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To understand the:
A Diagnosis
A Disease progression
ATypes
A Prognosis
A Treatment options
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@ Esophageal Cancer: A Dismal Prognos

. Incidence* Mortality 5-YearSurvival (%)
Bhatti G 20082012 20082012 20052011
CONSULTANTS, PA.

Esophageal 17. 9
Cancer (all types
Breast Cancer 124.8 21.9 89.4
(females only)
Melanoma 21.6 2.7 91.5
Prostate Cancer 62.7 8.5 98.9

Esophageal Cancer: 2015 Estimates?

16,980 15,590

New Cases Deaths

*Incidence rates are per 100,000 and are -aghusted to the 2000 US Std Population
1.SEER Cancer Statistics Review (CSRR0325National Cancer Institute. Bethesda, MD http://seer.cancer.gov/csr/1975_2@1Msesingle/sect.01 table.05_2pgs.pdf
2.SEER Cancer Statistics Factsheets: Esophageal Cancer. National Cancer Institute. BethegndsddD cancer.gov/statfacts/html/esoph.html



http://seer.cancer.gov/statfacts/html/esoph.html
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@ Esophageal Adenocarcinoma on the

Bhatti GI Rise
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Incidence Rates of Esophageal Adenocarcinoma™
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“Incidence rates per 100,000 and age-adjusted, 1975-2012 (SEER9), both sexes, all races, esophageal adenocarcinoma only, limited
to ages 65 - 69

1.SEER Cancer Statistics Animator, /2. National Cancer Institute. Bethesda, MD http://seer.cancer.gov/canstat/text

version.php?dType=INCD&site=Esophagus+%28Adenocarcinoma+only%29&race=All+Races&sex=Both+Sexes I
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from the reflux of gastric
acid and bile salts into the
esophagus, and may be
viewed as an adaptive
response in which stratified
squamous epitheliumis =52
replaced by potentially acid 7 &5~ N\
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w In 1957 Norman Barrett, British
thoracic surgeon, described the
af 26 SNJ Saz2LKI Idza |,
O2f dzYy Il NJ SLIAGKSTt A |

w. F NNBGOGQa Saz2LKI ¢
Fa ayYSarLXtFraoao Of
sguamous to columnained
epithelium (including the presence
of goblet cells), visible
endoscopically and confirmed
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@ Risk factors for the presence of B
Bhatti G

consuants.ea. A 1. The known risk factors for the presence of BE include the
following:
I a. Chronic (>5 years) GERD symptoms
I b . Advancing age (>50 years)
I c.Male gender
I d. Tobacco usage
I e . Central obesity
i f.Caucasian race

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

A 3 .BE is more common in fidegree relatives of subjects
with known BE.

A 4 . BE prevalence is O.5%

H



@ Diagnosis of BE
Bhatti Gl

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

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

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).

H



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

In patients with suspected BE, at least 8 random biopsies should be obtainec
to maximize the yield of IM on histology. In patients with sho¢2(&m)
segments of suspected BE in whom 8 biopsies may unobtainable, at lea:
4 biopsies per cm of circumferential BE, and one biopsy per cm in
tongues of BE, should be obtained

In patients with suspected BE and lack of IM on histology, a repeat endoscof
should be considered inc2 years of time to rule out BE

=
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Maximal extent of metaplasia:
M=50cm

Distance

(cm) from L2
GEJ |
| 2 < - == Circumferential extent of metaplasia:
C=20cm
Lo _ _ True position of GEJ:

Origin = 0.0 cm
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wSquamous epithelium

A w Dedifferentiation

wStem cells

A w Basal layer of epithelium

A w Submucosal glands

A w Bone marrow

A w Residual embryonal stem cells

wTranscription factor CDX2 promote®lumnar
differentiation induced by
Acid
Bile
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@ Risk Factors for Dysplasia
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covsumvs e A The known risk factors for the development of
neoplasia in BE include:

I a. Advancing age

I b . Increasing length of BE

I ¢ . Central obesity

| d. Tobacco usage

I e . Lack of nonsteroidal anhflammatory agent
use

i f.Lack of PPl use

I g . Lack of statin use

H
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EGD every-5 years in NDBE

EGD everyd 2 months if LGD. RFA
EGD every 3 months if HGD. RFA
Every 4 quadrant biopsies

W Q 2 cm if no dysplasia
w Q1cmifdysplasia

Separate biopsy of any mucosal
Irregularity

iiiiiiiiiiiiiiiiiiiiiiiiiiiii
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@ Adherence To Seattle Protoco
Bratti Gl [ncreases Dysplasia Detectior
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[C] Non-adherent
g | B Adherent

§, 1

-~

@

g 10.4%

o 100

0% 4 40%
e 29%
<3 am 35 om 6-8cm 29cm

n=1.049 n=756 ne235 n=205

Length of BE
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@, At Risk Subgroups Missed
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A H2RAs, PPIs, fundoplicatignno

reduction in EAC incidence \

A Current screening based on GER gaymmme=ns '
symptoms will miss at least 40% c
120m

