequency US to Assess Vein Wall 
Morphology for Cannulation Readiness". Radiology, 261(2): pp.616–624. 
 
Jackson, A.J., Coats, P. & Kingsmore, D.B. (2012). "Pharmacotherapy to improve 
outcomes in vascular access surgery: a review of current treatment strategies". Nephrol. 
Dial. Transplant. 27(5): pp.2005–2016. 
 
Jackson, A.J., Aitken, E.L. & Kingsmore, D.B. (2014). "Central vein stenosis: The 
healthcare burden and associated cost". Vascular Access Society of Great Britain and 
Ireland. Stratford-upon-Avon, UK. 26th-27th September 2014. Stratford-upon-Avon: 
VASBI 
 
James, M.T., Manns, B.J., Hemmelgam, B.R. & Ravani, P. (2009). "What’s Next After 
Fistula First: Is an Arteriovenous Graft or Central Venous Catheter Preferable When an 
Arteriovenous Fistula Is Not Possible?" Semin. Dial. 22(5): pp.539–544. 
 
Jankovic, A., Damjanovic, T., Djuric, Z., Marinkovic, J., Schlieper, G., Tosic-Dragovic, J., 
Djuric, P., Popovic, J., Floege, J. & Dimkovic, N. (2015). "Impact of Vascular 
Calcifications on Arteriovenous Fistula Survival in Haemodialysis Patients: A Five-Year 
Follow-Up". Nephron, 129(4): pp.247–252. 
 
Jindal, K., Chan, C.T., Deziel, C., Hirsch, D., Soroka, S.D., Tonelli, M. & Culleton, B.F. 
(2006). "Haemodialysis clinical practice guidelines for the Canadian Society of 
Nephrology". J. Am. Soc. Neph. 17 (Suppl 1): S1-S27 
 
Joint Working Party Group of The Renal Association, The Vascular Society of Great 
Britain and Ireland and The British Society of Interventional Radiology. 2006. "The 
Organisation and Delivery of the Vascular Access Service for Maintainance 
Haemodialysis Patients". [online] Available at: <http://www.renal.org/docs/default-
source/what-we-do/HD_Vascular_Access_Working_Party_Report_2006.pdf?sfvrsn=0> 
[Accessed August 1, 2015]. 
 
Jones, R.G. & Inston, N.G. (2015). "Commentary: The Hybrid Vascular Graft: A New 
Frontier in Arteriovenous Access for Dialysis or Just Another Graft?" J. Endovasc. Ther. 
22(5): pp.786–788. 
 
Joos, K.M., Blair, W.F., Brown, T.D. & Gable, R.H. (1990). "Flow field mapping in the 
anesthetized rat". Microsurgery, 11(1): pp.12–18. 
 
 
 



 260 

Jorna, T., Methven, S., Ravanan, R., Weale, A.R. & Mouton, R. (2016). "30-day mortality 
after haemodialysis vascular access surgery: a retrospective observational study." J. Vasc. 
Access, 17(3): pp.215–219. 
 
Juncos, J.P., Grande, J.P., Kang, L., Ackerman, A.W., Croatt, A.J., Katusic, Z.S. & Nath, 
K.A. (2011). "MCP-1 Contributes to Arteriovenous Fistula Failure". J. Am. Soc. Nephrol. 
22(1): 43–48. 
 
Kakkos, S.K., Andrzejewski, T., Haddad, J.A., Haddad, G.K., Reddy, D.J., Nypaver, T.J., 
Scully, M.M. & Schmid, D.L.(2008). "Equivalent secondary patency rates of upper 
extremity Vectra vascular access grafts and transposed brachial-basilic fistulas with 
aggressive access surveillance and endovascular treatment". J. Vasc. Surg. 47(2): pp.407–
414. 
 
Kaplan, M.S., Mirahmadt, K.S., Winer, R.L., Gorman, T., Dabiravaziri, N. & Rosen, S.M. 
(1976). "Comparison of "PTFE" and bovine grafts for blood access in dialysis patients". 
ASAIO Journal, 22(1): p.388. 
 
Kapoian, T., Kaufman, J.L., Nosher, J. & Sherman, R.A. (n.d.) "Dialysis Access and 
Recirculation". [online]. University of Alberta. Available at: 
<http://www.cybernephrology.ualberta.ca/cn/Schrier/Volume5/ch5/ADK-05_1-
3.ccc.QXD.pdf> [Accessed 24th December 2016]. 
 
Katzman, H.E., Glickman, M.H., Schild, A.F., Fujitani, R.M. & Lawson, J.H. (2005). 
"Multicentre Evaluation of the Bovine Mesenteric Vein Bioprostheses for Haemodialysis 
Access in Patients with an Earlier Failed Prosthetic Graft". J. Am. Coll. Surg. 201(2): 
pp.223–230. 
 
Katzman, H.E., McLafferty, R.B., Ross, J.R., Glickman, M.H., Peden, E.K. & Lawson, 
J.H. (2009). "Initial experience and outcome of a new haemodialysis access device for 
catheter-dependent patients". J. Vasc. Surg. 50(3): pp.600–607. 
 
Kaufman, J.S., O'Connor, T.Z. & Zhang, J.H. (2003). "Randomised controlled trial of 
clopidogrel plus aspirin to prevent haemodialysis access graft thrombosis". J. Am. Soc. 
Nephrol. 14: pp. 2313-2321 
 
Kelly, B., Melhem, M., Zhang, J., Kasting, G., Li, J., Krishnamoorty, M., Heffelfinger, S., 
Rudich, S., Desai, P. & Roy-Chaudry, P. (2006). "Perivascular paclitaxel wraps block 
arteriovenous graft stenosis in a pig model". Nephrol. Dial. Transplant. 21(9): pp.2425–
2431. 
 
Kennealey, P.T., Elias, N., Hertl, M., Ko, D.S., Saidi, R.F., Markmann, J.F., Smoot, E.E., 
Schoenfeld, D.A. & Kawai, T. (2011). "A prospective, randomised comparison of bovine 
carotid artery and expanded polytetrafluoroethylene for permanent haemodialysis vascular 
access". J. Vasc. Surg. 53(6): pp.1640–1648. 
 



 261 

Kessler, M., Hoen, B., Mayeux, D., Hestin, D. & Fontenaille, C. (1993). "Bacteremia in 
Patients on Chronic Haemodialysis: A Mulicener Prospective Survey". Nephron, 64(1): 
pp.95–100. 
 
Kester, R.C. (1978). "Early results with human umbilical cord vein allografts for 
haemodialysis". Br. J. Surg. 65(9): pp.609–610. 
 
Keuter, X.H.A., DeSmet, A.A.E., Kessels, A.G.H., van der Sande, F.M., Welten, R.J. & 
Tordoir, J.H.M. (2008). "A randomised multicentre study of the outcome of brachial-
basilic arteriovenous fistula and prosthetic brachial-antecubital forearm loop as vascular 
access for haemodialysis". J. Vasc. Surg. 47(2): pp.395–401. 
 
Kian, K. & Asif, A. (2010). "Status of research in vascular access for dialysis". Nephrol. 
Dial. Transplant. 25(11): pp.267–368. 
 
Kidney Advisory Group (2014a). "National DCD Kidney Allocation Scheme." (KAG POL 
187/1, 2014). Bristol, UK: NHS Blood and Transplant. 
 
Kidney Advisory Group (2014b). "Appeals for Priority Kidney Allocation due to shortage 
of vascular access" (KAG POL 14(52)). Bristol, UK: NHS Blood and Transplant. 
 
Kidney Advisory Group (2016). "Kidney Transplantation: Deceased Donor Organ 
Allocation Policy" (KAG POL186/5). Bristol, UK: NHS Blood and Transplant. 
 
Kidney Health Australia-: Caring for Australians with Renal Impairment (KHA-CARI) 
(2012). "Selection of type of access". Available at: 
<http://www.cari.org.au/Dialysis/dialysis%20vascular%20access/Selection_of_access_typ
e.pdf.> [Accessed 28th December 2016]. 
 
Kimmel, P.L. & Rosenberg, M.E. (2014). "Chronic Renal Disease". Amsterdam: Elsevier. 
 
Kingsmore, D.B. (2016). "Graft infection". Dissecazione Accesso Vascolare Aorta e 
Arterie Periferiche. Como, Italy, 19-21st September 2016. Varase: University Insubria. 
 
Kinnaert, P., Vereerstraeten, P. Toussaint, C. & Van Geertruyden, J. (1977). "Nine years' 
experience with internal arteriovenous fistulas for haemodialysis: A study of some factors 
influencing the results". Br. J. Surg. 64(4): pp.242–246. 
 
Kirk, A. & Tattersall, J. (2015). "Haemodialysis. RenalMed: Understanding Renal 
Disease". [online] Available online: <http://renalmed.co.uk/database/haemodialysis> 
[Accessed 24th December 2016] 
 
Kirkpatrick, D. (1996). "Revisiting Kirkpatrick's four-level model". [online] Available at: 
<http://iptde.boisestate.edu/FileDepository.nsf/bf25ab0f47ba5dd785256499006b15a4/693
b43c6386707fc872578150059c1f3/$FILE/Kirkpatrick_96.pdf> [Accessed 28th December 
2016].  



 262 

 
Klein, J., RamirezTorres, A., Ericsson, A., Huang, Y., Breuil, B., Siwy, J., Mischak, H., 
Peng, X.R., Bascands, J.L. & Schanstra, J.P. (2016). "Urinary peptidomics provides a 
noninvasive humanised readout of diabetic nephropathy in mice". Kidney Int. 90(5): pp. 
1045-1055. 
 
Knoll, G.A. (2013). "Renal transplantation and the older adult patient". Am. J. Kidney Dis. 
61(5): pp.790–797. 
 
Ko, P.J., Liu, Y.H., Hung, Y.N. & Hseih, H.C. (2009). "Patency Rates of Cuffed and 
Noncuffed Extended Polytetrafluoroethylene Grafts in Dialysis Access: A Prospective, 
Randomised Study". World J. Surg. 33(4): pp.846–851. 
 
Kokkalis, E., Cookson, A.N., Stonebridge, P.A., Corner, G.A., Houston, J.G. & Hoskins, 
P.R. (2015). "Comparison of Vortical Structures Induced by Arteriovenous Grafts Using 
Vector Doppler Ultrasound". Ultrasound Med. Biol. 41(3): pp.760–774. 
 
Konner, K. (1999). "A primer on the AV fistula—Achilles' heel, but also Cinderella of 
haemodialysis". Nephrol. Dial. Transplant. 14(9): pp.2094–2098.  
 
Konner, K. (2002). "The anastomosis of the arteriovenous fistula—common errors and 
their avoidance". Nephrol. Dial. Transplant. 17(3): pp.376–379. 
 
Konner, K. (2005). "History of vascular access for haemodialysis". Nephrol. Dial. 
Transplant. 20(12): pp.2629–2635. 
 
Konner, K., Lomonte, C. & Basile, C. (2013). "Placing a primary arteriovenous fistula that 
works-more or less known aspects, new ideas". Nephrol. Dial. Transplant. 28: pp.781-784 
 
Korsheed, S. (2011). "The cardiovascular and functional consequences of arteriovenous 
fistula formation in chronic kidney disease". MD. University of Nottingham. 
 
Kovalik, E.C., Newhocki, P., Knelson, M. & Schwab, S.J. (1994). "Correction of central 
venous stenoses: Use of angioplasty and vascular Wallstents". Kidney Int. 45(4): pp.1177–
1181. 
 
Krishnamoorthy, M.K., Banerjee, R.K., Wang, Y., Zhang, J., Roy, A.S., Khoury, S.F., 
Arend, L.D., Rudich, S. & Roy-Chaudhury, P. (2008). "Haemodynamic wall sheer stress 
profiles influence the magnitude and pattern of stenosis in a pig". Kidney Int.74: pp.1410-
1419 
 
Krishnamoorthy, M.K., Banerjee, R.K., Wang, Y., Choe, A.K., Rigger, D. & Roy-
Chaudhury, P. (2012). "Anatomic configuration affects the flow rate and diameter of 
porcine arteriovenous fistulae". Kidney Int. 81: pp.745-750. 
 
 



 263 

Krueger, U., Huhle, A., Krys, K. & Scholz, H. (2004). "Effect of Tapered Grafts on 
Hemodynamics and Flow Rate in Dialysis Access Grafts". Artif. Organs, 28(7): pp.623–
628. 
 
Ku, Y.M., Kim, Y.O., Kim, J.I., Choi, Y.J., Yoon, S.A., Kim, Y.S., Song, S.W., Yang, 
C.W., Kim, Y.S., Chang, Y.S. & Bang, B.K. (2006) "Ultrasonographic measurement of 
intima-media thickness of radial artery in pre-dialysis uraemic patients: comparison with 
histological examination". Nephrol. Dial. Transplant. 21: pp.715-720. 
 
