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Figure 1 The oesophagus: anterior view (a), posterior view (b). (From Gray’s Anatomy 40th edition).
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APTHPIAKH AIMATQzH
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OAEBIKH ANOXETEYZH
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NEMOIKH ANOXETEY2zH
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NMAAINAPOMA AAPYITIKA NEYPA

RVN: right vagus nerve. LVN: left vagus nerve. Arrow: recurrent laryngeal
nerves
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The lower end of the oesophagus and oesophago-gastric junction. (From Gray’s Anatomy 40th edition).
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- MUCOSA and SUBMUCOSA

. CIRCULAR MUSCLE: contraction causes an
increase in luminal pressure

LONGITUDINAL MUSCLE: contraction causes
shortening

INNERVATION = (1) MEISSNER/SUBMUCOSAL
PLEXUS; (2) AUERBACHMYENTERIC PLEXUS;
(3) VAGUS NERVE
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OEZH / MHXANIZMOZ
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EKKOAINMQMA ZENKER

e  Weudég ekkOATIWUQL

e Aocuvépyela KpkoPpapuyyLlkoU HUOG
KQTAL TNV KATATOoN

e Avokatamooia, avaywyEC TPodwV NUEPWVY,
TIVLYHLOV), KOKOOHLLOL OTOHOTOG

e Jmavia MUTAOKEC (dLdtpnon, alpoppayia)

e AlOyKwon ap. TAAyLag TPaXNALKAC XWPOG

e Aldyvwon (yaotpookomnnon, Baplouxo yevpa)
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TAZINOMHZH KINHTIKQN AIATAPAXQN

Classification of esophageal motility disorders

Classic achalasia

Atypical disorders of LES relaxation

Uncoordinated contraction
Diffuse esophageal spasm

Hypercontraction

Nutcracker esophagus
Isolated hypertensive LES

Hypocontraction
Ineffective esophageal motility
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AXANAZIA OIZODAIOY
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KAINIKH EIKONA

e Avodayla (mapadoén dvodayia ?)

e AVOYWYEC

e  OWwpPaKLKO AAyoC

e AloBnua kavoou

e  MiKpoelopodAOELC

e MeydAn XPOVLIKNA amootacn amno tnv Evapén TwWV CUUMTWHATWY HEXPL TN
diayvwon

MAGHZEIZ OIZODAroy



EAAHNIKH AHMOKPATIA

Edviko kot Kanodiorproxo
Movemotnwo Adqvav

AIATNQZTIKEZ EZETAZEIZ

 Evbookomnon

e Baplovyo levpa

e Afovikn Topoypadia

e 24wpn Phuetpia

PROBE 1

e  Mavopetpia

PROBE 2 I

PROBE 3
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Sujeet Kumar

Probe 1. 2, 3 shows
progressive
contraction of
esophageal body
as the food bolus
travels down the
esophagus.

LES probe shoes
LES relaxation
from its base line
tone as food bolus
reaches LES

ACH

time

NORMAL ESOPHAGEAL MANOMETRY
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CHICAGO CLASSIFICATION

Table 1. Clinical achalasia syndromes within and beyond Chicago Classification v3.0

Syndrome Median IRP Esophageal contractility Qualifications/notes
Type | achalasia =15 mmHg Absent contractility
Type Il achdlasia >15mmHg Absent peristalsis
Panesophageal pressurization
with >20% of swallows
Type Il achalasia =15 mmHg Absent peristalsis
Premature contractions
with >20% of swallows
EGJ outtlow obstruchion > 1o mmHAg oufficient peristalsis fo Heferogeneous group

Absent contractility

Distal esophageal
spasm

Jackhammer

Opioid effect

Mechanical
obstruction

<15mmHg (CART
analysis suggested
<10 mmHg)

Normal or
increased

Normal or
increased

>15mmHg

Normal or
increased

exclude types |, Il
or lll achalasia

Absent contractility

>20% premature
contractions

[DL<4.55)

>20% of swallows with
DCI > 8000 mmHgscm

Normal, hypercontractile,
or premature

Absent, normal,
or hyperconfracﬁle
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Can be early or incomplete

achdlasia (12-40%)
Can resolve spontaneously
Technical issues

Heferogeneous group

Abnormal FLIP distensibility index or
esophagealpressurization with swallows
or MRS supports achalasia

May be evolving type Il achalasia

May be evolving type Il achalasia if
DL<4.5s with >20% swallows

Can mimic EGJ oufflow obstruction,
type Il achalasia, DES, or jackhammer

EUS or CT imaging of the EGJ may
clarify the cause
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CHICAGO CLASSIFICATION

Ivpe Il Type Il
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OEPAMNEYTIKOZ AATOPIOMO2

ACHALASIA
High-risk patient Type Land II Type II
(trail, elderly)
Medical therapy Laparcscopic Heller nyvotomy POEM
Endoscopic Botox injection Failuse Failure

