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Abstract 
 
Introduction: Statins are recommended first-line treatment for hyperlipidaemia, with published studies 
suggesting limited differences between them. However, there are reports of under-dosing. South Africa 
has introduced measures to enhance generic utilisation. Part one documents prescribed doses of statins 
in 2011. Part two determines the extent of generics versus originator and patented statins in 2011 and 
their costs. Results: Underdosing of simvastatin in 2011 with average prescribed dose of 23.7mg; 
however, not for atorvastatin (20.91mg) or rosuvastatin (15.02mg). High utilisation of generics versus 
originators at 93% to 99% for atorvastatin and simvastatin, with limited utilisation of single sourced statins 
(22% of total statins - defined daily dose basis), mirroring Netherlands, Sweden and UK. Generics priced 
33% to 51% below originator prices. Discussion: Opportunity to increase simvastatin dosing through 
education, prescribing targets and incentives. Opportunity to lower generic prices with generic simvastatin 
96% to 98% below patented prices in some European countries.   
 
Introduction 
 
Statins (HMG CoA reductase inhibitors) are recommended as first-line treatment in patients with 
hypercholesterolaemia and are used extensively to reduce morbidity and mortality, especially in high risk 
patients and for secondary prevention (1-12). This follows the publication of outcome studies such as the 
4S study and the heart protection study, both with simvastatin, as well as corresponding studies with 
other statins (5, 8, 9). Overall, statins lower blood cholesterol levels and reduce the relative risk of 
coronary events by approximately 30% in both primary and secondary prevention (4, 13).   
 
Studies have suggested that there is little difference in effectiveness between the various statins at 
appropriate doses (14-18). This has resulted in initiatives among health authorities across countries to 
encourage the prescribing of low cost generic statins compared with single-sourced (patented) statins to 
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conserve resources without compromising care. Measures that have been instigated include educating 
physicians through academic detailing, formularies and guidelines, prescribing targets, therapeutic 
switching programmes, restricting the prescribing of patented statins to patients failing to reach target lipid 
levels with generic statins as well as delisting single-sourced statins from the current reimbursement list 
once generics became available. The latter happened in Germany as there was no demonstrable 
difference in outcomes between patented and multiple sourced statins (1, 12, 16-26).  
 
Published  studies such as the Heart Protection study have led respected guideline groups such as the 
Scottish Intercollegiate Guidelines Network (SIGN) group in Scotland to just recommend 40mg 
simvastatin for the prevention of cardiovascular disease as well as for primary prevention in patients with 
Type 1 diabetes. In addition, recommend 40mg simvastatin or 10mg atorvastatin for the prevention of 
cardiovascular disease in patients with Type 2 diabetes, irrespective of their starting lipid levels (9, 11, 12, 
20). However, prescribed doses of statins have varied considerably across countries. For instance, a 
recent analysis of a cohort of patients aged 18 years or older in Finland showed that patients prescribed 
statins for the first time were typically initiated with either 10mg or 20mg simvastatin (94% of the cohort). 
In addition, a considerable proportion of patients initiated on statin therapy with less potent doses 
remained at the initial dose after 1 year (27). This suggested potential underdosing was common, even 
among patients with high cardiovascular risk (27). Similar findings were seen in Ireland, the Netherlands 
and the Stockholm Healthcare Region, Sweden, with the average dose of simvastatin for secondary 
prevention in patients in Ireland at 22mg (22, 28). In the Netherlands, many patients were prescribed 
starting doses at just over 15mg (mean dose 1.02 +/- 0.39 defined daily doses) (29). In the Stockholm 
healthcare region, the average prescribed dose of simvastatin was 20.4mg, with an appreciable 
proportion of patients prescribed only 10mg simvastatin (20, 22). There was also variable dosing of 
statins among the different regions in Norway. The authors found that patients in the high statin 
consumption regions in Norway had the highest prescribed daily dose (PDD) for simvastatin across all 
patients at 25.9 mg; similarly for atorvastatin at 21.9 mg. In addition, more users in the high consumption 
statin regions received statin tablets in the upper range of available strengths compared with the low 
consuming regions (30). There was also variable prescribed doses of statins in South Africa in the study 
of Raal et al (2) (Table 1), with low doses of simvastatin prescribed compared with recommended doses 
of 40mg in high risk patient groups such as those with diabetes (12, 31). However, higher doses of 
atorvastatin were prescribed (Table 1) (2). 
 
