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Reductionism strongly reflects a certain perspective on causality

Transdisciplinary/Holistic system needed where causality unclear

Brit Med J Jankowski et al, 2010



Making sense of Barrett's oesophagus;
doing more for the few

BOB CAT: a Large-Scale Review and Delphi Consensus
for Management of Barrett's Esophagus With No
Dysplasia, Indefinite for, or Low-Grade Dysplasia

Bennett C et al, Am J Gastroenterol. 2015,;110:662-682

ACG Clinical Guideline: Diagnosis and Management of
Barrett’s Esophagus

Nicholas ]. Shaheen, MD, MPH, FACG?, Gary W. Falk, MD, MS, FACG?, Prasad G. Iyer, MD, MSc, FACG* and
Lauren Gerson, MD, MSc, FACG*
Am ] Gastroenterol advance online publication, 3 November 2015; doi:10.1038/ajg.2015.322

What is screening?

Screening means testing people for early stages of a disease before they have any symptoms.
For screening to be useful the tests

» need to be reliable at picking up cancers

+ need fo be simple and quick NICE accredited

» shouldn't show that someone has cancer when they don't (false positive results) I
WWWW.NICe.Ong usU/ OCCredimranon

+ need to not cause any harm



b Risk factors for escalation and de-escalation.

* Males at higher
risk aged 60
year old with
uncantrolled

GERD symptoms
for »10 years

Barrett's
esophagus

* Higher risk
groups (including
age 50 years or
older, white race,

Indefinite for
dysplasia

*|NDis an
interim
diagnosis only

»Lower risk LGD:
present on only
One occasion, or
LGD absent after
2 consecutive
follow up

endoscopies

=

« Higher risk LGD:
long segment,
multifocal,
persistent, visible
lesion




EPIDEMIOLOGY AND NATURAL HISTORY OF BE -
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Summary statements

What are the risk factors for BE?

1. The known risk factors for the presence of BE include the following:
Chronic { =5 vears) GERD symptoms

Advancing age (=50 yvears)

Male gendear

Tobacco usage

Central obesity

Caucasian race

2. Alcohol consumption does not increase risk of BE. Wine drinking may be a
protective factor.

3. BE is more common in first-degree relatives of subjects with known BE.

~hanl

What are the risk factors associated with dysplasia and development of EAC in
patients with BE?

1. The known risk factors for the development of neoplasia in BE include:
Adwvancing age

Increasing length of BE

Central abesity

Tobacco usage

Lack of nonsteroidal anti-inflammatory agent use

Lack of PPI use

Lack of statin use.

L-tanOp

What is the cancer risk in BE, based on degree of dysplasia?

1. The risk of cancer progression for patients with nondysplastic is ~0.2-0.5%
per year.

2. For patients with low-grade dysplasia (LGD) the annual risk of progression to
cancer is ~0.7% per year.

3. For patients with high-grade dysplasia (HGD), the annual risk of neoplastic
progression is ~7% per year.

4. The majority (>=90%) of patients diagnosed with BE die of causes other than
EALC.



Pre-Endoscopy - Screening

Recommendation
We suggest endoscopic screening to detect BE (and for the investi-
gation of dyspepsia) in men >60 years old with prolonged GERD
(=10 years) symptoms.
Conditional recommendation, very low-quality evidence.

(CI H Barr) awaited in 2021 for efficacy of surveillance
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How?

Recommendations

13. Patients should only undergo surveillance after adequate counseling
regarding risks and benefits of surveillance (strong recommendation, very
low level of evidence).

14. Surveillance should be performed with high-definition/high-resolution
white light endoscopy (strong recommendation, low level of evidence).

15. Routine use of advanced imaging technigues other than electronic
chromoendoscopy is not recommended for endoscopic surveillance at this
time (conditional recommendation, very low level of evidence).

16. Endoscopic surveillance should employ four-guadrant biopsies at 2ecm
intervals in patients without dysplasia and 1cm intervals in patients with
prior dysplasia (strong recommendation, low level of evidence).

17. Mucosal abnormalities should be sampled separately, preferably with
endoscopic mucosal resection (EMR). Inability to perform EMR in the setting
of BE with nodularity should lead to referral to a tertiary care center (strong
recommendation, low level of evidence).

18. Biopsies should not be obtained in mucosal areas with endoscopic
evidence of erosive esophagitis until after intensification of antireflux therapy
to induce mucosal healing (strong recommendation, very low level of
evidence).

19. For BE patients with dysplasia of any grade, review by two pathologists,
at least one of whom has specialized expertise in gastrointestinal (GI)
pathology, is warranted because of interobserver variability in the
interpretation of dysplasia (strong recommendation, moderate level of
evidence).