4

Prenmatie dilatation

Farlure

POEM

Failur=

Esophagectomny

MNAOHZEIZ OIZOQATOY

L

Preumatic dilatation

Farlur=

Laparoscopic Heller myotomy

Fanlare

Esophagectomny
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HELLER MYOTOMY
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AIATNQ2TIKH AIEPEYNH2zH

e |OTOPLKO, KALVIKN €€€taon (amoocadrivion CUUMTWHATWY)

e |Slattepn onuaocio n avtamnokpion otn Anyn PPI’s

e BapLouxo yeupa yla amooadrvion T avatopiag (m.x. cuvundapyovoa
StadpaypatoknAn, otévwon olocopayou K.a.)

e Evdookonnon (Barrett’s, olcodpayitida, yootpitida, mentiko €AKog, Kapkivoc)

e  Mavopetpia (amokAelopog axalaoiag, cuviTapEn KATOLAC KLVNTIKAS dtatapaxnc)

e PHpetpia (to gold-standard ywa tn dtdyvwon)

MAGHZEIZ OIZODAroy
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ENAEIZEIZ XEIPOYPI1KHZ ANTIMETQMNIZHZ

e Avtikelpevikn dtayvwon NOMN kat kaAR avtanokpion ota PPI’s

e  EmBupia acBevouc va dtakoP el ta PPI’s (vEol aaocBeveic, KOOTOG, EMUITAOKEC K.L.)

e AvVaywVYEC KoL KaUoog Ttou dev eA€yxovtal TIOAU KOAA PpapUOKEUTLKA

e YoBapn urmoyia ya e€wyaotpevieplkeg ekdnNAwoelc FOMNN (avarmveuoTIKEC
ETILITAOKEC K.0L.)

MAGHZEIZ OIZODAroy
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TI EIAOYZ OOAONAAZTIKH

e IAuepa anoteAet gold-standard n mAnpnc (360°) OoAomAaotikn Kata Nissen o€
OAOUC TOUC a.0BeVELC EKTOC Ao AUTOUC Ue axadaoia f okAnpodepua

e H BolomAaoTtiki katd Nissen mpoodEpel KAAUTEPO EAEYXO TNC MOAWVSpOpUNONC o
TLIC LEPLKEC OOAOTIAQOTIKEG, E Ta (Lo TTOCOOTA UETEYXELPNTIKNG duodaylag

e Ebwka og maxvoapkoug pe NOMN, Wavikn emepPaon eival to Roux-en Y Gastric
Bypass

MAGHZEIZ OIZODAroy
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OOAONAAZTIKH KATA NISSEN

Dissection and Crus Wrapping of fundus
closure of hiatus around esophagus

Esophagus

Stomach

Liver

Aorta
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AIAOPATMATOKHAEZ
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TYNOI AIAOPATMATOKHAHZ

Longitudinal muscle

Phrenoesophageal
ligament

A

Fhrencesophageal
ligament

Diaphragm
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ENAEIZEIZ XEIPOYPI1KHZ ANTIMETQMNIZHZ

e H amokatdotaon Kat' enoAicOnowv dtadppaypoatokiAng (Tomov 1) anovoia FOMN
dev evdeikvutal

e  'OAeC Ol CUMMTTWHATLIKEC TapaolooPaylkeg StappaypotokiAng (Tomouw ILIIILLIV)
TPETIEL VAL XELPOU PYOUVTOL

*  JTIC ACUUMTWHATIKEC Ttapoaoloodpayikeg dtadpaypatoknAec (Tomouv I, 11,IV) n
BEPATEVUTIKN TIPOCEYYLON TIPETEL VA €EATOULKEVETAL OlvAAOya e TNV NALKIOL KL TLG
oUVVOONPOTNTEC TOU acBevouC

MAGHZEIZ OIZODAroy
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TEXNIKA ZTOIXEIA

* H AQmapooKOTKN ANMOKATACTAON TPOOPEPEL LKPOTEPN VOO POTNTA KOl
Sldpkela voonAeiog og oxEon He TNV avolyth amnokatdotaon Kat anoteAel to gold
standard

e 0O oakog tnG dtappayratokNAnG MPEMEL VAL LVOLTALGOETOL OTTO TO LECOOWPAKLO
Kol LOAVIKAL VOl EKTEUVETOLL

e Hyxpnon nAéyupotoc odnyetl o peiwon tTwv BpaxunpoOecpwv MococTwv
UTTOTPOTING TNS SLadpaypatoknAng

e H kapdlooloodaykn cupPoAn mpemnel onwodnmote va Bpebel oe
untodtappaypatikn 0€on (2-3 cm) PETA TNV AITOKATAOTACH TNG
Stadpaypatokning

MAGHZEIZ OIZODAroy
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EMAHMIOAOTIA

MAGHZEIZ OIZODAroy



EAAHNIKH AHMOKPATIA -
(& AAIKO

Edviko kot Kanodiorproxo
Movemotnwo Adqvav

NMAFKOZMIA ENMIMNTQZH - ANAPEZ
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Figure 1 Agestandardiced incidence rate (ASR) per 100 000 of (A) cesophageal adenocarinoma and (B) sguamowes call cardinoma in men
AL, adenocarcinoma; SOC, spuamois ool carcngma.
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NMAFKOZMIA ENMIMNTQZH - F'YNAIKEZ