Table 1 – Prescribed daily doses of simvastatin and atorvastatin in the study of Raal et al (2) 
 

Statin Number of patients %

Simvastatin

10mg 11 21.6

20mg 11 21.6

40mg 22 43.1

80mg 3 5.9

Atorvastatin

10mg 13 7.7

20mg 53 31.4

40mg 79 46.7

80mg 16 9.5

other 8 4.7  
 
In a more recent study conducted in South Africa by Raal and colleagues, 48% of patients did not reach 
target low-density lipoprotein cholesterol (LDL-C) levels (32). Any underdosing needs to be addressed as 
this significantly increases patients’ risk of developing or progressing their cardiovascular disease with 
reduced cardioprotection (33). In addition, it puts them at risk for heart attack or stroke (4). Consequently, 
dyslipidaemia appears to remain a major cardiovascular risk factor in the South African population.  
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The next key issue for health authorities is to enhance the prescribing of low cost generics once they are 
available versus originators and single-sourced (patented) products in a class if all products in the class 
are seen as therapeutically similar at appropriate doses. This applies to the statins (14, 24). South Africa 
implemented mandatory generic substitution in May 2003, making it a legal requirement according to the 
Medicines and Related Substances Act (Act 101 of 1965) (34) to inform patients of the availability of 
alternative generic medicines to allow them to make informed choices. Alongside this, many medical aid 
schemes in South Africa will only reimburse the cost of the generic product with medicine selection for 
high volume low cost medicines generally based on price (35), and a co-payment is required from 
patients if they want to be prescribed and dispensed the more expensive originator product. 
 
This paper will be divided into two parts. The first part will summarise published studies , regarding 
prescribed doses of statins including more recent findings in  South Africa (36). This will be compared 
with countries that have increased doses of statins prescribed to provide future direction. The second 
part, which is an original study, will examine the extent of prescribing of generic versus originator statins 
as well as patented statins in the same year (2011) to determine whether further measures are needed in 
South Africa to enhance prescribing efficiency among patients enrolled into medical aid schemes. The 
authors would expect to see considerable utilisation of generic versus originator and single-sourced 
statins in South Africa. As a result, similar to  the recent findings with the proton pump inhibitors in South 
Africa (37). This will also be similar to  statin utilisation patterns in the Netherlands, Sweden and the UK 
after the introduction of  generic simvastatin in these three countries with their extensive demand-side 
measures (1, 20, 21). The authors will also examine the utilisation of ezetimibe given current concerns 
and ongoing studies evaluating whether there is increased reduction in cardiovascular events with 
ezetimibide versus 40mg simvastatin (18, 38-42). 
 
Part 1 - Published studies of statin dosing 
 
The aim of the South African study published in 2014 was to analyse the prescribed doses of statins 
following an increase in the defined daily doses of statins (DDDs – the average maintenance dose per 
day for a medicine used for its main indication in adults (43, 44)), where the DDDs of five of the six statins 
were increased to reflect current dosing recommendations in January 2009 (36). This included 
atorvastatin, increased from 10mg to 20mg, and simvastatin, increased from 15mg to 30mg (36, 43). 
 
This published study involved a retrospective, cross-sectional pharmacoepidemiological study on claims 
data from a medical insurance (medical aid) administrator in 2011 (36).  The study covered patients 
whose medical records are administered by one of the medical aid scheme administrators (private 
insurance) in South Africa, with the database containing 2,298,312 records for medicine, medical devices 
and procedures.  Each medication record contained information on the age and gender of the patient, 
with a unique number to identify each patient, the date of the prescription, detailed information on the 
dispensed drug, e.g. name, package size, formulation, strength and quantity, as well as the amount 
claimed and paid. A total of 4 805 patients (57% males) were prescribed 38 373 hypolipidaemic agents 
(Table 2). Statins constituted 94% of all prescriptions for lipid lowering drugs, with simvastatin contributing 
67% of all statin prescriptions (Table 2). The findings can be considered representational of the South 
African private health care system with the database including patients from the different provinces. 
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Table 2 – Prescribing frequency (based on the total number of prescriptions) of hyperlipidaemic drugs in 
2011 in South Africa (adapted from (36)) 
 

HYPOLIPIDAEMIC CLASSES Number of 
patients 

% 

Fibrates 1 387 3.6 

HMG CoA Reductase Inhibitors (statins). The 
breakdown of their prescribing was: 

 Atorvastatin – 16.2% 

 Fluvastatin – 0.9% 

 Lovastatin – 1.0% 

 Pravastatin – 0.8% 

 Rosuvastatin – 12.4% 

 Simvastatin – 66.7% 36 014 93.9 

*Cholesterol Absorption Inhibitors (Ezetimibe 
alone or in combination with simvastatin) 818 2.1 

Hypolipidaemic Agents (Others – including 
cholestyramine) 342 0.4 

TOTAL 38 373 100 

*NB Some of these patients are included in the simvastatin group as well 
 
The average prescribed daily dose (PDD) of the statins was generally lower or in agreement with the 
revised respective DDD (Table 3). The exception was rosuvastatin whose average PDD was higher 
(Table 3).  The average PDD of three most prescribed statins (Table 2) was simvastatin 23.7mg, 
atorvastatin 20.9mg, and rosuvastatin 15.0mg (Table 3). PDDs are defined as the average dose 
prescribed according to a representative sample of prescriptions, i.e. the average amount of a medicine 
actually prescribed in routine clinical practice.  
 