20. Use of additional biomarkers for risk stratification of patients with BE is
currently not recommended (strong recommendation. low level of evidence?.



|-|
=

DIAGNOSIS OF BE -

Recommendations

1. BE should be diagnosed when there is extension of salmon-colored
mucosa into the tubular esophagus extending zl1lcm proximal to the
gastroesophageal junction (GEJ) with biopsy confirmation of IM (strong
recommendation, low level of evidence).

2. Endoscopic biopsy should not be performed in the presence of a normal £
line or a Z line with <1cm of variability (strong recommendation, low level of
evidence).

3. In the presence of BE, the endoscopist should describe the extent of
metaplastic change including circumferential and maximal segment length
using the Prague classification (conditional recommendation, low level of
evidence).

4. The location of the diaphragmatic hiatus, GEJ, and squamocolumnar
junction should be reported in the endoscopy report (conditional
recommendation, low level of evidence).

5. In patients with suspected BE, at least 8 random biopsies should be
obtained to maximize the yield of IM on histology. In patients with short (1-
2cm) segments of suspected BE in whom 8 biopsies may be unobtainable, at
least 4 biopsies per cm of circumferential BE, and one biopsy per cm in
tongues of BE, should be obtained (conditional recommendation, low level of
evidence).

6. In patients with suspected BE and lack of IM on histology, a repeat
endoscopy should be considered in 1-2 years of time to rule out BE
(conditional recommendation, very low level of evidence).




C  Intervention steps for escalation and de-escalation.

GENERAL
POPULATION

Endoscopic
screening only in
higher risk group.

INDEFINITE FOR
DYSPLASIA

Close follow up of
IND, with short
intervals between
surveillance (within
1 year), and careful
biopsy sampling, to
detect prevalent
neoplasia.
Increase acid
suppressive
therapy.

LOWER RISK LGD
DE-ESCALATE

LGD on a single

occasion is managed
with continued

(intensive, 6
12 month)
surveillance.
Confirmed absence

of LGD after two

HIGHER RISK LGD
ESCALATE

Ablative therapy
with follow up.

If visible lesion: ER (+

ablative therapy) +
follow up.
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Autonomic nervous function in upper gastrointestinal endoscopy:
a prospective randomized comparison between transnasal and
oral procedures

Axiniro Morl', Norimsucoy Ouasir’, HiInEHARY TaTeERE', Takako Maruvarma', Hirossn Inoue!,
SHounou Takecosil', Tosmmary Karo®, and Masaraka Oxumo!

Diepartment of Crastroenleralogy, Inuyama Cheo Hospatal, Goromure, Inoyama, Soache 4848511, Japan
‘Department of Laboratory Medicine, Inuyama Chueo Hospital, Adchi, Japan

Unsedated transnasal EGD
B Feasibility
B Safety
& Accuracy & guality of hiopsies

O Tolerance

8 2 wa y or 4 wayv angulations
@ Sell-training
8 Cost savings




Health Benefits and Cost Effectiveness of Endoscopic and
Nonendoscopic Cytosponge Screening for Barrett’s Esophagus

TATIANA BENAGLIA," LINDA D. SHARPLES,' REBECCA C. FITZGERALD,* and GEORGIOS LYRATZOPOULOS®

'Medical Research Council, Biostatistics Unit, Cambnidge, United Kingdom; “Medical Research Council Cancer Cell Unit, Hutchinson-MBAC Research Centre,
Cambridge, United Kingdom;, “Cambridge Centre for Health Services Research, Institute of Public Health, Cambridge, United Kingdom

Accuracy of screening tests

Endoscopy senaiivhy and Screening to detect BE
osponge sensitivi ' ¥ ¥ . ¥ '
Criospongs specilty 7. Endoscopic screening for BE is not justified in the general

o population, STATEMENT ENDORSED,overal agreement 94.%.
T Gmongeasang. | A+,58.7%; A, 35.5%; U, 2.5%; D, 1.7%; D4, 1.7%.

Cycle length




FROM:
Clinical Genetic Testing in Gastroenterology
Russell P Goodman and Daniel C Chung