A Ac
- g =
.- = — - ':_l_" _-
_ - ! - :
) . N Y ’;‘,g . __ el ~
¥ -y
i h = ""‘"!
:',"' 5.-"'__'5'
o i o -
:-'h.-}t:-""":' . ) -‘ 5 -
= . = ! B
ey 4 ; * Fogy
I'E-: i . f ASR par 1000000
e :
e ] m cT-RE
. 4 J -
i mm :5ET
T F
- B 1425
il
iy R
N 07-00
B Bl 0507
o TSR
02-0d
iF T D2
=1 Mo Desa

Figure 2 Agestandardized incidence rate [ASE) per 100 000 of (A) cesophageal adenocaminoma and (B) sguamous call carcinoma in women.
AL, adenocancinoma; SCC, sguamous odl candidma.
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NMAFKOZMIA ENINTQZH ANA HIMEIPO

AL sCC
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Figure 3 Agestandurdised incidence rate par 100 000 of cosophageal canmr by histokgical subtype, region and sox. AC, adenocancinoma SCC,
squamos cell carcinoma.
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METABOAEZ ENINTQZHZ — USA - SWEDEN
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Fig. 1. Incidence trends of oesophageal squamous cell carcinoma and oesophageal adenocarcinoma in the United States (A) and in Sweden (B). Data sources:
the Surveillance, Epidemiology, and End Results (SEER), SEER 9 registries research data, November 2017 submission; and the Swedish Cancer Registry.
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MAPAITONTEZ KINAYNOY

. ESOPHAGEAL SQUAMOUS CELL CARCINOMA [ (i
(ESCC) R
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A SANE NN
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Cancer Epidemiology, Biomarkers & Prevention

Socioeconomic Factors and Risk of Esophageal
Adenocarcinoma: A Nationwide Swedish
Case-Control Study

Catarina Jansson,! Anna L.V. Johansson,! Olof Nyrén,! and Jesper Lagergren!?
Departments of 'Medical Epidemiology and Biostatistics and *Surgical Sciences, Karolinska Institutet, Stockholm, Sweden

Table 4. Risk of esophageal SCC in relation to socioeco-

nomic factors

MNAOHZEIZ OIZOQATOY

Sociceconomic Cases /controls,* |OR'| (952 CI) ORrR| @52 CI)
factor 157 /792
E’S‘r
Professionals h= k= = 1.0 {Reference) 1.0 [Referemnce)
24/134 1.8 q.85-4.1) 22 . 9-5.2)
norrranial
emplovees
Mossistant 20,7101 1.8 Q.74 1) 19 [0.8-4.8)
norrranial
emplovees
Skilled manual 46158 3.6 |1.7-7.7) 39 [1.7-8.9)
workers
Unskilled 40,/ 190 2.0 4 1.0-4.5 0 2.1 (.94 9%
semiskilled
manial
workers
Self-emploved 187,110 1.9 J.85-4.5) 2.1 0.8-5.1)
- o oo 023
Education (v)

—a 20,155 1.0 {Reference) 1.0 [Referemnce)
Mledivm 26/157 1.3 yO.7-2.5) 1.3 [0.7-2.6)
(10-12)

Low (=9) 111 /480 2.1 {1.2-3.5) 2.0 [1.1-3.6)
i LR e .03
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JNCIJ Natl Cancer Inst (2017) 109(12): djx115

doi: 10,1093 /jnci/djx 115
First published online August 3, 2017
Review

REVIEW

Smoking Cessation and Risk of Esophageal Cancer
by Histological Type: Systematic Review and
Meta-analysis

Qilao-Li1 Wang, Shao-Hua Xie, Wen-Tao Li, Jesper Lagergren

Affiliations of authors: Upper Gastrointestinal Surgery, Department of Molecular Medicine and Surgery, Karolinska Institutet, Karolinska University Hospital,
Stockholm, Sweden (QLW, SHX, WTL, JL}; Jockey Club School of Public Health and Primary Care, The Chinese University of Hong Kong, Hong Kong SAR, China (WTL);
Division of Cancer Studies, King's College London, London, UK (JL).

Correspondence to: Shao-Hua Xie, PhD, Upper Gastrointestinal Surgery, Department of Molecular Medicine and Surgery, Karolinska Institutet, NS 67, 2nd Floor,
Stockholm 17176, Sweden (e-mail: shachua sded@ki.se).
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Figure 3. Risk ratio of esophageal squamous cell carcinoma and adenocarcinoma by duration since smoking cessation, using current smokers as reference. A) Efect
sizes foresophageal squamous cell carcinoma. B) Effect sizes for esophapeal adenocarcinoma. Error bars = 95% confidence interval,
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G uicc 1JC

global cancer control International Journal of Cancer

Alcohol drinking and esophageal squamous cell carcinoma
with focus on light-drinkers and never-smokers: a systematic
review and meta-analysis

Farhad Islamij'z'_’, Veronika Fedirkni, Irene Tr.am.a(ere“, Vincenzo Bagnardi;'ﬁ, Mazda ]El‘lﬂbi, Lorenza S(Dtti",
Matteo Rota®", Giovanni Corrao®, Werner Garavello®®, Joachim Schiiz?®, Kurt Straif®, Eva Negri®,
Paolo Boffetta®'” and Carlo La Vecchia®*!?