Table 3 – DDDs and PDDs in mgs for the various statins in South Africa in 2011 (adapted from (36)) 
 

Atorvastatin Fluvastatin Lovastatin Pravastatin Rosuvastatin Simvastatin

DDD (mg) 20 60 45 30 10 30

Average PDD (mg) 20.91 57.29 26.31 25.35 15.02 23.7

PDD (Males) (mg) 21.6 55.59 28.33 25.74 15.97 23.8

PDD (Females) (mg) 19.84 55.59 28.33 25.74 15.97 23.8  
 
Table 3 shows that the PDDs of statins have increased in South Africa in recent years compared with a 
previous study conducted in the early to mid 1990s (45). In this study, the average PDD for simvastatin 
was 12.6 mg and for pravastatin was 12.5 mg. However, seemingly there has been limited change from 
the findings of Raal and colleagues in 2007 described in Table 1.  
 
The limited utilisation of fibrates (Table 2) is welcomed with bezafibrate (accounting for 91% of total 
fibrates) showing no significant difference in five-year coronary event rates compared with placebo (9.4% 

reduction, p 0.26) when used for secondary prevention (46).  
 
Potential ways forward in South Africa to increase the prescribing of higher strength statins could include 
additional education initiatives including prescribing guidance encouraging the prescribing of higher doses 
of simvastatin as there appears to be limited problems with PDDs of atorvastatin or rosuvastatin, which 
are the next two most prescribed statins (Table 2). This advice builds on the findings in Scotland following 
the publication of the Heart Protection Study (9, 11, 12, 20). In addition, potential prescribing indicators for 
statins especially in secondary prevention (47). These initiatives could be combined with financial 
incentives for physicians to encourage them to treat patients to agreed target cholesterol levels. This is 
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the situation in the United Kingdom with the introduction of the Quality and Outcomes Framework (QoF), 
which includes patients with diabetes, hypertension and coronary vascular disease (1, 20, 23, 48). These 
combined factors enhanced the prescribing of higher strength simvastatin in Scotland (Figure 1), with 
similar findings for atorvastatin (20). These were similar to the findings in one English primary care group 
(23). 
 
Figure 1 – Number of different strength simvastatin tablets dispensed in Scotland 2000 – 2010 
(Reproduced with kind permission of the journal) (20) 
 

 
 
 
Part 2 - Original research study 
 
The same datasets used in the 2014 publication (36) were used to determine the extent of prescribing of 
the different statins, including both generic and originator statins, broken down by DDDs (43). 
Reimbursed expenditure/ DDD was also calculated in South African Rand (ZAR) to calculate price 
reductions between the originator and the generics and to compare with findings with price reductions 
seen in the Netherlands, Sweden and the UK. These three countries were chosen as aggressive pricing 
policies in these three countries have resulted in the prices of generic statins as low as 2% to 4% of the 
originator  price prior to patent loss, i.e. prior to multiple sources becoming available  (20-22). 
 
Only data from chronic prescriptions, i.e. 28 or 30 days medicine supply per prescription, were used in the 
analysis to give an accurate picture of their long term use in the prevention of cardiac events in patients 
with cardiovascular disease. 
 
Simvastatin dominated statin utilisation when prescriptions were converted to DDDs at 56% of total 
statins followed by 21% for atorvastatin and 20% for rosuvastatin. This is similar to the situation when 
prescription data was analysed (Table 2). Typically, statins were prescribed as the generic once they 
became available (Table 4), greatest for simvastatin at 99% of total simvastatin, with single sourced 
(patented) statins (rosuvastatin, pravastatin and lovastatin) accounting for 22% of total statin utilisation in 
2011 (DDD basis).  
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Table 4 – Prescribing of generic  versus originator statins (DDD basis) in 2011 in South Africa 
 

Statin % generic

Atorvastatin (4 branded generics) 93

Pravastatin (3 branded generics) 82

Simvastatin (15 branded generics) 99  
 
There was also variability in expenditure/ DDD for originator and generic statins (Table 5). Price 
reductions for the generics varied between 33% and 51%, i.e. 67% to 49% of the originator prices.  
 