Kumbar, L. (2012). "Complications of Arteriovenous Fistulae: Beyond Venous Stenosis". 
Adv. Chronic Kidney Dis. 19(3): pp.195–201. 
 
 
Kumbar, L. & Besarab, A. (2013). "Lifting the Veil: Insights into Vascular Access 
Options". Clin. J. Am. Soc. Nephrol. 8(5): pp.708–710. 
 
Kurella, M, Covinsky, K.E., Collins, A.J. & Chertow, G.M. (2007). "Octogenarians and 
Nonagenarians Starting Dialysis in the United States". Ann. Intern. Med. 146(3): pp.177–
183. 
 
Lacson, E., Jr, Lazarus, J.M., Himmelfarb, J., Ikizler, T.A. & Hakim, R.M. (2007). 
"Balancing Fistula First With Catheters Last". Am. J. Kidney Dis. 50(3): pp.379–395. 
 
Lacson, E., Jr., Wang, W., DeVries, C., Leste, K., Hakim, R.M., Lazarus, M. & Pulliam, J. 
(2011). "Effects of a Nationwide Predialysis Educational Program on Modality Choice, 
Vascular Access, and Patient Outcomes". Am. J. Kidney Dis. 58(2): pp.235–242. 
 
Ladenheim, E.D., Lulic, D., Lurn, C., Agarwal, S. & Chadwick, N. (2016). "First-week 
postoperative flow measurements arehighly predictive of primary patency of radiocephalic 
arteriovenous fistulas". J. Vasc. Access, 17(4): pp. 307-312 
 
Langer, S., Paulus, N., Koeppel, T.A., Greiner, A., Buhl, A., Krombach, G.A., Jacobs, 
M.J., Kennes, L. & Kokozidou, M. (2011). "Cardiovascular remodelling during 
arteriovenous fistula maturation in a rodent uraemia model". J. Vasc. Access. 12(3): 
pp.215-23. 
 
Laskowski, I.A., Muhs, B., Rockman, C.R., Adelman, M.A., Ranson, M., Cayne, N.S., 
Leivent, J.A. & Maldaonado, T.S. (2007). "Regional Nerve Block Allows for Optimization 
of Planning in the Creation of Arteriovenous Access for Haemodialysis by Improving 
Superficial Venous Dilatation". Ann. Vasc. Surg. 21(6): pp.730–733. 
 
Laskar, M., Cornu, E., Leman, A., Amat, P. & Christides, C. (1988). "Vascular 
anastomoses of small calibre vessels: Comparison between continuous or interrupted 
sutures". Presse medicale. 17(22): pp.1152-1153. 
 
 



 264 

Lata, C., Girard, L., Parkins, M. & James, M.T. (2016). "Catheter-related bloodstream 
infection in end-stage kidney disease: a Canadian narrative review". Can. J. Kidney Health 
Dis. 3(1): p.1. 
 
Latos, D.L. (2002). "Haemodialysis in the Elderly: Vascular Access and Initiation of Renal 
Replacement Therapy". Semin. Dial. 15(2): pp.91–93. 
 
Laupacis, A., Keown, P., Pus, N., Krueger, H., Ferguson, B., Wong, C. & Muirhead, N. 
(1996). "A study of the quality of life and cost-utility of renal transplantation". Kidney Int. 
50(1): pp.235–242. 
 

Lawrence, C., Chow, J. & Suranmyi, M. (2002). "Factors affecting haemodialysis‐access 

survival in a single centre retrospective cohort study". Nephrology, 7(2): pp.72–76. 
 
Lawson, J.H., Glickman, M.H., Ilzecki, M., Jakimowicz, T., Jaroszynski, A., Peden, E.K., 
Pilgrim, A.J., Prichard, H.L., Guziewicz, M., Przywara, S., Szmidt, J., Turek, J., 
Witkiewicz, W., Zapotoczny, N., Zubilewicz, T. & Nikalson, L.E. (2016). "Bioengineered 
human acellular vessels for dialysis access in patients with end-stage renal disease: two 
phase 2 single-arm trials". The Lancet, 387(10032): pp.2026–2034. 
 
Lazarides, M.K., Georgiadis, G.S., Antoniou, G.A. & Staramos, D.N. (2007). "A meta-
analysis of dialysis access outcome in elderly patients". J. Vasc. Surg. 45(2): pp.420–426. 
 
Lazenby, S., Edwards, A., Samuriwo, R., Riley, S., Murray, M.A. & Carson-Stevens, A. 
(2016). "End of life care decisions for haemodialysis patients – 'We only tend to have that 
discussion with them when they start deteriorating.'" Health Expect. [e-journal]. Published 
ahead of print: 10th March 2016. doi:10.1111/hex.12454. [Accessed 28th December 2016]. 
 
Leake, A.E., Winger, D.G., Leers, S.A., Gupta, N. & Dillavou, E.D. (2015). "Management 
and outcomes of dialysis access-associated steal syndrome". J. Vasc. Surg. 61(3): pp.754–
761. 
 
Lee, H.W. & Allon, M. (2012). "When Should a Patient Receive an Arteriovenous Graft 
Rather Than a Fistula?" Semin. Dial. 26(1): pp.6–10. 
 
Lee, M.S., Hu, P.P., Aragon, J., Shah, A., Bhatia, R., Jones, N., Penny, W., French, W., 
Tobis, J. & Mahmud, E. (2010). "Impact of chronic renal insufficiency on clinical 
outcomes in patients undergoing saphenous vein graft intervention with drug eluting 
stents: A multicentre Southern Californian Registry". Catheter. Cardiovasc. Interv. 76(2): 
pp.272–278. 
 
Lee, T. & Roy-Chaudhury, P. (2009). "Advances and New Frontiers in the 
Pathophysiology of Venous Neointimal Hyperplasia and Dialysis Access Stenosis". Adv. 
Chronic Kidney Dis. 16(5): pp.329–338. 
 
 



 265 

Lee, B.Y., Thoden, W.R., Brancato, R.F., Kavner, D., Shaw, W. & Madden, J.L. (1982). 
"Comparison of continuous and interrupted suture techniques in microvascular 
anastomosis". Surg. Gynaecol. Obstet. 155(3): pp.353–357. 
 
Lee, T., Thamer, M., Zhang, Y., Zhang, Q. & Allon, M. (2015). "Outcomes of Elderly 
Patients after Predialysis Vascular Access Creation". J. Am. Soc. Nephrol. 26(12): 
pp.3133–3140. 
 
Lee, T., Barker, J. & Allon, M. (2006). "Needle Infiltration of Arteriovenous Fistulae in 
Haemodialysis: Risk Factors and Consequences". Am. J. Kidney Dis. 47(6): pp.1020–
1026. 
 
Lee, T., Barker, J. & Allon, M. (2007). "Comparison of Survival of Upper Arm 
Arteriovenous Fistulas and Grafts after Failed Forearm Fistula". J. Am. Soc. Nephrol. 
18(6): pp.1936–1941. 
 
Lee, T., Barker, J. & Allon, M. (2005). "Tunnelled Catheters in Haemodialysis Patients: 
Reasons and Subsequent Outcomes". Am. J. Kidney Dis. 46(3): pp.501–508. 
 
Lee, T., Safdar, N. & Mistry, M.J. (2012). "Pre-existing vascular calcification prior to 
dialysis vascular access surgery". Semin. Dial. 25: 592-595 
 
Leermakers, J.J.P.M., Bode, A.S., Vaidya, A., van der Sande, F.M., Evers, S.M. & 
Tordoir, J.H. (2013). "Cost-effectiveness of Vascular Access for Haemodialysis: 
Arteriovenous Fistulas Versus Arteriovenous Grafts." Eur. J. Vasc. Endovasc. Surg. 45(1): 
pp.84–92. 
 
Lemson, M.S., Tordoir, J.H., Daemen, M.J. & Kitslaar, P.J. (2000). "Intimal Hyperplasia 
in Vascular Grafts". Eur. J. Vasc. Endovasc. Surg. 19(4): pp.336–350. 
 
Li, L., Terry, C.M., Blumenthal, D.K., Kuji, T., Masaki, T., Kwan, B.C., Zhuplatov, I., 
Leypoldt, J.K. & Cheung, A.K. (2007). "Cellular and morphological changes during 
neointimal hyperplasia development in a porcine arteriovenous graft model". Nephrol. 
Dial. Transplant. 22(11): pp.3139–3146. 
 
Lilly, M.P., Lynch, J.R., Wish, J.B., Huff, E.D., Chen, S.C., Armistead, N.C. & 
McClelland, W.M. (2012). "Prevalence of Arteriovenous Fistulas in Incident 
Haemodialysis Patients: Correlation With Patient Factors That May Be Associated With 
Maturation Failure". Am. J. Kidney Dis. 59(4): pp.541–549. 
 
Linder, A., Charra, B., Sherrard. D.J. & Scriber, B.H. (1974). "Accelerated atherosclerosis 
in prolonged maintenance haemodialysis". N. Engl. J. Med. 290: pp.697-701 
 
Lin, P.H., Bush, R.L., Nguyen, L, Guerrero, M.A., Chen, C. & Lumsden, A.B. (2005). 
"Anastomotic Strategies to Improve Haemodialysis Access Patency: A Review". Vasc. 
Endovascular Surg. 39(2): pp.135–142. 



 266 

Lin, S.L., Huang, C.H., Chen, H.S., Hsu, W.A., Yen, C.J. & Yen, T.S. (1998). "Effects of 
Age and Diabetes on Blood Flow Rate and Primary Outcome of Newly Created 
Haemodialysis Arteriovenous Fistulas". Am. J. Nephrol. 18(2): pp.96–100. 
 
Lioupis, C., Mistry, H., Rix, T., Chandak, P., Tyrrell, M. & Valenti, D. (2011). 
"Comparison among transposed brachiobasilic, brachiobrachial arteriovenous fistulas and 
Flixene vascular graft". J. Vasc. Access. 12(1): pp.36–44. 
 
Liver Advisory Group (2014). "Deceased donor liver distribution and allocation" (LAG 
POL 196/2, 2014). Bristol, UK: NHS Blood and Transplant. 
 
Lok, C.E. (2007). "Fistula First Initiative: Advantages and Pitfalls". Clin. J. Am. Soc. 
Nephrol. 2(5): pp.1043–1053. 
 
Lok, C.E. & Oliver, M.J. (2003). "Overcoming Barriers to Arteriovenous Fistula Creation 
and Use". Semin. Dial. 16(3): pp.189–196. 
 
Lok, C.E. & Mokrzycki, M.H. (2011). "Prevention and management of catheter-related 
infection in haemodialysis patients." Kidney Int, Suppl. 79(6):  pp.587–598. 
 
Lok, C.E. & Davidson, I. (2012). "Optimal Choice of Dialysis Access for Chronic Kidney 
Disease Patients: Developing a Life Plan for Dialysis Access". Semin. Nephrol. 32(6): 
pp.530–537. 
 
Lok, C.E. & Foley, R. (2013). "Vascular Access Morbidity and Mortality: Trends of the 
Last Decade". Clin. J. Am. Soc. Nephrol. 8(7): pp.1213–1219. 
 
Lok, C.E., Stanley, K.E., Hux, J.E., Richardson, R., Tobe, S.W. & Conly, J. (2003). 
"Haemodialysis Infection Prevention with Polysporin Ointment". J. Am. Soc. Nephrol. 
14(1): pp.169–179. 
 
Lok, C.E., Oliver, M.J., Su, J., Bhola, C., Hannigan, N. & Jassal, S.V. (2005). 
"Arteriovenous fistula outcomes in the era of the elderly dialysis population". Kidney Int. 
67(6): pp.2462–2469. 
 
Lok, C.E., Allon, M., Moist, L., Oliver, M.J., Shah, H. & Zimmerman, D. (2006). "Risk 
Equation Determining Unsuccessful Cannulation Events and Failure to Maturation in 
Arteriovenous Fistulas (REDUCE FTM I)". J. Am. Soc. Nephrol. 17(11): pp.3204–3212. 
 
Lok, C.E., Moist, L., Hemmelgarn, B.R., Tonelli, M., Vazquez, M.A., Dorval, M., Oliver, 
M., Donnelly, S., Allon, M. & Stanley, K. (2012). "Effect of Fish Oil Supplementation on 
Graft Patency and Cardiovascular Events Among Patients With New Synthetic 
Arteriovenous Haemodialysis Grafts". JAMA, 307(17): pp.1809–1816. 
 