Table 1. Summary statistics for the association between alcohol consumption and esophageal squamous cell carcinoma

Subgroups by amount of alcohol intake® No. of studies I* statistics (%) p-value for * statistics Random effects RR U C
Light intake

Overall analysis 26 56.2 = 0.001 1.31 (1.10-1.57)
Prospective studies 8 81.1 < 0.001 1.35% (0.92-1.98)
More precise estimates® 19 7F3.2 = 0.001 1.32 (0.90-1.60)
Population-based controls 13 7FFr.3 <0001 1.16 (0.87F—1.55)
Only ESCC* 16 61.0 = 0.001 1.25 (1.01-1.56)
Adjusted results® 19 51.5 0.002 1.38 (1.14—1.67)
Moderate intake

Overall analysis &7 85.3 < 0.001 227 (1.89-2.72)
Prospective studies 12 86.7 = 0.001 2.15 (1;55—2.95}
More precise estimates” 38 57.1 <0001 2.23 (1.84—2.71)
Population-based controls 23 85.0 =20.001 1.92 (1.489-2.47)
Only ESCC? 27 85.8 <0.001 2.32 (1.80—2.99)
Adjusted results® 28 82.8 =0.001 267 (F0O07F—3.31)
High intake

Owverall analysis 39 857.1 = 0.001 §.89 (F.84—6.23)
Prospective studies 9 91 .4 <0001 3.35 (2.06—5.46)
More precise estimates® 16 24.5 =0.001 3.35 (2.35—4.78)
Population-based controls 18 91.0 <0001 I.F7F (2.60—-5.47)
Only ESCC* 20 88.4 <0.001 5.38 (3.80-7.61)
Adjusted results® 21 89.9 <0.001 5.54 (3.92—7.82)

Yamount of daily ethanol intake was defined as: light, =0—12 .5 g moderate, =12.5 to =50 g; high, =50 g. The reference groups included non/occasional
drinkers. *0Only studies with a standard error < 0.5 (in logarithmic scale) for light and moderate intakes and with a standard error <0.3 for high
intake. *Studies that provided risk estimates for esophageal sguamous cell carcinoma only. “Adjusted at least for age, sex, and tobacco use.
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SYMPTOMATIC GASTROESOPHAGEAL REFLUX AS A RISK FACTOR
FOR ESOPHAGEAL ADENOCARCINOMA

JEsSPER LAGERGREN, M.D., REinHOLD BERGSTROM, PH.D., ANDERS LINDGREN, M.D., PH.D.,
anND OvLorF Nyren, M.D., Pu.D.

TasLe 2. SympTOMS OF REFLUX FIVE YEARS OR MORE BEFORE THE INTERVIEW AND THE RISK OF ESOPHAGEAL ADENOCARCINOMA,
ADENOCARCINOMA OF THE GASTRIC CARDIA, AND ESOPHAGEAL SQUAMOUS-CELL CARCINOMA.*

CONTROLS EsopHAGEAL ADENOCARCINOMA EsopHAGEAL SQUAMOUS-
SYMPTOMS OF REFLUX (N=g20l ADENOCARCINGMA OF GASTRIC CARDIA CELL CARCINOMA
ADJUSTED ADJUSTED ADTUSTED
PATIENTS ODDE RATIO PATIENTS ODDS RATIO PATIENTS ODDE RATIO
(n=189) (95% CI) (N=262) (95% CI) (N=167) (95% CI)
no. (%) no. %) no. (%)
Heartburn, regurgitation, or both
at least once a week
No 685 (84) To(4) L0 18771y 1.0 142 (85) 1.0
Yes 135 (16) 113 {60y 77 (5.3-114) 75 (29 2.0(14-29) 25 (15 L1 (0.7-1.9)
Heartburn, regurgitation, or both
at night ar least once a week
No 754 (92) B8 (47) 10 217 (83) 1.0 157 (94) 1.0
Yes o6 (8) 101 {53 108 (7.0-16.7) 45 (177 24 (1.5-3.8) 106y 09 (04-2.0)

*In the mulavariate logistic-regression model, adjustments were made for age, sex, socioeconomic status, body-mass index, tobacco smoking, alcohol
use, intake of fruit and vegetables, energy intake, work in a stooped posture, physical actvity at work, and physical actvity during leisure time. Subjects
without symptoms served as the reference group. CI denotes confidence interval.