Table 5 – Reimbursed expenditure/ DDD (ZAR) of the various statins in South Africa in 2011 
 
 

STATIN TYPE Expenditure/DDD (ZAR) % Reduction

Atorvastatin ALL 3.92

ORIGINATOR 6.20

GENERICS 3.74 40

Fluvastatin ALL 8.51 No generics

Lovastatin ALL 8.00 No generics

Pravastatin ALL 9.09

ORIGINATOR 12.46

GENERICS 8.34 33

Rosuvastatin ALL 5.68 No generics

Simvastatin ALL 2.09

ORIGINATOR 4.23

GENERICS 2.06 51  
 
The appreciable prescribing of generic simvastatin at 99% of total simvastatin in 2011 (Table 4) is similar 
to the findings with generic lansoprazole and omeprazole at 98% to 99% of total prescriptions for these 
two PPIs in South Africa in 2010 (37). In addition, the low utilisation of singled sourced statins at 22% of 
total statins is similar to the low utilisation of esomeprazole (principal single sourced PPI) at 20% of total 
PPIs in 2010 (37) The high utilisation of generic simvastatin is  similar to the situation in the England 
(97% of total simvastatin in 2007), Netherlands (98% of total simvastatin in 2010), Scotland (98% in 2010) 
and Sweden (98% of total simvastatin in 2007) (1, 20, 21). In the Netherlands, Sweden and the UK, there 
was also a reduction in the utilisation of patented (single-sourced) statins following the availability of 
generic simvastatin as a result of the instigation of multiple demand-side measures (1, 20, 21).  This 
compares with France and Ireland where there was an increase in the utilisation of patented statins 
following generic simvastatin with their limited demand-side measures to combat the influence of the 
pharmaceutical companies (1). As a result, reimbursed expenditure on the statins in Ireland in 2007 with 
its limited demand-side measures and high prices for generics was over ten times that seen in Sweden 
when adjusted for population size. However, the population in Ireland had higher morbidity (1). This 
suggests that the reforms in South Africa to encourage the prescribing of low cost generics when 
available appear to be working well. This is further seen with the limited utilisation of ezetimibe alone or in 
combination at 2.1% of total lipid lowering drugs in 2011 (Table 2). This is welcomed given the current 
controversies surrounding the value of ezetimibe in clinical practice. This low rate was similar to the low 
utilisation of ezetimibe (alone or in combination) at 3% of total ezetimibe and statins (DDD basis) in 
England and Sweden in 2007 (1). This compared with France at 8% in 2007 with less demand-side 
measures to counter-act the marketing activities of the pharmaceutical company (1). 
 
The appreciable prescribing of generic statins suggests there appears to be no problems with branded 
generic statins in South Africa. This mirrors the situation in Europe (1, 20-22, 49). The authors 
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acknowledge though that this cannot be said with complete confidence as no specific studies were 
undertaken comparing the outcomes of the different branded generic statins with their respective 
originators in South Africa. However, the findings suggest there should be no problems in routine clinical 
practice. 
 
The domination of simvastatin in both prescriptions (Table 2) and DDDs compared with the findings of 
Raal and colleagues in 2007 (Table 1) may well be due to the earlier launch of branded generic 
simvastatin at lower costs than patented atorvastatin, with the lower expenditure/ DDD for generic 
simvastatin still persisting (Table 5). Again though the authors cannot say this with certainty as this was 
not specifically researched. 
 
However, there does appear to be relatively high prices for generic statins in South Africa (Table 5). As 
mentioned, this compares with the low prices for generic simvastatin in the Netherlands, Scotland and 
Sweden at between 2% to 4% of the prices or the originator before patent loss, i.e. 96% to 98% price 
reduction, despite strict bioequivalence criteria (20-22). Further research has shown that population size 
does not appear to be a barrier to countries obtaining low prices for generics as seen in Lithuania and the 
Republic of Srpska (50, 51). Potential ways forward for South Africa to achieve lower prices for generics 
could include either instigating a prescriptive pricing policy for generics as seen in Austria (60% below 
pre-patent loss prices by the time the third generic is launched), France (55% below initially) or Norway 
(maximum of 85% below pre-patent loss prices for high volume generics); alternatively instigating 
aggressive market forces (52-55). Aggressive market forces could include increased transparency in the 
pricing of generics as seen in the UK with high International non-proprietary name (INN) prescribing rates 
coupled with regular requests for companies to provide data on the cost of producing generics as well as 
any rebates or discounts given to wholesalers or pharmacists to preferentially dispense a particular 
generic (20, 23). Alternatively, instigating tendering systems as seen in the Netherlands and Sweden (21, 
55). In Sweden there are now monthly auctions whereby the manufacturer that wins the bid for their 
particular generic, typically the lowest bid,  is guaranteed an appreciable percentage of prescriptions the 
following month (55, 56). These are considerations for the future. 
 