Table 1. &I disorders for which clinical genatic testing is currently available

BACK TO ARTICLE

- Figures and tables index

Class Condition Genafs) Inheritance
Colon cancer Familial adenomatous polyposis [FAP) AR AD
{polyposis
syndromes) Gardner syndrome ARC Al
artenuated FAP {AFAP) ApC ab
MyH-associated polyposis {MAR]) MLUTYH AR
Polymerase proofreading-associaked POLDI, POLE Al
polyposis [PPAF])
Pautz-leghers syndrome 5TK11 AD
Cowrden syndrome PTEN Al
Bannayan-Riley-Ruwvalcaba PTEN Al
Juwenile polyposis BMPRIA, SMAD AD
Colon cancer Lynch syndrome MLHI, MEHZ2, MSHS, PMSZ2, ERCAM AT
{monpoly posis]
Gastric cancer Hereditary diffuse gastric cancer ConH AD
FPancreatic cancer Familial pancreatic cancer BRCAISZ, ATM, COKN24, PALBZ, STHKII, Lymch Al
syndrome genes
Pancreatic endocrine MEM-1 syndrome MENI Al
bumnoes
Inflammatory bowel Crohn's disease Multipde, inciuding ATGIG6LE, NKX2. 3. STATZ, IL- Complex
disease 10, NOD2
Ulcerakive colitis Multiple, inciuding NRX2.2, STATI, ECM1, ITL-10 Comples
Pancreatitis Hereditary pancreatitis PREST, CFTR, SPINKT AR [SPIMNK1, CFTR)
aAD (PRSS1)
Complex {CFTR)
Celiac disease Celiac disease Haplotypes HLA-D2, HLA-DNDR Complex
Metabolic liver disease | Wilson disease ATEFR AR
Alphia-1-antitrypsin deficiency ALAT Autosomal

Hyperbilirubinemias

Mrbo-inflarmmatory
disorders

GIST
QOther

Hereditary hemochromatosis

Crigler-Najjar syndrome, type II
Gilbert’s syndrome
Dubin-Johnson syndrome

Rotor syndrome

Familial Mediterranean fewer

Hibernian fewver (TRAPS)
Hereditary GIST

Autosomal dominant polycystic liver
diseasea

Hirsdhsprung disease
Acute porphyrias

aAD, autocsomal dominant; AR, autosomal recessiy

HFE, TFRZ, SLC3041

UGSTIAL

LGETIAL

ABCC2

SLo0IRl, 510183
MEFL

TNFRSFIA
CRIT
LRPES, PRECSH, SFCS3

Multiple
PEGD, ALAD, CPOX, PPOX

686 EhRk%

AD (PBIED, CPOX,
PR

Citation: Clinical and Transiational Gastroemterclogy (2016] 7, el67; doi:10.1038,/ctg.2016.2
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Barretts esophagus
| - Chr 6p SNP

W Reflux
[\ Longitudinal esophagitis
||| ‘\;“;,‘ muscle

n Circular S . - -
|\ muscle Submucosal layer inflammation

- Selects males preferentially

Submucosa

Esophageal Hiatus hernia

mucosa

- Chr 16q SNP
I BT D
- Defect in submucosal layer

Diaphragm

Gastroesophageal junction and visceral fat

Subhiatal -
| - 29 Obesity SNPs

fat ring

- Compromised sphincter tone
<+ RAI

No. SNPs currently identified

~ 165
Colorectal Cancer ~ 30
Coeliac Disease ~ 20

Barrett’s Oesophagus 16

Oesophageal Adenocarcinoma 16 + 1 (independent of BE)



Complex Diseases and Genetic component
10.0

5.0

transcription factor 7-like
2 (TCF7L2)

Ffﬂg'*" ~ B000 SMPs for disease
~ B0 cancerrelated

{oads 1.5

Rathos)

-1-3 .

0.005 0.001 0.05
Allsls Fragusancy In poputation

W

%y So how do we fix the clinical problems now?



Prevention of progression

Chemoprevention with aspirin (acetylsalicylic acid; ASA), statins,
or diet was not agreed upon in this consensus (see Appendix 2

online, Results).

34. The use of PPIs (compared with no therapy or histamine
receptor type 2 antagonists) is associated with a decrease in pro-
gression from benign BE metaplasia to BE neoplasia (dysplasia
and EA). STATEMENT NOT ENDORSED, overall agreement
53.3%. A+, 10.8%; A, 42.5%; U, 20.8%; D, 23.3%; D+, 2.5%.

Recommendation
Strong research recommendation for more data from the aspirin
esomeprazole chemoprevention trial (AspECT) and chemopreven-
tive trials of PPIs in patients with BE.

(Cl ) will report 2017



Why?

* Patients with Barrett's esophagus, approximately 2 percent
will die of esophageal cancer.

e Patients with Barrett's esophagus died more frequently of
other causes, such as ischemic heart disease and
pneumonia.

 Therefore need for adequate weight, diet, smoking and
alcohol modification strategies.

* Need for better quality endoscopy and perhaps FNE in
select centers in the community.



Summary

e Who
60 years (men)
Obese
Smokers/alcohol
Long standing heartburn
* How
Quality endoscopy
Unsedated TNE
e Why
Increase global health benefits CVS and cancer deaths
Decrease burden and cost of BE surveillance