MNAOHZEIZ OIZOQATOY



EAAHNIKH AHMOK PATIA
Edviko kot Kanodiorproxo

Mavemorio Adnviy The New England
Journal of Medicine

@ Copyright, 1999, by the Massachusetts Medical Sociery

VOLUME 340 MaRCH 18, 1999 NUMBER 11

SYMPTOMATIC GASTROESOPHAGEAL REFLUX AS A RISK FACTOR
FOR ESOPHAGEAL ADENOCARCINOMA

JEsSPER LAGERGREN, M.D., REinHOLD BERGSTROM, PH.D., ANDERS LINDGREN, M.D., PH.D.,
anND OvLorF Nyren, M.D., Pu.D.

TaBLE 3. ASSOCIATION OF SYMPTOMS OF REFLUX WITH IDISEASE AFTER THE SUCCESSIVE
INCLUSION OF POTENTIAL COMNBOUNDING VARTARLES IN THE MULTIVARIATE AMNALYSIS.™

EsorHAGZEAL
EsOoPHACEAL GasTRIC CAaRDLA Sauanmous-CELL
CoNFoOUNDIMRNG W ARIABLE A D EPRO A R CIN OIS, A DV E IO RO O LS, CARCIMNONMLA

odds ratio (25% confidencs intersall

LUnadjusced 5 (54— 10.6) 20 (1.5—2.8) O (0.a—1 .4
A oo T (5.3—10.7) 20 ({1.4—2_ 8) 0.9 (D.6—1.5)
Sex 7.5 (5.3—10.5) 2.0{1.4—2.8) 1.0 (i .o—1.6%
Body-mass index 1 (49—-10.2% 1.9 (1. 4—2.7% 1.0 (O .6—1 .G
Tobacco smoking .1 (29— 10.2% 2.0 (1. 4—2.7 1.1 (.7 —1.8}
Alcohol use S (G.2—11.00 2.0 (1.4—-2.8) 1.2 {0.7—2.1%
Educatonal lewvel T (5 2—11.07% 2.0 (1. 4—2 8 1.2 (0. F—2.0%
Energy intake T (5 2—11.1% 2.0 (1. 4—2.8" 1.2 (0. 7—2.07%
Imtake of fruit and veperables o (5 2—11_1% 20(1.4—2.8) 1.2 (0.F—2.00
Work in a stooped postare T (5. 2—11.1% 2.0(1.4—2.8) 1.2 (O .F—2.0
Physical acovicy at work 7B (53—11.4) 2.0 (1. 4—2.9% 1.1 ¢ .F—1.9%
Fhysical acdvioy during leisure tme F T {(5.3—11_4) 20 (1. 4—29) 1.2 ({0.F—2.100)

*The odds ratos in each row have been adjusted for the variable moted im that row and all other
variables lisred abowve that row. Thoas, the last row shows the odds raoios from the full mualovariace
mwdel withh 11 porential confounders included.
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TABLE 4. FREQUENCY, SEVERITY, AND DURATION OF SYMPTOMS OF REFLUX FIVE YEARS OR MORE BEFORE THE INTERVIEW.*

CoNTROLS EsopHAGEAL ADENOCARCINOMA EsopHAGEAL SouaMOUS-
W ARIABLE (N=820] ADENOCARCINOMA OF GasTRIC CARDIA CeLL CARCINOMA
ADJUSTED ADJUSTED ADJUSTED
PATIENTS ODDS RATIO PATIENTS ODIE BRATIO PATIENTS ODDS RATIO
(N=189) (95% CI) (N=1262) (95% CI) (N=167) (95% CI)
no. (%) no. (%) no. (%)
Frequency of reflux symptoms
ToNo sympone 685 (84) 7o (40) 1.0 187 {71y 1.0 142 (B5) 1.0
1 time per week 0512y 37 (200 5.1 (2.8-94) a0(1ly 2.0(1L1-3.6) 95 09 (04-24)
2w 3 dmes per week 16 (2) 35 (19} 6.3 (3.8-10.3) 27(10y 19(1.2-31) 10 (&) 1.2 (0.6-2.5)
S TITIICS Tol Weoh 243 41 {32y 167 (B7-28.3) 18(7y 23(1L2-43) 6 (4) 1.4 (0.5-3.7)
R.cr]m -symptom scoret
'ﬂ.J’ a'r|||| LL=i R R f}HEI f84'| .?f:l Il‘ﬂ]]- l ﬁ IB.? l'.?].ll I'I:l' 14.'2 IIHE'I I']
1-2 points BE (7 10 (5) 1.4 (0.7-3.0) 27(10y L7 {lL0-2% 14 (8) 1.7 (0.8-3.5)
25— ‘1-p0|ncs 43 (5) 39 (21 81(47-16.1) 21 (&) 1.8 (1.0-3.2) 5(3) 06(02-17)
—.r J wr. :l PAFIILS 3‘1 Il‘i'l fJ‘E f3‘1-} 20'} Illlfr—j‘l'f:l'l 2.? I'IDII 23 { I.f?—s'}'l & l"ill l I. {04—3 G"l
Dwration of reflux symptoms
TR 685 (84) 7o (40) 1.0 187 {71y 1.0 142 (B5) 1.0
flExr 415 3l (16) 75 (42-135) 19 (7) Lo (0.9-29) 10 (6) 1.6 (0.7-3.7)
12— ?I]g.r 67 (8) 43 {32y 5.2(3.1-806) 13y 18(ll1-29) 10{6)y 09 (04-1.9)
=20 yr 7(3) 4021y lo4 (B3-284) 22(8) 33(lE-03) 5(3) 1.2 (04-37)
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Body mass index in relation to oesophageal
and oesophagogastric junction
adenocarcinomas: a pooled analysis