There can also potentially be patient confusion if different branded generics each with different names are 
dispensed each time. This happens in Sweden (22, 56) if patients do not receive adequate information 
about their medicines (22, 57). As a result, potentially leading to either duplication of medicines; 
alternatively, patients not taking their prescribed treatments as directed; consequently, not gaining the 
most benefit (58). These scenarios are exacerbated if pharmacists lack training on how to handle 
concerns with substitution and/ or do not receive payment for providing relevant information to patients 
potentially limiting the time spent with them (57, 59). INN prescribing, apart from a limited number of well-
known situations, is one way to address this as well as obtain low prices for generics when combined with 
increased knowledge on how the prices of generics are derived as well as any rebates and discounts in 
the system (23, 60). This has worked well in the UK with very high INN prescribing rates of 98 to 99% 
across a range of molecules (60). 
 
The authors accept that the there are several limitations to the study. These include the fact that there 
was no clinical information or diagnoses available in the database, and that only patients served by the 
private health care sector in South Africa were included in the study. We acknowledge that tenders  are 
used in the public sector in South Africa to enhance potential savings (35), and this currently includes 
10mg and 20mg simvastatin, However, there is limited access to utilisation and expenditure data in the 
public sector and this is not routinely collected electronically (61); patient dosing data is also not 
accurately recorded electronically. Consequently, we are unable to compare the findings between the two 
sectors. Overall, the authors believe the findings are still valid and provide guidance to all the authorities 
in South Africa in the future, especially given the broad provincial coverage of the medical insurance data 
used in the analysis. 
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Executive summary 
 

 Statins are recommended as first-line treatment in patients with hypercholesterolaemia and are used 
extensively to reduce morbidity and mortality, especially in high risk patients and for secondary 
prevention. However, there are concerns with their underdosing including South Africa 

 A study published in 2011 showed that there was underdoing of prescribed doses of simvastatin 
(23.7mg) but not for atorvastatin (20.91mg) or rosuvastatin (15.02mg). This needs to be addressed to 
help reduce coronary events in these patients, with potential activities including formularies, 
guidelines, prescribing targets and incentives mirroring the situation in the UK  

 There have been recent reforms in South Africa to increase the prescribing of generics in a class. 
This includes mandated generic substitution as well as additional co-payments if patients want a 
more expensive product than the available generic 

 These measures resulted in generic atorvastatin and simvastatin at 93% to 99% of total utilisation for 
these molecules (defined daily dose basis) in South Africa in 2011, with similar patterns seen in the 
Netherlands, Sweden and the UK. The utilisation of single sourced (patented) statins was only 22% of 
total statin utilisation (DDD basis) in South Africa in 2011, with low utilisation of ezetimibe (2.1% of 
total lipid lowering medicines) 

 This low utilisation of single sourced statins as well as ezetimibe mirrors patterns in the Netherlands, 
Sweden and the UK with their multiple demand-side measures 

 Prices of generic statins were 33% to 51% below originator prices in South Africa in 2011. This could 
be improved through a number of initiatives with prices of generic simvastatin at 96% to 98% below  
prices prior to the loss of patents in the Netherlands, Sweden and the UK through a variety of 
initiatives 

 
References 
 

1. Godman B, Shrank W, Andersen M, Berg C, Bishop I, Burkhardt T, et al. Comparing policies to 

enhance prescribing efficiency in Europe through increasing generic utilization: changes seen and global 

implications. Expert review of pharmacoeconomics & outcomes research. 2010;10(6):707-22. 

2. Raal F SC, Patel J, Becker P. A multicentre, open-label, observational study to evaluate the low-

density lipoprotein cholesterol-lowering efect of ezetimibe as prescribed in daily routine practice in the 

South African population. Cardiovasculr Jn Africa. 2007;16(5):325-9. 

3. Task Force Chairman: EQ Klug (SA). Task Force Members: FJ Raal AM, M-R Taskinen, AJ Dalby, C 

Schamroth, N Rapeport, D Jankelow, DJ Blom, R Catsicas, DA Webb. South African Dyslipidaemia 

Guideline Consensus Statement - A joint statement from the South African Heart Association (SA Heart) 

and the Lipid and Atherosclerosis Society of Southern Africa (LASSA). JEMDSA. 2012;17(3):155-65. 

4. Baigent C, Keech A, Kearney PM, Blackwell L, Buck G, Pollicino C, et al. Efficacy and safety of 

cholesterol-lowering treatment: prospective meta-analysis of data from 90,056 participants in 14 

randomised trials of statins. Lancet. 2005;366(9493):1267-78. 

5. Pedersen TR, Kjekshus J, Berg K, Haghfelt T, Faergeman O, Faergeman G, et al. Randomised trial 

of cholesterol lowering in 4444 patients with coronary heart disease: the Scandinavian Simvastatin 

Survival Study (4S). 1994. Atherosclerosis Supplements. 2004;5(3):81-7. 

6. Kearney PM, Blackwell L, Collins R, Keech A, Simes J, Peto R, et al. Efficacy of cholesterol-

lowering therapy in 18,686 people with diabetes in 14 randomised trials of statins: a meta-analysis. 

Lancet. 2008;371(9607):117-25. 