Lok, C.E., Allon, M. & Moist, L. (2012). "Predicting Successful Arteriovenous Fistula 
Creation". Am. J. Kidney Dis. 60(3): p.498. 



 267 

 
Lok, C.E., Sontrop, J.M., Tomlinson, G., Rajan, D., Cattral, M., Oreopoulos, G., Harris, J. 
& Moist, L. (2013). "Cumulative Patency of Contemporary Fistulas versus Grafts (2000-
2010)". Clin. J. Am. Soc. Nephrol. 8(5): pp.810–818. 
 
Lok, C.E., Thumma, J.R., McCullough, K.P., Gillespie, B.W., Fluck, R.J., Marshall, M.R., 
Kawanishi, H., Robinson, B.M. & Pisoni, R.L. (2014). "Catheter related Infection and 
Septicemia: Impact of Seasonality and Modifiable Practices from the DOPPS". Semin. 
Dial. 27(1): pp.72–77. 
 
Lomonte, A., Damiano, G., Mularo, A., Palumbo, V.D., Alessi, R., Gioviale, M.C., 
Spinelli, G. & Buscemi, G. (2010). "Comparison between local and regional anaesthesia in 
arteriovenous fistula creation". J. Vasc. Access, 12(4): pp. 331-335. 
 
Lomonte, C., Forneris, G., Gallieni, M., Tazza, L., Meola, M., Lodi, M., Senatore, M., 
Morale, W., Spina, M., Napoli, M., Bonucchi, D. & Galli, F. (2016). "The vascular access 
in the elderly: a position statement of the Vascular Access Working Group of the Italian 
Society of Nephrology". J. Nephrol. 29(2): pp.175–184. 
 
Loop, F.D., Lytle, B.W., Cosgrove, D.M., Stewart, R.W., Goormastic, M., Williams, 
G.W., Golding, L.A., Gill, C.C., Taylor, P.C. & Sheldon, W.C. (1986). "Influence of the 
Internal Mammary Artery Graft on 10 Year Survival and Other Cardiac Events". N. Engl. 
J. Med. 314(1): pp.1-6. 
 
Lopez-Vargas, P.A., Craig, J.C., Gallagher, M.P., Walker, R.G., Snelling, P.L., Pedagogos, 
E., Gray, N.A., Divi, M.D., Gillies, A.H., Suranyi, M.G., Thein, H., McDonald, S.P., 
Russell, C. & Polkinghorne, K.R. (2011). "Barriers to Timely Arteriovenous Fistula 
Creation: A Study of Providers and Patients". Am. J. Kidney Dis. 57(6): pp.873–882. 
 
Lumsden, A.B., MacDonald, M.J., Isklar, H., Martin, L.G., Kikeri, D., Harker, L.A. & 
Allen, R.C. (1997). "Central venous stenosis in the haemodialysis patient: incidence and 
efficacy of endovascular treatment". Cardiovasc. Surg. 5: pp.504–509. 
 
Lykoudis, E., Spyropoulou, G.A., Liadakis, G.N. & Papaliodi, E.T. (2008). "A New 
Combined “Interrupted-Continuous” Microvascular Anastomotic Technique. Experimental 
Study and Clinical Application". J. Reconstr. Microsurg. 24(2): pp.079–084. 
 
Lynch, J.R., Mohan, S. & McClellan, W.M. (2011a). "Achieving the goal: results from the 
Fistula First Breakthrough Initiative". Curr. Opin. Nephrol. Hypertens. 20(6): pp.583–592. 
 
Lynch, J.R., Wasse, H., Armistead, N.C. & McClellan, W.M. (2011b). "Achieving the 
Goal of the Fistula First Breakthrough Initiative for Prevalent Maintenance Haemodialysis 
Patients". Am. J. Kidney Dis. 57(1): pp.78–89. 
 
 
 



 268 

Manns, B., Johnson, J.A., Taub, K., Mortis, G., Ghali, W.A. & Donaldson, C. (2003). 
"Quality of life in patients treated with haemodialysis or peritoneal dialysis: what are the 
important determinants?" Clin. Nephrol. 60(5): pp.341–351. 
 
MacAskill M, Watson D, Ewart M-A, Wadsworth R, Jackson A, Aitken E, Mackenzie G, 
Kingsmore D, Currie S, Coats P. (2015). "Improving arteriovenous fistula patency: 
Transdermal delivery of diclofenac reduces cannulation-dependant neointimal hyperplasia 
via AMPK activation." Vascular Pharmacology 71: 108-115 
 
Macfarlane, A.J.R., Kearns R., Aitken E., Kinsella J., Clancy M. (2013). "Does regional 
compared to local anaesthesia influence outcome after arteriovenous fistula creation?" 
Trials, 14(1): p.1. 
 
MacRae, J.M., Pandeya, S., Humen, D.P., Krivitski, N. & Lindsay, R.M. (2004). 
"Arteriovenous fistula-associated high-output cardiac failure: a review of mechanisms". 
Am. J. Kidney Dis. 43(5): pp.e17-22. 
 
MacRae, J.M., Ahmed, A., Johnson, N., Levin, A. & Kiaii, M. (2005). "Central Vein 
Stenosis: A Common Problem in Patients on Haemodialysis". ASAIO Journal, 51(1): 
pp.77–81. 
 
Mactier, R., Hoerich, N. & Breen, C. (2013). "Clinical Practice Guidelines." [online] 
London: The Renal Assocation. Available at: <http://www.renal.org/docs/default-
source/guidelines-resources/Module_3a_-_Haemodialysis_-_4th_Edition.pdf?sfvrsn=0.> 
[Accessed 28th December 2016]. 
 
Malas, M.B., Canner, J.K., Hicks, C.W., Arhuidese, I.J., Zarkowsky, D.S., Qazi, U., 
Schneider, E.B., Black, J.H., Segev, D.L. & Freischlag, J.A. (2015). "Trends in Incident 
Haemodialysis Access and Mortality". JAMA Surgery, 150(5): pp.441–448. 
 
Malik, J., Tuka, V., Kasalova, Z. & Slavikova, M. (2008). "Creation of dialysis vascular 
access with normal flow increases BNP levels." Eur. J. Heart Failure, 7(51): pp.83-84  
 
Manson, R.J., Ebner, A., Gallo, S., Chemla, E., Mantell, M., Deaton, D. & Roy-
Chaudhury, P. (2013). "Arteriovenous Fistula Creation Using the Optiflow Vascular 
Anastomosis Device: A First in Man Pilot Study". Semin. Dialy. 26(1): pp.97–99. 
 
Masengu, A., Maxwell, A.P. & Hanko, J.B. (2015). "Investigating clinical predictors of 
arteriovenous fistula functional patency in a European cohort". Clin. Kidney J. 9(1): pp. 
131–147. 
 
Massoud, M.R., Nielsen, G.A., Nolan, K., Scahll, M.W. & Sevin, C. (2006) "A Framework 
for Spread: From Local Improvements to System-Wide Change." Cambridge, MA: IHI 
Innovation Series White Paper. [online]. Available at: 
<http://www.IHI.org/resources/pages/ihiwhitepapers/aframeworkforspreadwhitepaper.aspx
.> [Accessed 28th December 2016]. 
 



 269 

May, J., Harris, J. & Fletcher, J. (1980). "Long term results of saphenous vein graft 
arteriovenous fistulas". Am. J.  Surg. 140(3): pp.387–390. 
 
May, J., Tiller, D., Johnson, J., Stewart, J. & Sheil, A.G.R. (1969). "Saphenous vein 
arteriovenous fistula in regular dialysis treatment". N. Engl. J. Med. 280(14): pp.770–770. 
 
Maya, I.D., O'Neal, J.C., Young, C.J., Barker-Finkel, J. & Allon, M. (2009). "Outcomes of 
Brachiocephalic Fistulas, Transposed Brachiobasilic Fistulas, and Upper Arm Grafts". 
Clin. J. Am. Soc. Nephrol. 4(1): pp.86–92. 
 
Maytham, G.G.D., Sran, H.K. & Chemla, E.S. (2015). "The use of the early cannulation 
prosthetic graft (Acuseal™) for angioaccess for haemodialysis". J. Vasc. Access, 16(6): 
pp.467–471. 
 
Mazonakis, E., Stirling, C., Booth, K.L., McClenahan, J., Heron, N. & Geddes, C.C. 
(2009). "The influence of comorbidity on the risk of access-related bacteremia in chronic 
haemodialysis patients". Hemodial. Int. 13(1): pp.6–10. 
 
McGee, D.C. & Gould, M.K. (2003). "Preventing Complications of Central Venous 
Catheterisation". N. Engl. J. Med. 348(12): pp.1123–1133. 
 
McGrogan, D.G., Field, M.A. & Inston, N.G. (2014). "Survival Following Arteriovenous 
Fistula Formation: Are Primary Arteriovenous Grafts Indicated in the Elderly". J. Vasc. 
Access, 15(6): pp.548.  
 
McGrogan, D., Al-Shakarchi,  J., Khawaja, A., Nath, J., Hodson, J., Maxwell, A.P. & 
Inston, N.G. (2015a). "Arteriovenous fistula outcomes in the elderly". J. Vasc. Surg. 62(6): 
pp.1652–1657. 
 
McGrogan, D., Maxwell, A.P., Khawaja, A.Z. & Inston, N.G. (2015b). "Current tools for 
prediction of arteriovenous fistula outcomes". Clin. Kidney J. 8: pp.282–289. 
 
Medicines  & Healthcare Products Regulatory Agency (n.d.). "Study types: Clinical Trials 
of Investigational Medicinal Products". [online] Available at: 
<http://www.hra.nhs.uk/resources/before-you-apply/types-of-study/study-types/ 
>[Accessed November 27, 2015]. 
 
Meena, S., Arya, V., Sen, I., Minz, M. & Prakash, M. (2015). "Ultrasound-guided 
supraclavicular brachial plexus anaesthesia improves arteriovenous fistula flow 
characteristics in end-stage renal disease patients". South. Afr. J. Anaesth. Analg. 21(5): 
pp.131–134. 
 
Mendelssohn, D.C., Ethier, J., Elder, S.J., Saran, R., Port, F.K. & Pisoni, R.L. (2006). 
"Haemodialysis vascular access problems in Canada: results from the Dialysis Outcomes 
and Practice Patterns Study (DOPPS II)". Nephrol. Dial. Transplant. 21(3): pp.721–728. 
 



 270 

Mendes, R.R., Farber, M.A., Marston, W.A., Dinwiddle, L.C., Keagy, B.A. & Burnham, 
S.J. (2002). "Prediction of wrist arteriovenous fistula maturation with preoperative vein 
mapping with ultrasonography". J. Vasc. Surg. 36(3): pp.460–463. 
 
Metcalfe, W., Khan, I.H., Prsecott, G.J., Simpson, K. & MacLeod, A.M. (2000). "Can we 
improve early mortality in patients receiving renal replacement therapy?" Kidney Int. 57: 
pp.2539–2545. 
 
Metcalfe, W., Khan, I.H., Prsecott, G.J., Simpson, K. & MacLeod, A.M.(2003). 
"Hospitalisation in the first year of renal replacement therapy for end-stage renal disease". 
QJM, 96(12): pp.899–909. 
 
Miller, A., Holzenbein, T.J., Gottlieb, M.N., Sacks, B.A., Lavin, P.T., Goodman, W.S. & 
Gupta, S.K. (1997). "Strategies to Increase the Use of Autogenous Arteriovenous Fistula in 
End-Stage Renal Disease". Ann. Vasc. Surg. 11(4): pp.397–405. 
 
Miller, P.E., Tolwani, A., Luscy, C.P., Deierhoi, M.H., Bailey, R., Redden, D.T. & Allon, 
M. (1999). "Predictors of adequacy of arteriovenous fistulas in haemodialysis patients". 
Kidney Int. 56(1): pp.275–280. 
 
Miller, P.E., Carlton, D., Deierhoi, M.H., Redden, D.T. & Allon, M. (2000). "Natural 
history of arteriovenous grafts in haemodialysis patients". Am. J. Kidney Dis. 36(1): 
pp.68–74. 
 
Miller, G.A., Hwang, W., Preddie, D., Khariton, A. & Savransky, Y. (2011). 
"Percutaneous Salvage of Thrombosed Immature Arteriovenous Fistulas". Semin. Dial. 
24(1): pp.107–114. 
 
Minion, D.J., Moore, E. & Endean, E. (2005). "Revision Using Distal Inflow: A Novel 
Approach to Dialysis-associated Steal Syndrome". Ann. Vasc. Surg. 19(5): pp.625–628. 
 