from the International BEACON Consortium

Cathrine Hovo,'*" Michael B Cook,?" Farin Kamangar,?> Neal D Freedman,” David C Whiteman,*~
Leslie Bernstein,® Linda M Brown,” Harvey A Risch,” Weimin Ye,” Linda Sharp,'” Anna H wu,"'
Mary H Ward,” Alan G Casson,'” Liam J Murray,'” Douglas A Corley,'* Olof Nyrén,”

Nirmala Pandeva,*” Thomas L Vaughan,'” Wong-Ho Chow? and Marilie D Gammon'®

Table 2 Adjusted summary odds ratios and 95% confidence intervals for the association between body mass index and adenocarcinomas of the oesophagus and
oesophagogastric junction among all subjects (men and women combined)

0A 0GJA All adenocarcinomas

Controls  Cases Controls ~ Cases Controls  Cases 95%
BMI (kgm')| (n) (m) OR %%CI I' N (1 (m OR %%C I N () (1) OR C [ N

<251 74 57 Referent 4686 663 Referent T 140 Referent
250-299 431 B2 1M 1188 55 12 4147 T4 128 L1145 0 10 4232 1604 141 124-160 37 12
30.0-349 1109 331 239 18306 42 12 1081 304 208 175247 0 10 1109 635 223 183171 41 12
35.0-399 73 8 279 18412 23 11 266 By 136 175317 0 9 250 171 240 189304 0 11
=40 94 41 476 2%-766 0 9 9] 28 307 18949 0 8 o9 69 365 250534 0 10

Continuous 10481 1897 109 Loe-1102 76 12 10295 1822 107 105-1.09 54 10 10481 3719 108 l0e-LI0 75 12

Results were adjusted for age (categorical: <50, 50-59, 6069, =70 vears), gender, pack-vears of smoking (categorical: <15, 15 to <30, 30 to <45, 245), education
(study-specific) and other study-specific adjustment variables {e.g. study centre, where applicable). Summary odds ratios and 95% confidence intervals were obtained from
random-effects models. All 12 studies were included for analysis unless otherwise specified.

I estimates variability in results across studies.

(A =oesophageal adenocarcinoma; OGJA =oesophagogastric junction adenocarcinoma; AA =all adenocarcinomas {04 and OGJA) BMI =body mass index; OR=odds ratio;
N=number of studies in the analysis.
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Body-mass index and incidence of cancer: a systematic “
review and meta-analysis of prospective observational
studies

Andrew G Renehan, Margaret Tyson, Matthias Egger, Richard F Heller, Marcel Zwahlen

Cancer site and type Number of studies RR (05w CI) P B
Cancersiteand Number of studi RR(95% I ;

— —_ T gsxd) P ! Encametrium 19 = 150{150-168)  <00001  77%
(esophaneal adenocarcinoma | 5 | 1E2{133-174) 00001 4% S 2 — i 150{103247) 004 6%
Thyraid P - 1RO 0w 77w Desophageal adenommnomal 3 B LE1(I3HIF4) <0000 0%

]
Calon pri [+ 1M4[1I0128) <0000 M Fenal L [~ 134(125143) <0000 45w
Renal 1 | 124 {1151 00001 pevtaer ! — LR e e

: n 4(LIFL) o« ;Jﬁ Thyroid 3 ] 114 [106-123) 0.0m 5%
e # = 124pgre) oo " Postmenapausal breast 1 [+ LI{L0B-116) <0000 64%
Mafignant meanoma 5 . 3 17 {105130) 0004 44w — " ] \oporz oo
Multiple myeloma 7 111{1.05-1.18) <0000 7% Multiple myeloma 3 n 111 (147-1.15) 00001 O%
Rectum 18 a 100106-112) <0000 3n Calan 15 +] 100(105-113) <0001 3%
Galbladder 4 ! 10009043 042 o MonHodgkin pmphoma. 7 B LI A00114) 005 4%
Leukaemia 7 4] L0B[102-114) 0000 Ow Liver 1 = L7 [0-55-2.08)

Parreas 1 W70E17 0B 7w Gastric 4 E B 104{000:120) 056 4%

Dvars 1.0 0 o

Mon-Hodgkinkmphoma 6 106(103-109)  <000M % aran E [+ 03 (0-09-1.08) m 55

Rectum 1 B 10Z(100-105) 026 0%

Prostate i 0T G 7w ] )