With GERD
EAC cases o
A 80% of the population without L‘ S N —
GERD symptoms account for 40% 10%
all EAC cases = 27m

A 20% of the population with GERD
symptoms account for 60% of all { 8% EAC cases 5296 EAC cased
EAC cases

A Few receive endoscopy (10%)
A Account for only 8% of EAC
cases

Vaughan TL, Fitzgerald RC et al. Precision prevention of oesophageal adenocarcinoma. Nat Rev Gastroenterol Hepatd gdsbFeb.

ahead of print) ’l
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|

Squamous Chronic . I NNEB i Lowgrade Highgrade Invasive
esophagus inflammation metaplasia dysplasia dysplasia adenocarcinomal

Chronic injury: acidic and
non-acidic reflux

1. Kountourakis P, et al. BE, a review of biology and therapeutic approaches. Gastrointest Cancer Res-3012;5:49
2.0ng CJ, et al. Biomarkers in BE and EAC: predictors of progression and prognosis. WorldJ Gastroenterol 2010:




@ What Is the cancer risk in BE?
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A 1 . The risk of cancer progression for patients with

non dysplastic i® 0.2¢0.5% per year.

A 2 . For patients with lovgrade dysplasia (LGD) the annual risk
of progression to cancer 30.7% per year.

A 3. For patients with higgrade dysplasia (HGD), the annual
risk of neoplastic progressions7% per year.

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

H
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GERD therapy to treat symptoms & heal esophagitis
If Indicated

No role for cancer prevention:
I w> QD dosing of PPIs
I wpH monitoring to titrate PPIs
I wAnti-reflux surgery

ASA use only for established cardiovascular risk
factors

A FromSpechlerSJ et al. Gastroenterology 2011;140:1684.

H



Long Segment NDBE Progresses to HGD/E
at a Significantly Elevated Rate

Bhattti)GlAulti-center outcomes project

NSULTANTS, PA. . :
KL ooS' ﬁ175 patients with NDBE
w Followrup mean of 5.5 yrs.

w Patients who developed HGD or EAC
within one year were excluded
prevalent disease)

) 9 increase in risk of progression to
HGD/EAC per 1 cm increase in length
(p<0.001)

w Annual progression rate to HGD/EAC
by length (p<0.0018):

i(nobmrkest NI F2NI

T 0.97 %l/year for length -8 cm ((3
fold))

I 1.26%l/year for length-B cm
I 1.64%lyear for length 02 cm

Ly LS NJ’JK'é NErfqa !Séll N T N {
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Clinical Gastro and Hepato 2013,11(11).1-630
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Clin Gastrognterol Hepatol, 2013 Now;1{11):1430-6. doi 10.1016f0n.2013.05.007. Epub 2013 May 22

Association between length of Barrett's esophagus and risk of high-grade dysplasia or adenocarcinoma in
patients Without dysplasia

Q‘M.M‘ mulmerRE.Qha maF.
® Author information

Abstract

BACKGROUND & AIMS: I s not clear whether length of Banets esophagus (BE) s 2 sk factor for high-grade dysplasia (HGD) or esophages!
adenocarinoma (EAC) in pafients with nandysplastc BE. We studied the sk of progression to HG0 or EAC in patients with nondysplasfic BE,
based on seqment ength

METHODS: We analyze data from & arge cohort of pafiens paricipating infhe BE Study-a multicenter outcomes project comprising 5 US teiary
care refermalcenters. Histologic changes were graced as low-grade dysplasia, HGD, or EAC. The study included pafients with BE of documented
length wihout dysplasia and af least 1 year of follow-up evaluation n = 175; 88% male) and exc/uded patients who developed HGD or EAC wihin
{ year o their BE diagnosis. The mean follow-up perod was 5.5 y (8463 patient-years|. The annual sk of HGD and EAC was plotted in 3¢
ncrements (<3 ¢m, 45 em, 9 em, 10-42 e, and 213 ern). We caloulated the association bebween time to progression and lenghh of BE

. RESULTS: The mean BE length was 3.6 cm. 44 patients developed HGD or EAC, with an annual incidence rete of 0.67%ly. Compared wih
* nonprogressars, pafients who developed HGD or EAC had longe BE seqments (5.1 vs 35 cm; P <.001). Logistc regression analysis showed a

280 increase in ik of HGD or EAC for every 1-¢m increase in BE length (P = .0f). Patients wih BE segment lengths of 3 cm or shorter ook longer
fo develop HGD or EAC than those with lengths longer than £ cm (6 vs 4, P = nansiqnifcart).