Miquelin, D.G., Reis, L.F., da Silva, A. & de Godoy, J.M. (2008). "Percutaneous 
transluminal angioplasty in the treatment of stenosis of arteriovenous fistulae for 
haemodialysis". Int. Arch. Med. 1(1): pp.16. 
 
Moini, M., Rasouli, M.R., Williams, G.M., Najafizadeh, S. & Sheykholestami, G. (2009) 
"Comparison of Side-to-side Brachiocephalic Arteriovenous Fistula with Ligation of the 
Perforating Vein with End-to-side Brachiocephalic Arteriovenous Fistula". EJVES Extra, 
17(2): pp.7–10. 
 
Moist, L.M., Lok, C.E., Vachharajani, T.J., Xi, W., AlJaishi, A., Polkinghorne, K.R., 
Vazquez, M. & Lee, T.C. (2012). "Optimal Haemodialysis Vascular Access in the Elderly 
Patient". Semin. Dial. 25(6): pp.640–648. 
 
Morgan, A. & Lazarus, M. (1975). "Vascular access for dialysis". Am. J. Surg. 129(4): 
pp.432–439. 



 271 

 
Morosetti, M., Cipriani, S., Dominijanni, S., Pisani, G., Frattarelli, D. & Bruno, F. (2011). 
"Basilic vein transposition versus biosynthetic prosthesis as vascular access for 
haemodialysis". J. Vasc. Surg. 54(6): pp.1713–1719. 
 
Morsy, M., Betal, D., Nelson, S., Malete, H., Whitmore, A. & Chemla, E. (2011). "Pre 
emptive angioaccess for haemodialysis in the elderly". Nephrol. Dial. Transplant. 26(11): 
pp.3666–3670. 
 
Moshe Haimov, J.H.J.I. (1974). "Experience with the Modified Bovine Arterial 
Heterograft in Peripheral Vascular Reconstruction and Vascular Access for 
Haemodialysis". Ann. Surg. 180(3): p.291. 
 
Moss, A.H., Ganjoo, J., Sharama, S., Gansor, J., Senft, S., Weaner, B., Dalton, C., 
MacKay, K., Pellegrion, B., Anatharaman, P. & Schmidt, R. (2008). "Utility of the 
“Surprise” Question to Identify Dialysis Patients with High Mortality". Clin. J. Am. Soc. 
Nephrol. 3(5): pp.1379–1384. 
 
Morquet, C., Bitker, M.O., Bailliart, O., Rottembourg, J., Clergue, F., Montejo, L.S., 
Martineaud, J.P. & Viars, P. (1989). "Anaesthesia for creation of a forearm fistula in 
patients with endstage renal failure". Anaesthesiology, 70(6): pp.909–914. 
 
Moufarrej, A., Tordoir, J. & Mees, L. (2016). "Graft modification strategies to improve 
patency of prosthetic arteriovenous grafts for haemodialysis." J. Vasc. Access, 17 (Suppl. 
1): pp.S85–S90. 
 
Mozaffar, M., Fallah, M., Lotfollahzadeh, S., Sobhiyeh, M.R., Gholizadeh, B., Jabbehdari, 
S. & Mahdi, Z. (2013). "Comparison of Efficacy of Side to Side Versus End to Side 
Arteriovenous Fistulae Formation in Chronic Renal Failure as a Permanent Haemodialysis 
Access". Nephrourol. Mon. 5(3): pp.827–30. 
 
Muller, E. (2013). "Organ donation and transplantation in South Africa - an update". 
Continuing Medical Education, 31(6): pp.220–222. 
 
Murad, M.H., Elamin, M.B., Sidawy, A.N., Malaga, G., Rizvi, A.Z., Flynn, D.N., Casey, 
E.T., McCausland, F.R., McGrath, M.M., Vo, D.H., El-Zognby, Z., Duncan, A.A., Tracz, 
M.J., Erwin, P.J. & Montori, V.M. (2008). "Autogenous versus prosthetic vascular access 
for haemodialysis: A systematic review and meta-analysis". J. Vasc. Surg. 48(5): pp.S34–
S47. 
 
Napalkov, P., Felici, D.M., Chu, L.K., Jacobs, J.R.& Begelman, S.M. (2013). "Incidence 
of catheter-related complications in patients with central venous or haemodialysis 
catheters: a health care claims database analysis". BMC Cardiovascular Disorders, 13(1): 
pp.1. 
 
 



 272 

Nassar, G.M., Glickman, M.H., McLafferty, R.B., Croston, J.K., Zarge, J.I., Katzman, 
H.E., Peden, E.K., Lawson, J.H., Martinez, J.M. & Thackeray, L. (2014). "A Comparison 
Between the HeRO Graft and Conventional Arteriovenous Grafts in Haemodialysis 
Patients". Semin. Dial. 27(3): pp.310–318. 
 
National Institute of Diabetes and Digestive and Kidney Diseases (2014). "Vascular 
Access for Haemodialysis". [online]. Available at: <http://www.niddk.nih.gov/health-
information/health-topics/kidney-disease/vascular-access-for-
haemodialysis/Pages/index.aspx.> [Accessed 5th September 2014]. 
 
National Institute for Health and Clinical Excellence (NICE) (2011). "Organ donation for 
transplantation: Costing report". [online]. Available at: 
<http://www.nice.org.uk/guidance/cg135/resources/costing-report-184952125. [Accessed 
23rd December 2016]. 
 
National Institute for Healthcare Excellence (NICE) (2014). "Methods for the development 
of NICE public health guidance (3rd edition"). [online] Available at: 
<www.nice.org.uk/process/pmg4/chapter/introduction> [Accessed 27th December 2016]. 
 
National Kidney Care Healthcare Quality Improvement Partnership (2012). "National 
Kidney Care Vascular Access Audit Report 2011." [online] Available at: 
<http://www.hqip.org.uk/assets/NCAPOP-Library/VAReport2011Interactive03082011-
FINAL.pdf.> [Accessed 30th June 2015]. 
 
National Kidney Foundation Kidney Disease Outcomes Quality Initiative (NKF-KDOQI), 
(2000). "Clinical Guidelines for Chronic Kidney Disease (CKD)". [online] Available at: 
http://www2.kidney.org/professionals/KDOQI/guidelines_ckd/p4_class_g1.htm. 
[Accessed 28th December 2016]. 
 
National Kidney Foundation Kidney Disease Improving Global Outcomes (NKF-KDIGO)  
(2006). "NKF KDOQI Guidelines. Vascular Access. Guideline 2: Selection and Placement 
of Haemodialysis Access 2nd ed." Available at: 
http://www2.kidney.org/professionals/KDOQI/guideline_upHD_PD_VA/va_guide2.htm. 
[Accessed 28th December 2016]. 
 
National Kidney Foundation Kidney Disease Improving Global Outcomes (NKF-KDIGO) 
Vascular Access Working Group (2006). "Clinical Practice Guidelines for Vascular 
Access". Am. J. Kidney Dis. 48 (Suppl.1): S248-S273 
 
National Kidney Foundation Kidney Disease Improving Global Outcomes (NKF-KDIGO) 
(2013a). "KDIGO 2012 Clinical Practice Guidelines for Chronic Kidney Disease". Kidney 
Int. Suppl. 3: pp.136–150. 
 
 
 
 



 273 

National Kidney Foundation Kidney Disease Improving Global Outcomes (NKF-KDIGO) 
(2013b). "Transplantation cost effectiveness". [online] Available at: 
<http://www.kidney.org.uk/home/news-2/campaigns-transplantation-trans-cost-effect/> 
[Accessed July 6, 2015]. 
 
NHS Blood and Transplant (2014). "Chance of Transplant Calculator." [online]. Available 
at: <http://www.odt.nhs.uk/pdf/RTSM - Relative chance of kidney transplant.pdf.> 
[Accessed March 5, 2015]. 
 
NHS Blood and Transplant (2016). "Annual Report on Kidney Transplantation: 
2015/2016". [online] Available at: 
<http://www.odt.nhs.uk/pdf/organ_specific_report_kidney_2016.pdf.> [Accessed 27th 
December 2016]. 
 
NHS Choices (2013). "Dialysis - How it is performed". [online]. Available at: 
<http://www.nhs.uk/Conditions/Dialysis/Pages/How-haemodialysis-is-performed.aspx.> 
[Accessed 1st July 2015]. 
 
NHS Information Centre (2014). "HRG4 Renal Dialysis (NRD) FAQ". [online]. Available 
at: <http://content.digital.nhs.uk/media/1735/HRG4-Renal-Dialysis-NRD-
FAQ/pdf/HRG4_Renal_Dialysis_(NRD)_FAQ.pdf.> {Accessed 20th December 2016]. 
 
Nica, A., Lok, C.E., Harris, J., Lee, T.C., Mokrzycki, M.H., Maya, I.D., Vazquez, M.A., 
Xi, W. & Moist, L.M.(2013). "Understanding Surgical Preference and Practice in 
Haemodialysis Vascular Access Creation". Semin. Dial. 26(4): pp.520–526. 
 
Nguyen, T.H., Bui, T.D., Gordon, I.L. & Wilson, S.E. (2007). "Functional patency of 
autogenous AV fistulas for haemodialysis". J. Vasc. Access, 8(4): pp.275–280. 
 
O'Brien, F.J., Kok, H.K.T., O'Kane, C., McWilliams, J., O'Kelly, P., Collins, P., Walshr, J., 
Magee, C.C., Denton, M.D. & Conlon, P.J. (2012). "Arteriovenous fistula buttonhole 
cannulation technique: a retrospective analysis of infectious complications". Clin. Kidney 
J. 5(6): pp.135–529. 
 
O'Hare, A.M., Bertenthal, D., Walter, L.C., Garg, A.X., Covinsky, K., Kaufman, J.S., 
Rodriguez, R.A. & Allon, M. (2007). "When to refer patients with chronic kidney disease 
for vascular access surgery: Should age be a consideration?" Kidney Int. 71(6): pp.555–
561. 
 
O’Hare, A.M., Allon, M. & Kaufman, J.S. (2010). "Whether and When to Refer Patients 
for Predialysis AV Fistula Creation: Complex Decision Making in the Face of 
Uncertainty". Semin. Dial. 23(5): pp.452–455. 
 
 
 
 



 274 

O’Hare, A.M., Batten, A., Burrows, N.R., Pavkov, M.E., Taylor, L., Gupta, I., Todd-
Stenberg, J., Maynard, C., Rodriguez, R.A., Murtagh, F.E., Larson, E.B. & Williams, D.E. 
(2012). "Trajectories of Kidney Function Decline in the 2 Years Before Initiation of Long-
term Dialysis". Am. J. Kidney Dis. 59(4): pp.513–522. 
 
O’Neill, W.C. & Lomashvili, K.A. (2010). "Recent progress in the treatment of vascular 
calcification". Kidney Int. 78: pp.1232-1239. 
 
Ojo, A.O., Hanson, J.A., Wolfe, R.A., Leichtman, A.B., Agodoa, L.Y. & Port, F.K. (2000). 
"Long-term survival in renal transplant recipients with graft function". Kidney Int. 57(1): 
pp.307–313. 
 
Ojo, J., Wunsch, R., Turzer, M., Bahner, M., Raggi, P., Querfeld, U., Mehls, O. & 
Schaefer, F. (2002). "Advanced coronary and carotid arteriopathy in young adults with 
childhood-onset chronic renal failure". Circulation, 106: pp.100-105 
 
Oliver, M.J. Rothwell, D.M., Fung, K., Hux, J.E. & Lok, C.E. (2004). "Late Creation of 
Vascular Access for Haemodialysis and Increased Risk of Sepsis". J. Am. Soc. Nephrol. 
15(7): pp.1936–1942. 
 
Oliver, M.J., Quinn, R.R., Garg, A.X., Kim, S.J., Wald, R. & Paterson, J.M. (2012). 
"Likelihood of Starting Dialysis after Incident Fistula Creation". Clin. J. Am. Soc. 
Nephrol. 7(3): pp.466–471. 
 
Oliver, S., Campbell, J. Kingsmore D.B., Kasthuri, R., Traynor, J., Metcalfe, W. & 
Thomson, P. (2015). "Scottish Haemodialysis Vascular Access Appraisal". [online] 
Available at: <http://www.srr.scot.nhs.uk/Projects/PDF/2015/Scottish-Renal-Registry-
vascular-scorecard-151117.pdf> [Accessed 19th December 2016]. 
 
Olsha, O., Hijazi, J., Goldin, I. & Shemesh, D. (2015). "Vascular access in haemodialysis 
patients older than 80 years". J. Vasc. Surg. 61(1): pp.177–183. 
 
Organ Donation Taskforce, 2008. "Organs for Transplants". [online] Available at: 
<http://www.nhsbt.nhs.uk/to2020/resources/Taskforceevidencereview.pdf.> [Accessed 
26th July 2015]. 
 