. i Maligriant melancma 5 B 096002101 005 0%
fasiric £ ' 07(0EE106) 040 Hm Premenapaual breast oo 0O2(0EH-047) 0001 3w
Lung 1 B 076(070-083) <0000 63% Lung 5 - 0S0[0660W) 00 84w
Desaphageal squamaus 3 | O7L060-085)  «DODOL 49w Cesophageal squarmeos : - O57(047-065)  <0O001  60%

| 1
o5 of 10 1L 3 gg o 1o do
| Risk ratio (per § I:g.l'rn"in-:n-:am:ll Risk ratio (per & kgf/ m' increase)

Figure 3: Summary risk estimates by cancer sites n men Figure 4: sSummary risk estimates by cancer sites In women
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INTESTINAL METAPLASIA

columnar cells punctuated by round to oval goblet cells (long arrow). The columnar
epithelium resembles intestinal epithelium but is not identical in nature. It is unclear why this
metaplasia occurs but long-standing gastro-esophageal reflux disease (GERD) is present in all
patients. Barrett’s metaplasia is also characterized by universal presence of chronic
inflammation (lower arrowhead)
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INDEFINITE FOR DYSPLASIA

[BARRETT'S METAPLASIA]. Inflammation present in Barrett’s metaplasia may lead to nuclear
atypia of varying degrees. In some cases the nuclear atypia simulates dysplasia but histologic
features diagnostic of dysplasia are not seen. Also, this is one area in diagnostic
histopathology where consensus among pathologists to what is a low grade dysplasia in a
given case is lacking. To address this issue of reactive atypia versus low-grade dysplasia a
diagnosis of "indefinite for dysplasia” may be used. This case with inflammation in glands
(bottom long arrow) shows loss of polarity, pseudo-stratification, mild nuclear enlargement
and hyperchromasia, and distinct nucleoli may be called “nuclear atypia indefinite for
dysplasia.”
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LOW GRADE DYSPLASIA

i . - -ﬁ o .
Barrett's esophagus {metaplasia) -
F b w

i « il

[BARRETT'S METAPLASIA]. A low-grade dysplasia in Barrett’s esophagus, at a minimum,
requires nuclear enlargement {right arrow), nuclear hyperchromasia, and nuclear contour
irregularity. Prominent nucleoli and mitoses are commeon but reactive epithelium may also
show mitoses and prominent nucleoli. Generally, dysplasia reaches the surface epithelium but
not all biopsy specimens show surface epithelium involvement. The dysplastic epithelium in
this case can be contrasted to normal glandular epithelium on the right (arrowhead).
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HIGH GRADE DYSPLASIA

[BARRETT'S METAPLASIA]. High-grade dysplasia in Barrett's is difficult to miss because the
changes stand out at low magnifications. The diagnosis of high-grade dysplasia should be
made when surface epithelium shows all features of high-grade dysplasia (top arrow) such as
enlarged hyperchromatic nuclei with little cytoplasm left in cells. This requirement of surface
epithelium involvement help ensure that neither low grade dysplasia not reactive atypia in
deeper glands is confused with high-grade dysplasia since patients may opt for surgical
removal of esophagus to rule out invasive adenocarcinoma elsewhere in the esophagus. The
diagnosis of high-grade dysplasia must be confirmed by QA review to avoid diagnostic
pitfalls. The physician may opt for a repeat biopsy to confirm the findings before surgical
removal of the esophagus.

MNAOHZEIZ OIZOQATOY




EAAHNIKH AHMOKPATIA

Edviko kot Kanodiorproxo
Movemotmo Adnvov

PRAGUE CLASSIFICATION

PRAGUE CRITERIA
For Endoscopically Suspected Esophageal

Columnar Metaplasia/Barrett’s Esophagus

Developed by the Barrett's Oesophagus Subgroup of the International
Worlking Group for the Classification of Reflux Oesophagitis (IWGCO)

S
Measure Depth Of n Measure Depth OF
Endoscope Insertion® Endoscope Insertion”

Al The Maximum Extant
Of Suspected Colurmnar
Meataplasia®

= 20 cm

Al The Most Proximal
Circumferential Extent
Of Suspeacted Columnar

Metaplasia®

=33 cm

n Look For Displacement OFf
Squamocoiumnar Junction
Above Gastroesophageal

Junction

a Subtract the Depth of
Insartion for Circumferential |
and Maximum Extents
from the Depth of
Endoscope Insartion at the
Gastroesophageal Junction”
:36cm - 33cm = C3
36cm - 29¢m = MT

Prague C3 and M7 E Locate Gastroesophageal

Junction By Depth Of Endoscope

Insertion” At Level Of:

— tops of gastnc
mucosal folds

— sphincter “pinch™

= 36 cm

n Ensure Hiatus Hemia
Is Recognised By
Distinguishing Diaphragmatic

Hiatal Impression From
Gastroesophageal Junction

* To nve newrosT corvireier

T Sqeammn s s’ ool ssln neky gho MOT
COMFERMNT KD ITWEESLFES OF Enlil

' T fve newrasl centimaiern, sxcers i areas of
colrmnar matapWasia are sslimadad fo be less Fean
1 O FRDOT PVE B < 1T Spymorind by an suesions v o A alee
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Squamous Epithelium