CONCLUSIONS: In patients with BE without dysplsia, length of BE was associated with progression to HGD) or EAC. The results support the
development of  risk stratficafion scheme for these patients based on length of BE seqment,

Copyright © 2013 AGA Insfitute. Publishe by Elsevier nc. Al nghs reserved.
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The role of endoscopy in Barrett’s esophagus and other premalignant
conditions of the esophagus

Nondysplastic BE Management: ———— breparedy:
ASGE STAMDWADS OF PRACTICE COMBMITTEE
Endoscopic surveillance evenb3/ears. e D
GOYR2A02LIAO Fofl GAZ2Y (KS | msmenmo S I L
managemenbption in select patients with NDBE, Ksonavet . coathoct, MD
3dzOK a4 GK23aS8 GAGK | Tl Y 2F 9

Deborah A Fishear, MO, MHS
Kimberly Q. Foley, RN
Joo Ha Hwang, MO, PhiD
. . . Aajesay Jaln, MD
Progression Risk Factors: fermy L Jus., MD
Khalld M. khan, MD

awAal Tl OG2NAR F2NJ . Ceowmew Ay O

~ Phiyllls M. Malpas, MA, RN

sex, white race, age older than 50 years, i

family history of BE, increased duration s’
of reflux symptoms, smoking, and 2500 A Doz, MO, ML 5, Preous Crar

20Sairide oé

ASGE Standards of Practice Committee, Evans JA, Early DS, et al. The role of endoscopy in Barrett's esophagus-antignaer guadigons of

esophagusGastrointest Endosc. 2012 Dec;76(6): 1987 -
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Confirmed LGD: Increased Risk of Progression
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The Diagnosis of Low-Grade Dysplasia
in Barrett’s Esophagus and

Its Implications for Disease Progression

Marck Skacel, MD., Robert E. Petras, M.D,, Terry L. Gramlich, M.D,, Jessica E. Sigel, MD.,
Joel E. Richter, MD., and John R. Go Ill\hm MD.
Departments of Anatomic Pathology and Gastroenterology, The Cleveland Clinic
Ohio

ic Foundation, Cleveland,

Low-Grade Dysplasia in Barrett's Esophagus:
Overdiagnosed and Underestimated

Upper GI cancer

ORIGINAL ARTICLE

Barrett's oesophagus patients with low-grade
dysplasia can be accurately risk-stratified after
histological review by an expert pathology panel

Lucas C Duits," K Nadine Phoa,' Wouter L Curvers," Fiebo J W ten Kate, 3
Gerrit A Meijer,* Cees A Seldenrijk,® G Johan Offerhaus, > Mike Visser,?
Sybren L Meijer, Kausilia K Krishnadath," Jan G P Tijssen,®

Rosalie C Mallant-Hent,"” Jacques J G H M Bergman'

- StudyType Progression to HGD/EAC

Retrospective 12.9% (annual rate of progression) Skacel et al. 2000
127 RCT 13.6% (annual rate of progression) Shaheen et al. 2009
147 Prospective 13.4% (per patiertyear) Curverset al. 2010
293 Retrospective 9.1% (pe#patient year) Duitset al. 2014
85 Prospective 9% (annual rate of progression) Clarket al. 2014
136 RCT 11.8% (per patiertyear) Phoa et al. 2014
125 Retrospective 6.6% (annual rate of progression per Kapta Small et al. 2015

Meier method), 14.8% firsyear

\_______________——
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A Thermal

I wRadiofrequency
I wCryotherapy

Ablation Therapy

wMechanical

X Endoscopic mucosal resection
X Endoscopic submucosal dissection

H
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— Control M RFA P<0.001
90.5% P<0.001
= P<0.001
= — 81.0%
 — 77.4%
o 80
-
]
&
©
o
w
o 60
R
2
Q.
£
o
o
= 40
=
=
5
E 22.7%
0%
8_ 20 19.0%
o
N
a.
2.3%
0
Complete Eradication of IM Complete Eradication of Dysplasia Complete Eradication of Dysplasia
(All patients, n=127) (LGD patients, n=64) (HGD patients, n=63)

Intention-to-Treat Comparison Groups

From Shaheen N ] VI 2009;360:2277-88.
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wEradication therapy recommended for
confirmedHGDnNot surveillance

Strong recommendation
Moderate quality evidence
wEMR recommended for patients with

dysplasia & visible lesion
Strong recommendation
Moderate quality evidence




@ ACG Clinical Guideline Management o
HGD and Early CA in BE

L GASY A coafimekHGDR0UI el

managed with endoscopic therapy unless they he ACG Clinical Guideline: Diagnosis and Management of
lifef AYAGAY 3 O2Y2NDARRAIG & ¢ Barells tsophagis 2
hlgh level of eVidenCE) Nl e, M, NPH, FACG, Gy Flk, MD, M5, FACG, Prsd e, D, FACG

Lauren Gerson, MD, MSc, FACG

Bhatti Gl

CDNSULT'%I\\ITS._é’,xl\.t

A aLy LI O X18 FACéndogchpickherapy is the
preferred therapeutic approach, being both effective
YR ¢Sttt (2t SNIISRE O0aUNRBYy3I NBO2YYSy
level of evidence)

AaLy LIOGASYOGa oAGK ReaLIX lFadaaod .9 gK?2
endoscopic ablative therapy for nonnodular disease,
RFAs currently the preferred endoscopic ablative
GKSNILIREé& 6aiNRPYydI NBO2YYSYRIFOGA2YST Y2EF
evidence)
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Endoscopic Mucosal Resectior
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