Osborn, G., Escofet, X. & DaSilva, A. (2008). "Medical adjuvant treatment to increase 
patency of arteriovenous fistulae and grafts". Cochrane Database of Systematic Reviews. 
[online]. Available at: <http://www.cochrane.org/CD002786/PVD_medical-adjuvant-
ttreatment-increase-patency-arteriovenous-fistulae-and-grafts-used-renal-dialysis> 
[Accessed 4th July 2014]. 
 
Ottaviani, N., Deglise, S., Brizzi, V., Ducasse, E., Midy, D., Rigother, C., Saucy, F. & 
Berard, X. (2016). Early cannulation of the Flixene™ arteriovenous graft. J. Vasc. Access, 
17 (Suppl. 1): pp.S75–8. 
 



 275 

Oxford Centre for Evidence Based Medicine (CEBM) (2009). "Levels of evidence". 
[online]. Available at: <http://www.cebm.net/oxford-centre-evidence-based-medicine-
levels-evidence-march-2009/>. [Accessed 24th December 2016]. 
 
Palder, S.B., Kirkamn, R.L., Whittemore, A.D., Hakim, R.M., Lazarus, J.M. & Tilney, 
N.L. (1985). "Vascular access for haemodialysis. Patency rates and results of revision." 
Ann. Surg. 202(2): pp.235. 
 
Palumbo, R., Niscola, P., Calabria, S., Fierimonte, S., Bevilacqua, M., Scaramucci, L., 
Tolu, b., de Fabritiis, P. & Bondanini, F. (2009). "Long-Term Favorable Results by 
Arteriovenous Graft with Omniflow II Prosthesis for Haemodialysis". Nephron Clin. Pract. 
113(2): pp.c76–c80. 
 
Papachristou, E. & Vazquez-Padron, R.I. (2012). "For basic anatomic configuration to 
maturation success". Kidney Int. 81: pp.724-726 
 
Parisotto, M.T., Schoder, V.U., Miriunis, C., Grassmann, A.H., Scatizzi, L.P., Kaufmann, 
P., Stopper, A. & Marcelli, D. (2014). "Cannulation technique influences arteriovenous 
fistula and graft survival". Kidney Int. 86(4): pp.790–797. 
 
Parkerson, G.R. Jr. & Gutman, R.A. (1997). "Predictors of Functional Health Status of End 
Stage Renal Disease Patients". Health Care Financing Review, 18(4): pp.37–49. 
 
Pastan, S., Soucie, J.M. & McClellan, W.M. (2002). "Vascular access and increased risk of 
death among haemodialysis patients". Kidney Int. 62(2): pp.620–626. 
 
Paul, B., Valapour, M., Bartels, D., Abbott-Penny, A. & Kahn, J. (2004). "Ethics of Organ 
Transplantation", Minneapolis, MN: Univesity of Minnesota. 
 
Paulson, W.D., Kipshidze, N., Kipiani, K., Beridze, N., DeVita, M.V., Shenoy, S. & Iyer, 
S.S. (2012). "Safety and efficacy of local periadventitial delivery of sirolimus for 
improving haemodialysis graft patency: first human experience with a sirolimus-eluting 
collagen membrane (Coll-R)". Nephrol. Dial. Transplant. 27(3): pp.1219–1224. 
 
Peck, M.K., Dusserre, N., Zagalski, K., Garrido, S.A., Wystrychowski, W., Glickman 
M.H., Chronos, N.A., Cierpka, L., l'Heureux, N. & McAllister, T.N. (2011). "New 
biological solutions for haemodialysis access". J. Vasc. Access, 12(3): pp.185–192. 
 
Perlas, A., Lobo, G., Lo, N., Brull, R., Chan, V.W. & Karkhanis, R. (2009). "Ultrasound-
Guided Supraclavicular Block: Outcome of 510 Consecutive Cases". Reg. Anesth. Pain 
Med. 34(2): pp.171–176. 
 
Pierre-Paul, D., Williams, S., Lee, T. & Gahtan, V. (2004). "Saphenous Vein Loop to 
Femoral Artery Arteriovenous Fistula: A Practical Alternative". Ann. Vasc. Surg. 18(2): 
pp.223–227. 
 



 276 

Pisoni, R.L., Young, E.W., Dykstra, D.M., Greenwood, R.N., Hecking, E., Gillespie, B., 
Wolfe, R.A., Goodkin, D.A. & Held, P.J. (2002). "Vascular access use in Europe and the 
United States: Results from the DOPPS". Kidney Int. 61(1): pp.305–316. 
 
Pisoni, R.L., Arrington, C.J., Albert, J.M., Ethier, J., Kimata, N., Krishnan, M., Rayner, 
H.C., Saito, A., Sands, J.J., Saran, R., Gillespie, B., Wolfe, R.A. & Port, F.K. (2009). 
"Facility haemodialysis vascular access use and mortality in countries participating in 
DOPPS: an instrumental variable analysis". Am. J. Kidney Dis. 53(3): pp.475–491. 
 
Pisoni, R.L., Zepel, L., Port, F.K. & Robinson, B.M. (2015). "Trends in US Vascular 
Access Use, Patient Preferences, and Related Practices: An Update From the US DOPPS 
Practice Monitor With International Comparisons". Am. J. Kidney Dis. 65(5): pp.905–915. 
 
Polkinghorne, K.R., McDonald, S.P., Atkins, R.C. & Kerr, P.G. (2004). "Vascular Access 
and All-Cause Mortality: A Propensity Score Analysis". J. Am. Soc. Nephrol. 15(2): 
pp.477–486. 
 
Polkinghorne, K.R., Lau, K.K., Saunder, A., Atkins, R.C. & Kerr, P.G. (2006). "Does 
monthly native arteriovenous fistula blood-flow surveillance detect significant stenosis--a 
randomised controlled trial". Nephrol. Dial. Transplant. 21(9): pp.2498–2506. 
 
Ponce, D. & Balbi, A.L. (2011). Peritoneal dialysis in acute kidney injury in acute kidney 
injury: a viable alternative. Perit. Dial. Int. 31(4): pp.387–389. 
 
Port, F.K.,Wolfe, R.A., Mauger, E.A., Berling, D.P. & Jiang, K. (1993). "Comparison of 
survival probabilities for dialysis patients vs. cadaveric renal transplant recipients". JAMA, 
270(11): pp.1339–1943. 
 
Power, A., Singh, S., Ashby, D., Hamady, M., Moser, S., Gedroyc, W., Taube, D., 
Duncan, N. & Cairns, T. (2010). "Translumbar central venous catheters for long-term 
haemodialysis". Nephrol. Dial. Transplant. 25(5): pp.1588–1595. 
 
Power, A., Singh, S.K., Ashby, D., Cairns, T., Taube, D. & Duncan, N. (2011). "Long-
term Tesio Catheter Access for Haemodialysis Can Deliver High Dialysis Adequacy with 
Low Complication Rates". J. Vasc. Interv. Radiol. 22(5): pp.631–637. 
 
Organ Procurement and Transplantation Network (2015). "How organ allocation works". 
[online]. Available online:<http://optn.ransplant.hrsa.giv/learn/about-transplantation/how-
organ-allocation-works> [Accessed 27th December 2016]. 
 
Quinn, R.R. & Ravani, P. (2014). "Fistula-first and catheter-last: fading certainties and 
growing doubts". Nephrol. Dial. Transplant. 29(4): pp.727–730. 
 
 
 
 



 277 

Quinn, S.F., Schuman, E.S., Demlow, T.A., Standage, B.A., Ragsdale, J.W., Green, G.S. & 
Sheley, R.C. (1995). "Percutaneous Transluminal Angioplasty versus Endovascular Stent 
Placement in the Treatment of Venous Stenoses in Patients Undergoing Haemodialysis: 
Intermediate Results". J. Vasc. Interv. Radiol. 6(6): pp.851–855. 
 
Quinn, R.R., Laupacis, A., Hux, J.E., Oliver, M.J. & Austin, P.C. (2011). "Predicting the 
Risk of 1-Year Mortality in Incident Dialysis Patients: Accounting for Case-Mix Severity 
in Studies Using Administrative Data". Med. Care, 49(3): pp.257–266. 
 
Quinton, W.E., Dillard, D.H., Cole, J.J. & Scribner, B.H. (1962). "Eight months' 
experience with silastic-teflon bypass catheters." ASAIO Journal, 8(1): pp.236–243. 
 
Rajabi Jagahrgh, E., Krishnamoothy, M.K., Roy-Chaudhury, P., Succop, P., Wang, Y., 
Choe, A. & Banerjee, R.K. (2013). "Longitudinal Assessment of Hemodynamic Endpoints 
in Predicting Arteriovenous Fistula Maturation". Semin. Dial. 26(2): pp.208–215. 
 
Rajan, D.K., Chennepragada, S.M., Lok, C.E., Beecroft, J.R., Tan, K.T., Hayeems, E., 
Kachura, J.R., Sniderman, K.W. & Simons, M.E. (2007). "Patency of Endovascular 
Treatment for Central Venous Stenosis: Is There a Difference Between Dialysis Fistulas 
and Grafts?" J. Vasc. Interv. Radiol. 18(3): pp.353–359. 
 
Ram, S.J., Sachdeva, B.A., Caldito, G.C., Zibari, G.B. & Abreo, K.D. (2010). "Thigh 
Grafts Contribute Significantly to Patients' Time on Dialysis". Clin. J. Am. Soc. Nephrol. 
5(7): pp.1229–1234. 
 
Ramanathan, V., Chiu, E.J., Thomas, J.T., Khan, A., Dolson, G.W. & Darouiche, R.O. 
(2007). "Healthcare Costs Associated with Haemodialysis Catheter–Related Infections: A 
Single-Center Experience". Infect. Control Hosp. Epidemiol. 28(5): pp.606-609\ 
 
Ravani, P., Palmer, S.C., Oliver, M.J., Quinn, R.R., MacRae, J.M., Tai, D.J., Pannu, N.I., 
Thomas, C., Hemmelgarn, B.R., Craig, J.C., Manns, B., Tonelli, M., Strippoli, G.F. & 
James, M.T. (2013a). "Associations between Haemodialysis Access Type and Clinical 
Outcomes: A Systematic Review". J. Am. Soc. Nephrol. 24(3): pp.465–473. 
 
Ravani, P., Gillespie, B.W., Quinn, R.R., MacRae, J., Manns, B., Mendelssohn, D., 
Tonelli, M., Hemmelgarn, B., James, M., Pannu, N., Robinson, B.M., Zhang, X. & Pisoni, 
R. (2013b). "Temporal Risk Profile for Infectious and Noninfectious Complications of 
Haemodialysis Access". J. Am. Soc. Nephrol. 24(10): pp.1668–1677. 
 
Rayner, H.C., Pisoni, R.L., Gillespie, B.W., Goodkin, D.A., Akiba, T., Akizawa, T., Saito, 
A., Young, E.W. & Port, F.K. (2003). "Creation, cannulation and survival of arteriovenous 
fistulae: Data from the Dialysis Outcomes and Practice Patterns Study". Kidney Int. 63: 
pp.323-330 
 
 
 



 278 

Rayner, H.C., Besarab, A., Brown, W.W., Disney, A., Saito, A. & Pisoni, R.L. (2004). 
"Vascular access results from the Dialysis Outcomes and Practice Patterns Study 
(DOPPS): performance against Kidney Disease Outcomes Quality Initiative (K/DOQI) 
Clinical Practice Guidelines". Am. J. Kidney Dis. 55(5 (Suppl. 2)): pp.22–26. 
 
Rebello, P., Ortega, F., Baltar, J.M., Diaz-Corte, C., Navascues, R.A., Naves, M., Urena, 
A., Badia, X., Alvarez-Ude, F. & Alvarez-Grande, J. (1998). "Health-related quality of life 
(HRQOL) in end stage renal disease (ESRD) patients over 65 years". Geriatr. Nephrol. 
Urol. 8(2): pp.85–94. 
 
The Renal Association (2013). "Chronic Kidney Disease Stages." [online] Available at: 
<http://www.renal.org/information-resources/the-uk-eckd-guide/ckd-
stages#sthash.WdyKb95y.dpbs> [Accessed July 6, 2015].\ 
 
Renaud, C.J., Leong, C.R., Bin, H.W. & Wong, J.C. (2015). "Effect of brachial plexus 
block-driven vascular access planning on primary distal arteriovenous fistula recruitment 
and outcomes". J. Vasc. Surg. 62(5): pp.1266–1272. 
 