7. Graham I, Atar D, Borch-Johnsen K, Boysen G, Burell G, Cifkova R, et al. European guidelines on 

cardiovascular disease prevention in clinical practice: executive summary: Fourth Joint Task Force of the 



9 
 

European Society of Cardiology and Other Societies on Cardiovascular Disease Prevention in Clinical 

Practice (Constituted by representatives of nine societies and by invited experts). European heart 

journal. 2007;28(19):2375-414. 

8. MRC/BHF Heart Protection Study of cholesterol lowering with simvastatin in 20,536 high-risk 

individuals: a randomised placebo-controlled trial. Lancet. 2002;360(9326):7-22. 

9. Collins R, Armitage J, Parish S, Sleigh P, Peto R. MRC/BHF Heart Protection Study of cholesterol-

lowering with simvastatin in 5963 people with diabetes: a randomised placebo-controlled trial. Lancet. 

2003;361(9374):2005-16. 

10. Ryden L, Standl E, Bartnik M, Van den Berghe G, Betteridge J, de Boer MJ, et al. Guidelines on 

diabetes, pre-diabetes, and cardiovascular diseases: executive summary. The Task Force on Diabetes 

and Cardiovascular Diseases of the European Society of Cardiology (ESC) and of the European 

Association for the Study of Diabetes (EASD). European heart journal. 2007;28(1):88-136. 

11. Scottish Intercollegiate Guidelines Network (SIGN). Heart Disease に quick reference guide. 2007. 

Available via URL:  http://www.sign.ac.uk/pdf/qrgchd.pdf  

12. Scottish Intercollegiate Guidelines Network (SIGN). Management of Diabetes. 2010 Available via 

URL http://www.sign.ac.uk/pdf/qrg116.pdf. 

13. Walley T, Folino-Gallo P, Schwabe U, van Ganse E. Variations and increase in use of statins 

across Europe: data from administrative databases. BMJ (Clinical research ed). 2004;328(7436):385-6. 

14. Weng TC, Yang YH, Lin SJ, Tai SH. A systematic review and meta-analysis on the therapeutic 

equivalence of statins. Journal of clinical pharmacy and therapeutics. 2010;35(2):139-51. 

15. Pedersen TR, Faergeman O, Kastelein JJ, Olsson AG, Tikkanen MJ, Holme I, et al. High-dose 

atorvastatin vs usual-dose simvastatin for secondary prevention after myocardial infarction: the IDEAL 

study: a randomized controlled trial. JAMA : the journal of the American Medical Association. 

2005;294(19):2437-45. 

16. Usher-Smith J, Ramsbottom T, Pearmain H, Kirby M. Evaluation of the clinical outcomes of 

switching patients from atorvastatin to simvastatin and losartan to candesartan in a primary care 

setting: 2 years on. International journal of clinical practice. 2008;62(3):480-4. 

17. Sakshaug S, Furu K, Karlstad O, Ronning M, Skurtveit S. Switching statins in Norway after new 

reimbursement policy: a nationwide prescription study. British journal of clinical pharmacology. 

2007;64(4):476-81. 

18. Godman B, Schwabe U, Selke G, Wettermark B. Update of recent reforms in Germany to 

enhance the quality and efficiency of prescribing of proton pump inhibitors and lipid-lowering drugs. 

PharmacoEconomics. 2009;27(5):435-8. 

19. Martikainen JE, Saastamoinen LK, Korhonen MJ, Enlund H, Helin-Salmivaara A. Impact of 

restricted reimbursement on the use of statins in Finland: a register-based study. Medical care. 

2010;48(9):761-6. 

20. Bennie M, Godman B, Bishop I, Campbell S. Multiple initiatives continue to enhance the 

prescribing efficiency for the proton pump inhibitors and statins in Scotland. Expert review of 

pharmacoeconomics & outcomes research. 2012;12(1):125-30. 

21. Woerkom M, Piepenbrink H, Godman B, Metz J, Campbell S, Bennie M, et al. Ongoing measures 

to enhance the efficiency of prescribing of proton pump inhibitors and statins in The Netherlands: 

influence and future implications. Journal of comparative effectiveness research. 2012;1(6):527-38. 

22. Godman B, Wettermark B, Hoffmann M, Andersson K, Haycox A, Gustafsson LL. Multifaceted 

national and regional drug reforms and initiatives in ambulatory care in Sweden: global relevance. 

Expert review of pharmacoeconomics & outcomes research. 2009;9(1):65-83. 

23. McGinn D, Godman B, Lonsdale J, Way R, Wettermark B, Haycox A. Initiatives to enhance the 

quality and efficiency of statin and PPI prescribing in the UK: impact and implications. Expert review of 

pharmacoeconomics & outcomes research. 2010;10(1):73-85. 

http://www.sign.ac.uk/pdf/qrg116.pdf


10 
 

24. Godman B MR, Bennie M, Sakshaug S, Burkhardt T, Campbell S, Garuoliene K, Lonsdale J et al. 

Prescribing restrictions - a necessary strategy among some European countries to enhance future 

prescribing efficiency?'. Reviews in Health Care. 2012;3(1):5-16. 