0.5%

Barreft's Esophagus

Fig.1 Malignant transformation of Barretl's esophagus
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Association Between Length of Barrett’s Esophagus and Risk of
High-grade Dysplasia or Adenocarcinoma in Patients Without Dysplasia

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2013;11:1430-1436

RAJESWARI ANAPARTHY " SRINIVAS GADDAM;* VIJAY KANAKADANDI,* BENJAMIN R. ALSOP;* NEIL GUPTA?
APRIL D. HIGBEE* SACHIN B. WANI,* MANDEEP SINGH,* AMIT RASTOGI* AJAY BANSAL * BROOKS D. CASH,*
PATRICK E. YOUNG," DAVID A. LIEBERMAN,® GARY W. FALK," JOHN J. VARGO,¥ PRASHANTI THOTA,f

RICHARD E. SAMPLINER,* and PRATEEK SHARMA*
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0.00

0.31 (0.18-0.54)
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1.26 (0.62-2.60)

0.97 (0.59-1.59)

2.41 (0.66-8.37)

Figure 2. Annual risk of HGD/

<3

4-6 79 10-12
Length of Barrett’s segment (cm)

EAC (%/year) in NDBE patients. Incident rates of HGD/EAC with 95% CI (in parentheses)

MNAOHZEIZ OIZOQATOY



£ EAAHNIKH AHMOKPATIA

" Edviko kot Kanodiorproxo
s, Movemotmo Admvov

KAINIKH EIKONA KAPKINOY OIZOMAIoy

e AYIQATIA

* AYZKATANOZIA

 AIMOPPATIA NENTIKOY (AIMATEMEZH, MEAAINA KENQZH)
* ENZOHNQIH BAQMOY

* ANQAEIA BAPOY2

* YNOTPONIAZOYzEz AOIMQZ=EI2Z ANATNNEY2TIKOY
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KAINIKH 2TAAIOMNOIHZH KAPKINOY OIZOMAIoy

e TAZITPOZKOMHZH (AkpBrc evtomiopoc vooou, oxebloopog enepfaonc)
e CTA/KKOIAIAZ
 CTOQPAKO2

*  MRI (ZuprmAnpwpatikd tng CT — anocadrivion nratikwy PAaBwv, dtepevvnon oxeong
OYKOU LLE a0PTH, TPaXELa, Bpoyxouc)

e PET-CT (Alepelvnon amopakpuopuevng vooou — N staging , M)
e EUS (T staging, meploltcodayikoi Aepdpadevec)

e CT TPAXHAQY (e Ca p€oou, avwtEPou olcodAyou Kal o€ KALVLKN uTtoiol BETIKWV
TpoXNALKWV Aspdpadevwy)

e BPOIXOZKOMHZH (Alepevvnon mBavng dtnbnong tpaxeiog — Bpoyxwv)
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AATOPIOMOZ ANTIMETQMIZHZ KAPKINOY OIZODAIoy

l

" T
Limiled diesease Locally advanced disease
(T 1-T2 ch0 MOy (eT3-T4 or cM1-3 MD)
Tt T
[ Squamous cell cancar® ] [ Adenocarcinoma® ]

5 — v . .
Waoaduvant Detinitive ‘prioperativ Menac ivan!
chemmoradealhaapy chemoradiotheragy chamotherapy chemoradiolheragy

Vgt il il bl
Follow-up Rastag Restagin
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MOPIAKOI YNOTYNOI KAPKINOY KAPAIOOIZO®ATIKHZ 2YMBOAH2

ESC

= DN T armplificaticn

= TIPS S0ONE amyp iifcatiomn
= OGS deletion

EBW

= EBWV-CIRP

= FCESEA rmuksticam

= P 148 oreeraspenessioem

Figure 6 | Gradations of molecular subclasses of gastroesophageal
carcimnoma. Schematic representing shifting proportion of subtypes of
gastroesophageal carcinoma from the proximal oesophagus to the distal
stomach. The widths of the colour bands represent the proportion of the

subtypes present within anatomic regions. Key features of subtypes are
indicated in associated text.
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FIG. 2 Distnbution of lymph node metastases in patients with resected adenocarcinoma of the esophagogastric junction (AEG) types I, II, and
[1I. [Adapted from: Siewert JR, Stein HJ, Feith M. Adenocarcinoma of the esophago-gastric junction. Seand J Surg. 2006:95:260-69.]
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SIEWERT lli

Lancet Oncal 7041- 12: 306-305

Flgure 4: Schematic representation of recommended ax tent of sunglcal resectlon for cesophagogastric Junction adenocarcnomas
Type | {A; subtotal nesophagectomy with superor polar gastrectomy), type Il (subtotal cesophagectomy with superor polar gastrectomy |8 or total gastrectomy with Inferior oesophagectomy [C])

andtype Il {I; total gastrectomy). Bhue reglon Is tumaour site.
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