Reynolds, T.S., Kim, K.M, Dukkipati, R., Nguyen, T.H., Julka, I., Kakazu, C., Tokhner, V. 
& Chauvapun, J.P. (2011). "Pre-operative regional block anaesthesia enhances operative 
strategy for arteriovenous fistula creation". J. Vasc. Access, 12(4): pp.336–340. 
 
Richardson, A.I., Leake, A., Schmieder, G.C., Biuckians, A., Stokes, G.K., Panneton, J.M. 
& Glickman, M.H. (2009). "Should fistulas really be first in the elderly patient?" J. Vasc. 
Access, 10(3): pp.199-202. 
 
Riella, M.C. & Roy-Chaudhury, P. (2013). "Vascular access in haemodialysis: 
strengthening the Achilles' heel". Nat. Rev. Nephrol. 9(6): pp.348–357. 
 
Robinson, B.M. & Port, F.K. (2010). "Caring for dialysis patients: international insights 
from the Dialysis Outcomes and Practice Patterns Study (DOPPS). Identifying best 
practices and outcomes in the DOPPS." Semin. Dialy. 23(1): pp.4–6. 
 
Rodriguez, J.A., Armadans, L., Ferrer, E., Olmos, A., Codina, S., Bartolome, J., Borrellas, 
J. & Piera, L. (2000). "The function of permanent vascular access." Nephrol. Dial. 
Transplant. 15(3): pp.402–408. 
 
Rodriguez, J., Taboada-Muniz, M., Barcena, M. & Alvarez, J. (2004). "Median versus 
musculocutaneous nerve response with single-injection infraclavicular coracoid block". 
Reg. Anesth. Pain Med. 29: pp.534–538.    
 
Rogers, E. (1962). Diffusion of innovations. New York: The Free Press. 
 
Roh, S. (2012). "Revision Using Distal Inflow (RUDI)". In: Operative Dictations in 
General and Vascular Surgery. ed. Hoballah, J.J. New York, NY: Springer. pp. 972–975. 
 



 279 

Rooijens, P.P.G.M., Tordoir, J.H.M., Stijnen, T., Burgmans, J.P.J., Smet de, A.A.E.A. & 
Yo, T.I. (2004). "Radiocephalic wrist arteriovenous fistula for haemodialysis: Meta-
analysis indicates a high primary failure rate". Eur. J. Vasc. Endovasc. Surg. 28(6): 
pp.583-589. 
 
Rooijens, P.P.G.M., Burgmans, J.P., Yo, T.I., Hop, W.C., de Smet, A.A., van den Dorpel, 
M.A., Fritschy, W.M., de Groot, H.G., Burger, H. & Tordoir, J.H. (2005). "Autogenous 
radial-cephalic or prosthetic brachial-antecubital forearm loop AVF in patients with 
compromised vessels? A randomised, multicentre study of the patency of primary 
haemodialysis access". J. Vasc. Surg. 42(3): pp.481–487. 
 
Rosansky, S.J. (2012). "Renal Function Trajectory Is More Important than Chronic Kidney 
Disease Stage for Managing Patients with Chronic Kidney Disease". Am. J. Nephrol. 
36(1): pp.1–10. 
 
Rothuizen, T.C., Wong, C., Quax, P.H., van Zonneveld, A.J., Rabelink, T.J. & Rotmans, 
J.I. (2013). "Arteriovenous access failure: more than just intimal hyperplasia?" Nephrol. 
Dial. Transplant. 28(5): pp.1068–1092. 
 
Roy-Chaudhury, P., Kelly, B.S., Miller, M.A., Reaves, A., Armstrong, J., Nanayakkara, N. 
& Heffelfinger, S.C. (2001). "Adventitial fibroblasts contribute to venous neointimal 
hyperplasia in PTFE dialysis grafts." J. Am. Soc. Nephrol. 56(9): pp. 2325-2334. 
 
Roy-Chaudhury, P., Kelly, B.S., Zhang, J., Narayana, A., Desai, P., Melahm, M., Duncan, 
H. & Heffelfinger, S.C. (2003). "Haemodialysis Vascular Access Dysfunction: From 
Pathophysiology to Novel Therapies". Blood Purif. 21(1): pp.99–110. 
 
Roy-Chaudhury, P., Arend, L., Zhang, J., Krishnamoorthy, M., Wang, Y., Banerjee, R., 
Samaha, A. & Munda, R. (2007). "Neointimal Hyperplasia in Early Arteriovenous Fistula 
Failure". Am. J. Kidney Dis. 50(5): pp.782–790. 
 
Roy-Chaudhury, P., El-Khatib, M., Campos-Naciff, B., Wadehra, D., Ramani, K., Leesar, 
M., Mistry, M., Wang, Y., Chan, J.S., Lee, T. & Munda, R. (2012a). "Back to the Future: 
How Biology and Technology Could Change the Role of PTFE Grafts in Vascular Access 
Management". Semin. Dial. 25(5): pp.495–504. 
 
Roy-Chaudhury, P., Lee, T., Woodle, B., Wadehra, D., Campos-Naciff, B. & Munda, R. 
(2012b). "Balloon-Assisted Maturation (BAM) of the Arteriovenous Fistula: The Good, 
the Bad, and the Ugly." Semin. Nephrol. 32(6): pp.558–563. 
 
Ryan, S.V., Calligaro, K.D. & Dougherty, M.J, (2004). "Management of haemodialysis 
access infections". Semin. Vasc. Surg. 17(1): pp.40–44. 
 
Sahay, M. (2012). Diseases of Renal Parenchyma. Rijeka, Croatia: Intech. 
 
 



 280 

Sahin, L., Gul, R., Mizrak, A., Deniz, H., Sahin, M., Koruk, S., Cesur, M. & Goksu, S. 
(2011). "Ultrasound-guided infraclavicular brachial plexus block enhances postoperative 
blood flow in arteriovenous fistulas." J. Vasc. Surg. 54(3): pp.749–753. 
 
Sala Almonacil, V., Plaza Martinez, A., Zaragoza Garcia, J., Martinez Parreno, C., Al-
Raies Bolanos, B., Gomez Palones, F. & Ortiz Monzon, E. (2011). "Comparison between 
autogenous brachial-basilic upper arm transposition fistulas and prosthetic brachial-
axillary vascular accesses for haemodialysis". J. Cardiovasc. Surg., 52(5): pp.725–730. 
 
Salman, L.H. (2014). "How is Arteriovenous Fistula Longevity Best Prolonged?" Semin. 
Dial. 28(1): pp.33–34. 
 
Sandhu, N.S., Manne, J.S., Medabalmi, P.K. & Capan, L.M. (2006). "Sonographically 
Guided Infraclavicular Brachial Plexus Block in Adults A Retrospective Analysis of 1146 
Cases". J. Ultrasound Med. 25(12): pp.1555–1561. 
 
Saran, R., Pisoni, R.L. & Young, E.W. (2005). "Timing of first cannulation of 
arteriovenous fistula: are we waiting too long?" Nephrol. Dial. Transplant. 20(4): pp.688–
690. 
 
Saucy, F., Haesler, E., Haller, C., Deglise, S., Teta, D. & Corpataux, J.M. (2010). "Is intra-
operative blood flow predictive for early failure of radiocephalic arteriovenous fistula?" 
Nephrol. Dial. Transplant. 25(3): pp.862–867. 
 
Savage, M.T., Ferro, C.J., Sassano, A. & Tomson, C.R. (2002). "The impact of 
arteriovenous fistula formation on central hemodynamic pressures in chronic renal failure 
patients: A prospective study." Am. J. Kidney Dis. 40(4): pp.753–759. 
 
Scarritt, T, Paragone, C.M., O'Gorman, R.B., Kyriazis, D.K., Maltese, C. & Rostas, M.C. 
(2014). "Traditional versus early-access grafts for haemodialysis access: a single-
institution comparative study." Am. Surg. 80(2): pp.155-158. 
 
Schell, J.O. & O’Hare, A.M. (2013). "Illness trajectories and their relevance to the care of 
adults with kidney disease." Curr. Opin. Nephrol. Hypertension, 22(3): pp.316–324. 
 
Schenk, W.G. (2010). "Improving Dialysis Access: Regional Anaesthesia Improves 
Arteriovenous Fistula Prevalence." Am. Surg. 76(9): pp.938-942. 
 
Schild, A.F., Perez, E., Gillaspie, E., Seaver, C., Livingstone, J. & Thibonnier, A. (2007). 
"Arteriovenous fistulae vs. arteriovenous grafts: a retrospective review of 1,700 
consecutive vascular access cases." J.Vasc.Access, 9(4): pp.231–235. 
 
Schlechter, B. & Guyuron, B. (1994). "A comparison of different suture techniques for 
microvascular anastomosis." Ann. Plast. Surg. 33(10): pp.28-31. 
 
 



 281 

Schold, J.D. (2014). "For Kidney Transplant Recipients, 70 Is the New 50." J. Am. Geriatr. 
Soc. 62(12): pp. 2430-2432.  
 
Schold, J.D., Srinivas, T.R., Sehgal, A.R. & Meier-Kriesche, H-U. (2009). "Half of Kidney 
Transplant Candidates Who Are Older than 60 Years Now Placed on the Waiting List Will 
Die before Receiving a Deceased-Donor Transplant." Clin. J. Am. Soc. Nephrol. 4(7): 
pp.1239–1245. 
 
Schulz, K.F., Altman, D.G. & Moher, D. (2010). "CONSORT 2010 Statement: Updated 
Guidelines for Reporting Parallel Group Randomised Trials." Ann. Int. Med. 152(11): 
pp.726–732. 
 
Schuman, E., Ronfeld, A., Barclay, C. & Heini, P. (2007). "Comparison of Clinical 
Assessment With Ultrasound Flow for Haemodialysis Access Surveillance." Arch. Surg. 
142(12): pp.1129–1133. 
 
Schwab, S.J. (1999). "Vascular access for haemodialysis." Kidney Int. 55(5): pp.2078–
2090. 
 
Schwarz, U., Buzello, M., Ritz, E., Stein, G., Raabe, G., Wiest, G., Mall, G. & Amann, K. 
(2000). "Morphology of coronary atherosclerotic lesions in patients with end-stage renal 
failure." Nephrol.Dial.Transplant. 15: 218-223. 
 
Scott, J.D., Cull, D.L., Kalbaugh, C.A., Carsten, C.G., Blackhurst, D., Taylor, S.M., 
Snyder, B.A., York, J.W. & Langan, E.M. (2006). "The Mid-Thigh Loop Arteriovenous 
Graft:Patient Selection, Technique, and Results." Am. Surg. 72(9): pp.825-828. 
 
Scottish Renal Registry (2013). "Scottish Renal Registry Annual Report 2013." [online] 
Available at:<,http://www.srr.scot.nhs.uk/Publications/PDF/scottish-renal-registry-report-
2013-web.pdf?2.> [Accessed 3rd October 2014]. 
 
Scottish Renal Registry (2015). "Scottish Renal Registry Annual Report 2015." [online] 
Available at: http://www.srr.scot.nhs.uk/Publications/PDF/scottish-renal-registry-report-
2015-161107.pdf?4>. [Accessed 19th December 2016]. 
 
Sgroi, M.D., Patel, M.S., Wilson, S.E., Jennings, W.C., Blebea, J. & Huber, T.S. (2013). 
"The optimal initial choice for permanent arteriovenous haemodialysis access." J. Vasc. 
Surg. 58(2): pp.539–548. 
 
Sharif, A. & Baboolal, K. (2011). "Update on Dialysis Economics in the UK." Perit. Dial. 
Int. 31(Suppl. 2): pp.S58–S62. 
 
Sharma, A. & Ranjan, P. (2014). "Arteriovenous fistula (AVF) monitoring and 
surveillance." Clinical Queries: Nephrology, 3(1): pp.46–50. 
 
 



 282 

Shechter, S.M., Skandari, M.R. & Zalunardo, N. (2014). "Timing of Arteriovenous Fistula 
Creation in Patients With CKD: A Decision Analysis." Am. J. Kidney Dis. 63(1): pp.95–
103. 
 
Shemesh, D., Olsha, O., Orkin, D., Raveh, D., Goldin, I., Reichenstein, Y. & Zigelman, C. 
(2006). "Sympathectomy-like effects of brachial plexus block in arteriovenous access 
surgery." Ultrasound Med. Biol. 32(6): pp.817–822. 
 
Shemesh, D., Goldin, I., Hijazi, J., Zaghal, I., Berelowitz, D., Verstandig, A. & Olsha, O. 
(2015). "A prospective randomised study of heparin-bonded graft (Propaten) versus 
standard graft in prosthetic arteriovenous access." J. Vasc. Surg. 62(1): pp.115–122. 
 