25. Pettersson B, Hoffmann M, Wandell P, Levin LA. Utilization and costs of lipid modifying therapies 

following health technology assessment for the new reimbursement scheme in Sweden. Health policy 

(Amsterdam, Netherlands). 2012;104(1):84-91. 

26. Pichetti S, Sermet C, Godman B, Campbell SM, Gustafsson LL. Multilevel analysis of the influence 

of patients' and general practitioners' characteristics on patented versus multiple-sourced statin 

prescribing in France. Applied health economics and health policy. 2013;11(3):205-18. 

27. Kiviniemi V, Peura P, Helin-Salmivaara A, Martikainen JE, Hartikainen J, Huupponen R, et al. 

Suboptimal use of statins at treatment initiation. European journal of clinical pharmacology. 

2011;67(9):971-3. 

28. Feely J, Bennett K. Epidemiology and economics of statin use. Irish medical journal. 

2008;101(6):188-91. 

29. Mantel-Teeuwisse AK, Klungel OH, Schalekamp T, Verschuren WM, Porsius AJ, de Boer A. 

Suboptimal choices and dosing of statins at start of therapy. British journal of clinical pharmacology. 

2005;60(1):83-9. 

30. Hartz I, Sakshaug S, Furu K, Engeland A, Eggen AE, Njolstad I, et al. Aspects of statin prescribing 

in Norwegian counties with high, average and low statin consumption - an individual-level prescription 

database study. BMC clinical pharmacology. 2007;7:14. 

31. Scottish Intercollegiate Guidelines Network (SIGN). Heart Disease. 2007, Updated 2012. 

Available at URL: http://www.sign.ac.uk/pdf/qrgchd.pdf. 

32. Raal F SC, Blom D, Marx J, Rajput M, Haus M, Hussain R, Cassim F, Nortjé M, Vandehoven G & 

Temmerman AM. A South African survey on the under-treatment of hypercholesterolaemia. 

Cardiovascular Journal of Africa. 2011;22(5):1-7. 

33. Opie LH, Dalby AJ. Cardiovascular prevention: lifestyle and statins--competitors or companions? 

South African medical journal = Suid-Afrikaanse tydskrif vir geneeskunde. 2014;104(3):168-73. 

34. Nexis. PPLCVSiDL. Medicines and Related Substances Act (Act 101 of 1965) 2011. 

35. Pharasi B MJ. Medicines Selection and Procurement in South Africa. South African Health 

Review. 2013:117-85  

36. Truter I. Prescribed Daily Doses (PDDs) of Hypolipidaemic Agents in South Africa with Emphasis 

on HMG CoA Reductase Inhibitors. Journal of Health Science 2014;4(1):11-7. 

37. Godman B, Bennie M, Campbell S, Wettermark B, Truter I. Different initiatives across countries 

to enhance the prescribing of generic PPIs; findings and implications. Basic & clinical pharmacology & 

toxicology. 2014;115 (Suppl. 1):66. 

38. Blazing MA, Giugliano RP, Cannon CP, Musliner TA, Tershakovec AM, White JA, et al. Evaluating 

cardiovascular event reduction with ezetimibe as an adjunct to simvastatin in 18,144 patients after 

acute coronary syndromes: Final baseline characteristics of the IMPROVE-IT study population. American 

heart journal. 2014;168(2):205-12.e1. 

39. Green D, Panayotova R, Ritchie JP, O'Riordan E, McDonald J. Lipid-lowering therapy in chronic 

kidney disease: is there a role for ezetimibe? Journal of renal care. 2012;38(3):138-46. 

40. Lu L, Krumholz HM, Tu JV, Ross JS, Ko DT, Jackevicius CA. Impact of the ENHANCE trial on the use 

of ezetimibe in the United States and Canada. American heart journal. 2014;167(5):683-9. 

41. Rizzo M, Battista Rini G. Ezetimibe, cardiovascular risk and atherogenic dyslipidaemia. Archives 

of medical science : AMS. 2011;7(1):5-7. 

42. Suckling K. The ENHANCE Study: an unusual publication of trial data raises questions beyond 

ezetimibe. Expert opinion on pharmacotherapy. 2008;9(7):1067-70. 

http://www.sign.ac.uk/pdf/qrgchd.pdf


11 
 

43. WHO Collaborating Centre for Drug Statistics Methodology. ATC / DDD index 2011. WHO, Oslo. 

2013. Available at URL: http://www.whocc.no/atc_ddd_index/. 

44. (WHO) WHO. Introduction to Drug Utilisation Research. WHO International Working Group for 

Drug Statistics Methodology, WHO Collaborating Centre for Drug Statistics Methodology, WHO 

Collaborating Centre for Drug Utilization Research and Clinical Pharmacological Services. ISBN 92 4 

156234 X (NLM classification: WB 330) 

http://www.who.int/medicines/areas/quality_safety/safety_efficacy/Drug%20utilization%20research.p

df2003. 