Shinoka, T., Imai, Y. & Matsumura, G. (2001). "Current status of tissue engineering for 
therapeutic use." Jpn. J. Clin. Med. 59(7): pp.1389–1399. 
 
Sidawy, A.N., Spergel, L.M., Besarab, A., Allon, M., Jennings, W.C., Padberg, F.T., 
Murad, M.H., Montori, V.M., O'Hare, A.M., Calligaro, K.D., Macsata, R.A., Lumsden, 
A.B. & Ascher, E. (2008). "The Society for Vascular Surgery: Clinical practice guidelines 
for the surgical placement and maintenance of arteriovenous haemodialysis access." J. 
Vasc. Surg. 48(5): pp.S2–S25. 
 
Silva, M.B. Jr., Hobson, R.W., Pappas, P.J., Jamil, Z., Araki, C.T., Goldberg, M.C., 
Gwertzman, G. & Padberg, F.T. (1998). "A strategy for increasing use of autogenous 
haemodialysis access procedures: Impact of preoperative noninvasive evaluation." J. Vasc. 
Surg. 27(2): pp.302–308. 
 
Simmons, S., Bryson, C. & Porter, S. (2011). “'Scrub the Hub': Cleaning Duration and 
Reduction in Bacterial Load on Central Venous Catheters." Crit. Care Nurs. Q. 34(1): 
pp.31–35. 
 
Smith, G.E., Gohil, R. & Chetter, I.C. (2012). "Factors affecting the patency of 
arteriovenous fistulas for dialysis access." J. Vasc. Surg. 55(3): pp.849–855. 
 
Soares, L.G., Brull, R., Lai, J. & Chan, V.W. (2007). "Eight Ball, Corner Pocket: The 
Optimal Needle Position for Ultrasound Guided Supraclavicular Block." Reg. Anesth. Pain 
Med. 32(1): p.94. 
 
Spergel, L.M. (2008). "Has the Fistula First Breakthrough Initiative Caused an Increase in 
Catheter Prevalence?" Semin. Dial. 21(6): pp.550–552. 
 
Sreedhara, R., Himmelfarb, J., Lazarus, J.M. & Hakim, R.M. (1994). "Anti-platelet therapy 
in graft thrombosis: Results of a prospective, randomised, double-blind study." Kidney Int. 
45(5): pp.1477–1483. 
 
Starzl, T.E., Iwatsuki, S. & Esquivel, C.O. (1985). "Refinements in the surgical technique 
of liver transplantation." Semin. Liver Dis. 5(4): pp. 349-356. 



 283 

 
Stevenson, K.S., Gibson, S.C., MacDonald, D., Hole, D.J., Rogers, P.N., Byrne, D.S. & 
Kingsmore, D.B. (2007). "Measurement of process as quality control in the management of 
acute surgical emergencies." Br. J. Surg. 94(3): pp. 376-381. 
 
Stolic, R. (2012). "Most Important Chronic Complications of Arteriovenous Fistulas for 
Haemodialysis." Med. Princ. Pract. 22(3): pp.220–228. 
 
Stone, P.W., Schackman, B.R., Neukermans, C.P., Olchanski, N., Greenberg, D., Rosen, 
A.B. & Neumann, P.J. (2005). "A synthesis of cost-utility analysis literature in infectious 
disease." Lancet Infect. Dis. 5(6): pp.383–391. 
 
Stonebridge, P.A., Vermassen, F., Dick, J., Belch, J.J. & Houston, G. (2012). "Spiral 
Laminar Flow Prosthetic Bypass Graft: Medium-Term Results From a First-In-Man 
Structured Registry Study." Ann. Vasc. Surg. 26(8): pp.1093–1099. 
 
Suroweic, S.M., Fegley, A.J., Tanski, W.J., Sivamurthy, N., Illig, K.A., Lee, D.E., 
Waldman, D.L., Green, R.M. & Davies, M.G. (2004). "Endovascular management of 
central venous stenosis in the haemodialysis patient: Results of percutaneous therapy." 
Vasc. Endovasc. Surg. 38: pp.349–354. 
 
Swindlehurst, N., Swindlehurst, A., Lumgair, H., Rebello Mesa, I., Mamode, N., Cacciola, 
R. & Macdougall, I. (2011). "Vascular access for haemodialysis in the elderly." J. Vasc. 
Surg. 53(4): pp.1039–1043. 
 
Sylvia Rosas, H.I.F. (2012). "Synthetic vascular haemodialysis access vs. native 
arteriovenous fistula: A cost-utility analysis." Ann. Surg. 255(1): pp.181–186. 
 
Szende, A., Oppe, M. & Devlin, N. (2007)." EQ-5D Value Sets." Dordrecht, Netherlands: 
Springer . 
 
Tanner, N.C. & DaSilva, A. (2015). "Medical adjuvant treatment to increase patency of 
arteriovenous fistulae and grafts", Cochrane Database of Systematic Reviews. [online]. 
Available at: <http://www.cochrane.org/CD002786/PVD_medical-adjuvant-treatment-
increase-patency-arteriovenous-fistulae-and-grafts-used-renal-dialysis> [Accessed 28th 

December 2016]. 
 
Taylor, G., Gravel, D., Johnston, L., Embil, J., Holton, D. & Paton, S. (2002). "Prospective 
surveillance for primary bloodstream infections occurring in Canadian haemodialysis 
units." Infect. Control Hosp. Epidemiol. 23(12): pp.716–720. 
 
Terada, I. & Hyde, C. (2012). "The SF-36: An instrument for measuring quality of life in 
ESRD patients." EDTNA-ERCA Journal, 28(2): pp.73–83. 
 
 
 



 284 

Tessitore, N., Bedogna, V., Melilli, E., Millardi, D., Mansueto, G., Lipari, G., Mantovani, 
W., Baggio, E., Poli, A. & Lupo, A. (2011). "In search of an optimal bedside screening 
program for arteriovenous fistula stenosis." Clin. J. Am. Soc. Nephrol. 6(4): pp.819-826. 
 
Tessitore, N., Bedogna, V., Poli, A., Lipari, G., Pertile, P., Baggio, E., Contro, A., 
Criscenti, P., Mansueto, G. & Lupo, A. (2014a). "Should current criteria for detecting and 
repairing arteriovenous fistula stenosis be reconsidered? Interim analysis of a randomised 
controlled trial." Nephrol. Dial. Transplant. 29(1): pp.179–187. 
 
Tessitore, N., Bedogna, V., Verlato, G. & Poli, A. (2014b). "The Rise and Fall of Access 
Blood Flow Surveillance in Arteriovenous Fistulas." Semin. Dial. 27(2): pp.108–118. 
 
Thermann, F. & Kornhuber, M. (2011). "Ischemic monomelic neuropathy: a rare but 
important complication after haemodialysis access placement--a review." J. Vasc. Access, 
12(2): pp.113–119. 
 
Thomson, P. (2009). "A study of the complications associated with haemodialysis vascular 
access in patients with renal failure." MD. University of Glasgow.  
 
Thomson, P. (2015). "Improving vascular access provision in Scotland." (Personal 
communication 17th August 2015).  
 
Thomson, P. (2016a). "MSSA/ MRSA rates: quarterly report." (Personal communication 
4th October, 2016). 
 
Thomson, P. (2016b). "Incident and prevalent arteriovenous graft use in the West of 
Scotland." (Personal communication 19th December, 2016). 
 
Thomson, P.C., Stirling, C.M., Geddes, C.C., Morris, S.T. & Mactier, R.A. (2007). 
"Vascular access in haemodialysis patients: a modifiable risk factor for bacteraemia and 
death." QJM, 100: pp.415–422. 
 
Thomson, P., Stirling, C., Traynor, J., Morris, S. & Mactier, R. (2010). "A prospective 
observational study of catheter-related bacteraemia and thrombosis in a haemodialysis 
cohort: univariate and multivariate analyses of risk association." Nephrol. Dial. Transplant. 
25(5): pp.1596–1604. 
 
Tillman, B.W., Yazdani, S.K. & Yoo, J.J. (2012). "Bioengineered vascular access 
maintains structural integrity in response to arteriovenous flow and repeated needle 
puncture." J. Vasc. Surg. 56(3): pp.783-793. 
 
Tonelli, M., Jindal, K., Hirsch, D., Taylor, S., Kane, C. & Henbrey, S. (2001). "Screening 
for Subclinical Stenosis in Native Vessel Arteriovenous Fistulae". J. Am. Soc. Nephrol. 
12(8): pp.1729–1733. 
 
 



 285 

Tonnessen, B.H. & Money, S.R. (2005). "Embracing the fistula first national vascular 
access improvement initiative." J. Vasc. Surg. 42(3): pp.585–586. 
 
Tordoir, J., van der Sande, F.M. & de Haan, M.W. (2004). "Current topics on vascular 
access for haemodialysis." Minerva Urol. Nefrol. 56(3): 223-335. 
 
Tordoir, J., Canaud, B., Haage, P., Kooner, K., Basci, A., Fouque, D., Kooman, J., Martin-
Malo, A., Pedrini, L., Pizzarelli, F., Tattersall, J., Vennegoor, M., Wanner, C., ver Wee, P. 
& Vanholder, R. (2007). "EBPG on Vascular Access." Nephrol. Dial. Transplant. 
22(Suppl. 2), pp.ii88–ii117. 
 
Tordoir, J.H.M., Bode, A.S. & Van Loon, M.M. (2015). "Preferred Strategy for 
Haemodialysis Access Creation in Elderly Patients." Eur. J. Vasc. Endovasc. Surg. 49(6): 
pp.738–743. 
 
Toussaint, N.D., McMahon, L.P., Dowling, G., Soding, J., Safe, M., Knight, R., Fair, K., 
Linehan, L., Walker, R.G. & Power, D.A. (2015). "Implementation of renal key 
performance indicators: Promoting improved clinical practice." Nephrology, 20(3): 
pp.184–193. 
 
Tozzi, P., Corno, A.F. & von Sesgesser, L.K. (2002). "Sutureless coronary anastomoses: 
revival of old concepts." Eur. J. Cardiothorac. Surg. 22: pp.565-570. 
 
Tozzi, M., Franchin, M., Ietto, G., Soldini, G., Carcano, G., Castelli, P. & Piffaretti, G., 
(2014a). "Initial experience with the Gore®Acuseal graft for prosthetic vascular access." J. 
Vasc. Access, 15(5): pp.385-390. 
 
Tozzi, M., Piffaretti, G., Franchin, M., Palma, F. & Castelli, P. (2014b). "RR14. Single 
Center Experience on Early Cannulation Using a New Tri-Layer Graft for Vascular 
Access." J. Vasc. Surg. 59(6): pp.100S. 
 
The Transplantation Society of Australia & New Zealand (2014). "Organ transplantation 
from deceased donors: Eligibility criteria and allocation protocols." [online].Available at: 
<https://http://www.tsanz.com.au/standalonepages/documents/TSANZConsensusGuideline
LiteratureReview_DRAFT3.1.pdf.> [Accessed April 3, 2016]. 
 
Tzeng, Y.S., Hsieh, C.B. & Chen, S.G. (2010). "Continuous versus interrupted suture for 
hepatic artery reconstruction using a loupe in living-donor liver transplantation." Ann. 
Transplant. 16(4); pp.12-15. 
 
UK Renal Registry (2014). "United Kingdom Renal Registry 16th Annual Report 2013." 
[online] Available at: <https://www.renalreg.org/wp-
content/uploads/2014/09/Report2013.pdf.> [Accessed 5th January 2015]. 
 
UK Renal Registry (2016). "United Kingdom Renal Registry 18th Annual Report 2015." 
Nephron. 132 (Suppl.1), pp.1-380. 



 286 

United States Renal Data System (USRDS) (2006). "United States Renal Data System 
2006 Annual Data Report: Atlas of Chronic Kidney Disease and End Stage Renal Disease 
in the United States." [online] Available at: <http://www.usrds.org/2006/ref_06.pdf.> 
[Accessed 5th January 2015]. 
 
United States Renal Data System (USRDS) (2007). "The economic cost of ESRD, vascular 
access procedures and Medicare spending for alternative modalities of treatment." Am. J. 
Kidney Dis. 30(2): pp.S160–S171. 
 
United States Renal Data System (USRDS) (2014). "United States Renal Data System 
Annual Data Report 2014: Volume 2, End stage renal disease in the United States." 
[online]. Available at: <http://www.usrds.org/2013/pdf/v2_esrd_full_13.pdf.> [Accessed 
23rd December 2016]. 
 
Vachharajani, T.J., Moossavi, S., Jordan, J.R., Vachharajani, V., Freedman, B.I. & 
Burkart, J.M. (2011). "Re-evaluating the Fistula First Initiative in Octogenarians on 
Haemodialysis." Clin. J. Am. Soc. Nephrol. 6(7): pp.1663–1667. 
 
Vacharanjani, T.J., Moist, L.M., Glickman, M.H., Vazquez, M.A., Polkinghorne, K.R., 
Lok, C.E. & Lee T.C. (2014). "Elderly patients with CKD--dilemmas in dialysis therapy 
and vascular access." Nat. Rev. Nephrol. 10(2): pp.116–122. 
 
Valderabano, F., Jofre, R. & Lopez-Gomez, J.M. (2001). "Quality of life in end-stage renal 
disease patients." Am. J. Kidney Dis. 38(3): pp.443–462. 
 
van der Veer, S.N., Haller, M.C., Pittens, C.A., Broerse, J., Castledine, C., Gallieni, M., 
Inston, N., Marti Monros, A., Peek, N. & van Biesen, W. (2015). "Setting Priorities for 
Optimising Vascular Access Decision Making – An International Survey of Patients and 
Clinicians." PLoS ONE, 10(7): pp.e0128228. 
 
Van Pottelbergh, G., Bartholomeeusen, S., Buntinx, F. & Degryse, J. (2012). "The 
evolution of renal function and the incidence of end-stage renal disease in patients aged 
≥50 years." Nephrol. Dial. Transplant. 27(6): pp.2297–2303. 
 
Van Tricht, I., De Wachter, D., Tordoir, J. & Verdonck, P. (2005). "Hemodynamics and 
Complications Encountered with Arteriovenous Fistulas and Grafts as Vascular Access for 
Haemodialysis: A Review." Ann. Biomed. Eng. 33(9): pp.1142–1157. 
 
Vaziri, N.D., Pahl, N.M., Crum, A. & Norris, K. (2012). "Effect of Uraemia on Structure 
and Function of Immune System." J. Ren. Nutr. 22(1): 149–156.  
 
Vascular Access Working Group (2006). "Clinical practice guidelines for vascular access." 
Am. J. Kidney Dis. 48(Suppl. 1): pp.S248–273. 
 
 
 



 287 

Vassalotti, J.A., Jennings, W.C., Beathard, G.A., Neumann, M., Caponi, S., Fox, C.H. & 
Spergel, L.M. (2012). "Fistula First Breakthrough Initiative: Targetting Catheter Last in 
Fistula First." Semin. Dial. 25(3): pp.303–310. 
 
Válek, M., Lopot, F. & Polakovic, V. (2010). "Arteriovenous Fistula, Blood Flow, Cardiac 
Output, and Left Ventricle Load in Haemodialysis Patients." ASAIO Journal. 56(3): 
pp.200–203. 
 
Walz, P., Ladowski, J.S. & Hines, A. (2007). "Distal Revascularisation and Interval 
Ligation (DRIL) Procedure for the Treatment of Ischemic Steal Syndrome after Arm 
Arteriovenous Fistula." Ann. Vasc. Surg. 21(4): pp.468–473. 
 
Wang, S.S. & Chu, S.H. (1996). "Clinical Use of Omniflow Vascular Graft as 
Arteriovenous Bridging Graft for Haemodialysis." Artif. Organs, 20(12): pp.1278–1281. 
 
Wasse, H., Kutner, N., Zhang, R. & Huang, Y. (2007). "Association of Initial 
Haemodialysis Vascular Access with Patient-Reported Health Status and Quality of Life." 
Clin. J. Am. Soc. Nephrol. 2(4): pp.708–714. 
 
Wasse, H., Huang, R., Naqvi, N., Smith, E., Wang, D. & Husain, A. (2012). 
"Inflammation, oxidation and venous neointimal hyperplasia precede vascular injury from 
AVF creation in CKD patients." J. Vasc. Access, 13(2): 168-174. 
 
Weber, C.L., Djurdjev, O., Levin, A. & Kiaii, M. (2009). "Outcomes of Vascular Access 
Creation Prior to Dialysis: Building the Case for Early Referral." ASAIO Journal, 55(4): 
pp.355–360. 
 
Wilmink, T., Hollingworth, L., Powers, S., Allen, C. & Dasgupta, I. (2016). "Natural 
History of Common Autologous Arteriovenous Fistulae: Consequences for Planning of 
Dialysis Access." Eur. J. Vasc. Endovasc. Surg. 51(1): pp.134–140. 
 
Wilson, S.M., Mayne, T.J., Krishnan, M., Holland, J., Volz, A., Good, L.S. & Nissenson, 
A.R. (2013). "CathAway fistula vascular access program achieves improved outcomes and 
sets a new standard of treatment for end-stage renal disease." Hemodial. Int. 17(1): pp.86–
93. 
 
Windus, D.W. (1993). "Permanent Vascular Access: A Nephrologist's View." Am. J. 
Kidney Dis. 21(5): pp.457–471. 
 
Wish, J.B. (2010). "Vascular Access for Dialysis in the United States: Progress, Hurdles, 
Controversies, and the Future." Semin. Dial. 23(6): pp.614–618. 
 
W.L.Gore Associates (n.d.) "Acuseal early cannulation graft: Frequently Asked 
Questions."  [online] Available at: 
<http://www.goremedical.com/resources/dam/assets/AQ0107-EU3.pdf.> [Accessed May 
4, 2015]. 



 288 

Wolfe, R.A., Ashby, V.B., Milford, E.L., Ojo, A.O., Ettenger, R.E., Agodoa, L.Y.C., Held, 
P.J. & Port, F.K. (1999). "Comparison of Mortality in All Patients on Dialysis, Patients on 
Dialysis Awaiting Transplantation, and Recipients of a First Cadaveric Transplant." N. 
Engl. J. Med. 341: pp.1725–1730. 
 
Wong, H-S. (2006). "Comparative review of quality of life of patients with haemodialysis, 
peritoneal dialysis and renal transplant". MSN. The University of Hong Kong. 
 
Wong, V., Ward, R., Taylor, J., Selvakumar, S., How, T.V. & Bakran, A. (1996). “Factors 
Associated with Early Failure of Arteriovenous Fistulae for Haemodialysis Access.” Eur. 
J. Vasc. Endovasc. Surg. 12(2): pp.207-213. 
 
Xi, W, MacNab, J., Lok, C.E., Lee, T.C., Maya, I.D., Mokrzycki, M.H.& Moist, L.M 
(2010). "Who should be referred for a fistula? A survey of nephrologists." Nephrol. Dial. 
Transplant. 25(8): pp.2644–2651. 
 
Xue, J.L., Dahl, D., Ebben, J.P. & Collins, A.J. (2003). "The association of initial 
haemodialysis access type with mortality outcomes in elderly medicare ESRD patients." 
Am. J. Kidney Dis. 42(5): pp.1013–1019. 
 
Xue, H., Lacson, E., Wang, W., Curhan, G.C. & Brunelli, S.M. (2010). "Choice of 
Vascular Access among Incident Haemodialysis Patients: A Decision and Cost-Utility 
Analysis." Clin. J. Am. Soc. Nephrol. 5(12): pp.2289–2296. 
 
Yeun, J.Y. & Depner, T.A. (2000). "Complications related to inadequate delivered dose: 
recognition and management in acute and chronic dialysis." Available at: 
<http://www.crcnetbase.com/doi/pdfplus/10.1201/b14828-6> [Accessed 28th December 
2016]. 
 
Yevzlin, A.S. (2008). "Haemodialysis Catheter Associated Central Venous Stenosis." 
Semin. Dial. 21(6): pp.522–527. 
 
Zaliunate, R., Kearns, R., Clancy, M. & Macfarlane, A.J. (2013). "Does regional compared 
to local anaesthesia influence outcome after arteriovenous fistula creation?" European 
Society of Regional Anaesthesia, Dresden, Germany. 7-10th September 2011. Dresden: 
European Society of Regional Anaesthesia. 
 
Zamani, N., Anaya-AYala, J.E., Ismail, N. & Peden, E.K. (2012). "Left common iliac 
artery to inferior vena cava abdominal wall arteriovenous graft for haemodialysis access." 
J. Vasc. Surg. 56(2): pp.489–491. 
 
Zamani, P., Kaufman, J. & Kinlay, S. (2009). "Ischemic steal syndrome following arm 
arteriovenous fistula for haemodialysis." Vascular Medicine, 14(4): pp.371–376. 
 
Zangan, S. & Falk, A. (2009). "Optimising Arteriovenous Fistula Maturation." Sem. 
Intervent. Radiol. 26(2): pp.144–150. 



 289 

 
Zanow, J., Kruger, U., Petzold, M., Petzold, K., Miller, H. & Scholz, H. (2005). 
"Arterioarterial prosthetic loop: A new approach for haemodialysis access." J. Vasc. Surg. 
41(6): pp.1007–1012. 
 
Zanow, J., Kruger, U. & Scholz, H. (2006). "Proximalization of the arterial inflow: A new 
technique to treat access-related ischemia." J. Vasc. Surg. 43(6): pp.1216–1221. 
 
Zeebregts, C.J., Kirsch, W.M., van der Dungen, J.J., Zhu, Y.H. & van Schilfgaarde, R. 
(2004). "Five years' world experience with nonpenetrating clips for vascular anastomoses." 
Am. J. Surg. 187(6): pp.751–760. 
 
 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 290 

APPENDIX 1: KIRKPATRICK’S MODEL OF TRAINING 

EVALUATION ADAPTED FOR ecAVG COURSE 
 
 
The model uses four levels: reaction, learning, behaviour and results to evaluate the 
success of any training intervention. The description below outlines how the model was 
adapted specifically to evaluate outcome of the graft courses. 
 

1. Reaction: Participants completed questionnaires immediately following the course 
and six weeks later to evaluate their reactions and response to the course. A 
combination of closed (outlined below) and open questions (with opportunity for 
free text responses) were used. Participants were asked to answer each response as 
strong agree; agree; neutral; disagree or strongly disagree. 

 
The course was well organized 
The course was clear and easy to understand 
The course improved my knowledge concerning the subject 
The course improved my skills concerning the subject 
The course developed my ability to think critically about the subject 
I will be able to apply the knowledge and skills from my course to my job 
The course was a good use of my time 
I would recommend the course to others 

 
 

2. Learning: Nurses knowledge of arteriovenous grafts and early cannulation grafts 
was assessed prior to and following the course by asking five simple questions: 
 

x Can you describe the anatomy of a brachioaxillary graft? 
x Where is the venous outflow? 
x How should the graft be assessed prior to cannulation? 
x Which needles should be used to cannulate an ecAVG? 
x How long should you press for after the needles come out of an ecAVG? 

 
Additionally participants were asked to comment on what they had learned 
following the course. Common themes in the domains of knowledge, skills and 
attitudes were identified. 

 
3. Behaviour: The transfer of skills back into the workplace was assessed. Surgeons 

and dialysis nurses were contacted 3 months following participation in the course. 
Surgeons were asked if they had inserted any ecAVGs in their practice and if so 
how many. Dialysis nurses were asked if had they cannulated any ecAVGs and did 
they do so on a regular basis (i.e. more than once a week)?  
 
Additionally, given that at the second course, a whole team of surgeons, 
nephrologists and vascular access nurses attended from Belfast an evaluation of 
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practice in Belfast prior to and following the course was assessed to evaluate 
dissemination of practice from one institution to another. 
 

4. Outcomes: Prior to the course we perceived a relatively high rate of graft 
complications locally (as has been reported in the early Gore®ACUSEAL cohort 
(Aitken et al. 2014c)). The number of graft complications (infection, stenosis, 
thrombosis, pseudoaneurysm/ rupture) in the three years prior to (early cohort) and 
the six months following the course (later cohort) were compared to evaluate if 
change in behaviour translating into change in clinical outcomes. 
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APPENDIX 2: PHOTOGRAPHS FROM THE ecAVG COURSE 
 
 

 

A model was used to demonstrate the anatomy of upper and lower limb grafts and 
highlight where needles should be sited. 

 

 

Patients with grafts attended help teach vascular access examination skills 
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APPENDIX 3: BLAND ALTMAN PLOTS OF BRACHIAL ARTERY 
BLOOD FLOW AND VESSEL DIAMETER 

Bland Altman plots showing intraobserver variability in the measurement of brachial 
artery diameter, cephalic vein diameter and brachial artery blood flow. Dashed line 
represents bias and the dotted-dashed line represents 95% limits of agreement. A. 
Brachial artery diameter (95% limit of agreement: -0.31, 0.33mm). B. Cephalic vein 
diameter (95% limit of agreement: -0.53, 0.47mm). C. Brachial artery blood flow 
(95% limit of agreement: -10.9, 7.6mL/min). 
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