45. Truter I, Kotze TJ. A drug utilisation study investigating prescribed daily doses of hypolipidaemic 

agents. South African medical journal = Suid-Afrikaanse tydskrif vir geneeskunde. 1996;86(11):1397-401. 

46. Goldenberg I, Benderly M, Goldbourt U. Update on the use of fibrates: focus on bezafibrate. 

Vascular health and risk management. 2008;4(1):131-41. 

47. Day C GA. Health and Related Indicators. South African Health Review. 2013:208-322. 

48. Doran T, Fullwood C, Gravelle H, Reeves D, Kontopantelis E, Hiroeh U, et al. Pay-for-performance 

programs in family practices in the United Kingdom. The New England journal of medicine. 

2006;355(4):375-84. 

49. Godman B, Shrank W, Andersen M, Berg C, Bishop I, Burkhardt T, et al. Policies to enhance 

prescribing efficiency in europe: findings and future implications. Frontiers in pharmacology. 

2010;1:141. 

50. Garuoliene K, Godman B, Gulbinovic J, Wettermark B, Haycox A. European countries with small 

populations can obtain low prices for drugs: Lithuania as a case history. Expert review of 

pharmacoeconomics & outcomes research. 2011;11(3):343-9. 

51. Markovic-Pekovic V, Skrbic R, Godman B, Gustafsson LL. Ongoing initiatives in the Republic of 

Srpska to enhance prescribing efficiency: influence and future directions. Expert review of 

pharmacoeconomics & outcomes research. 2012;12(5):661-71. 

52. Sermet C, Andrieu V, Godman B, Van Ganse E, Haycox A, Reynier JP. Ongoing pharmaceutical 

reforms in France: implications for key stakeholder groups. Applied health economics and health policy. 

2010;8(1):7-24. 

53. Godman B, Sakshaug S, Berg C, Wettermark B, Haycox A. Combination of prescribing restrictions 

and policies to engineer low prices to reduce reimbursement costs. Expert review of 

pharmacoeconomics & outcomes research. 2011;11(1):121-9. 

54. Godman B, Bucsics A, Burkhardt T, Haycox A, Seyfried H, Wieninger P. Insight into recent 

reforms and initiatives in Austria: implications for key stakeholders. Expert review of 

pharmacoeconomics & outcomes research. 2008;8(4):357-71. 

55. Godman B, Bennie Mが B;┌ﾏｪ@ヴデWﾉ Cが Sﾗ┗ｷJ BヴﾆｷLｷJ L Wデ ;ﾉく EゲゲWﾐデｷ;ﾉ デﾗ ｷﾐIヴW;ゲW デhe use of 

generics in Europe to maintain comprehensive healthcare? Farmeconomia: Health Economics and 

Therapeutic Pathways 2012;13 (Suppl 3):5-20. 

56. Godman B, Abuelkhair M, Vitry A, Abdu S, Bennie M, Bishop I et al. Payers endorse generics to 

enhance prescribing efficiency; impact and future implications, a case history approach. GaBI. 

2012;1(2):21-35. 

57. Olsson E, Kalvemark Sporrong S. Pharmacists' experiences and attitudes regarding generic drugs 

and generic substitution: two sides of the coin. The International journal of pharmacy practice. 

2012;20(6):377-83. 

58. Olsson E, Ingman P, Ahmed B, Kalvemark Sporrong S. Pharmacist-patient communication in 

Swedish community pharmacies. Research in social & administrative pharmacy : RSAP. 2014;10(1):149-

55. 

http://www.whocc.no/atc_ddd_index/
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/Drug%20utilization%20research.pdf2003
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/Drug%20utilization%20research.pdf2003


12 
 

59. Martin A, Godman B, Miranda J, Tilstone J, Saleem N, Olsson E, et al. Measures to improve 

angiotensin receptor blocker prescribing efficiency in the UK: findings and implications. Journal of 

comparative effectiveness research. 2014;3(1):41-51. 

60. Godman B, Bishop I, Finlayson AE, Campbell S, Kwon HY, Bennie M. Reforms and initiatives in 

Scotland in recent years to encourage the prescribing of generic drugs, their influence and implications 

for other countries. Expert review of pharmacoeconomics & outcomes research. 2013;13(4):469-82. 

61. Gray A. Medicines shortages-unpicking the evidence from a year in South Africa. The 

Australasian medical journal. 2014;7(5):208-12. 

 


