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Overview

* Increased risk of deyelo_ping intestinal (CRC+++) and extra-
intestinal malignancies in IBD

* Role of chronic inflammation in the development of neoplasia
(« field defect »)

* Dysplasia, a pre-neoplastic lesion; non-conventional types of
dysplasia

 Distinct clinicopathologic and molecular features that can assist
in their risk stratification

« Small intestinal carcinogenesis in CD






Increased risk of developing intestinal and extra-
intestinal malignancies in patients with IBD

Table 1. Background risk of cancer in patients with IBD.'-#

Tumour SIR in IBD Incidence in background population S-year Survival
Small bowel adenocarcinoma in CD 18.7-46 0.3-0.5 =40%
Colorectal cancer in IBD 1.7-8.6 0.5-0.8 64%
Cholangiocarcinoma [* 1BD with P5C| 2-160% 0.08 8’

Gastric cancer in CD 2.8 0.3-1° 31%*
Leukaemia in UC [** adult age] 2 0.015 24%** _67%"
Urinary tract cancer in CD 2 0.5 77 %"

Annese V. JCC 2020

+ Extra-intestinal malignancies (consequence of an underlying
inflammatory state and immunosuppressive therapies)



Risk factors for CRC in patients with IBD

Table 1. Risk Factors for Colorectal Cancer in Patients with Inflammatory

Risk factors established in the general population
Increasing age®
Male sex*
History of colorectal cancer in first-degree relatives*
Increased body-mass indexy
Low level of physical activity{
Cigarette smokingy
High consumption of red meaty{
Consumption of alcohol{

Risk factors specific to patients with inflammatory bowel disease

Coexisting primary sclerosing cholangitis

Increasing cumulative extent of colonic inflammatory lesionsi
Increasing duration of inflammatory bowel diseasef

Active chronic endoscopically assessed inflammation

Active chronic histologically assessed inflammation

Anatomical abnormalities
Foreshortened colon
Strictures
Pseudopolyps

Personal history of flat dysplasia

Beaugerie et al, NEJM 2015



In an AOM-DSS murine model

Induction of inflammation -> CRC




CRCs are heterogeneous from a molecular point of
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Pathogenesis of colitis-associated CRC
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+ Microbiome: biofilms, Fusobacterium nucleatum, pks+ Escherichia coli, Bacteroides fragilis toxin Shah et al., Gastroenterology 2021
+ Environmental factors




Molecular and immunologic classification of IBD-
associated CRCs

Genomic Epigenomic Transcriptomic pathways Immune microenvironment Tumor location

SCRC CAC
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Pathogenesis of IBD-associated colorectal tumours
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Clinico-pathological specificities of CRC complicating IBD

Sporadic CRC

Colitis-associated CRC

Drvsplasia Polvpoid adenoma, in Polyvmorphous dysplastic lesions,
general unique raised or flat, often multifocal

MhMedian age of occurrence 70 vears 30 vears
Number of tumours Unigue High rate of synchronous fumours
Histological type

Lack of tumor necrosis ++ S

Crohn like reaction Fare i

Presence of mucin + i

Tumor heterogeneity Rare ++

Signet ring cell Rare +

Well differentiated tumour Fare ++

Pathogenesis

Mo role of inflammation

Role of chronic inflamimation
(ROMNE)

MAlain molecular abnormalities
- APC loss of function

- P33 mutation

- KRAS

- SOX? and EPF00

- [IL-1I6

Early and frequent event

Late ewvent (the defining
event that drives the
adenoma to carcinoma)

Late and less frequent event

Frequent (the most frequent mutated
gens) and early event (detected in
nondysplastic mucosa)




The spectrum of P53 mutations observed in IBD is
different from that observed in a sporadic setting.

A 1BD-CRC IARC-CRC
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Robles Al, Trg\'/‘é.rnso G, Zhang M, et al, Gastroenterology 2016









Morphologic and molecular characterization
and classification of dysplastic lesions



Dysplasia (or intra-epithelial neoplasia), a pre-
neoplastic lesion in IBD

Inflammation Dysplasialiinires
epithelial neoplasia)

Dysplasia: «Unequivocal neoplasia of the epithelium confined to the basement

membrane, without invasion into the lamina propria» (Riddell, Inflammatory Bowel
Disease-Dysplasia Morphology Study group, 1983).

Colorectal cancer

(UCand CD)

No molecular markers routinely used to stratify IBD patients into groups at low
or high risk for developing colorectal neoplasia.

Dysplasia : best marker for the increased risk of CRC in IBD (Goldman, Cancer 1996)



Dysplasia in IBD
(i) Intestinal (or conventional) dysplasia
(ii) Hypermucinous/villous dysplasia

(iii) Serrated dysplasia

From WHO Classification of Tumours of the Digestive System, 2010
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Different types of dysplasia

h grade

Hig

Low grade




Indefinite for dysplasia
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It is important to distinguish low-grade and high-
grade dysplasia

» Consequences for the management of patients

 Important inter and intra-observer variability (poor agreement
for low-grade and indefinite for dysplasia)

« Confirmation of dysplasia by an independent GI pathologist is
recommended (ECCO-ESP statement 17).



Macroscopic c

No endoscopic lesion

assification of dysplasia in IBD

Dysplasia

Endoscopically visible lesion

Raised lesion with

Flat
Biopsies of the Endoscopically
adjacent mucosa nonresectable

Non-adenoma-like
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SGENIC International Consensus Statement on Surveillance and ®
Management of Dysplasia in Inflammatory Bowel Disease

Loren Laine, *” Tonya Kaltenbach,® Alan Barkun,” Kenneth R. McQuaid,’
Venkataraman Subramanian,® and Roy Soetikno,” for the SCENIC Guideline Development Panel

Table 2. The SCENIC consensus statement on morphologic terminology for reporting findings on
colonoscopic surveillance of patients with inflammatory bowel disease .

Tarm Diefimithomn
WimiEa b chynplnsams Cryspfasio icentiied on tangeted bicpsies rom a lesion vismslired ot colowrcs copy
Py i Lasaon pecirudiregg from the muossa irdo thé lumean .5 I
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Kaltenbach et al, Gastrointestinal Edndoscopy 2017



Algorithms for management of endoscopically
visible/polypoid dysplasia versus invisible/flat
dysplasia in IBD patients

Resection of endoscopically visible/polypoid lesion

l l

Positive for dysplasia Negative for dysplasia

SN

L

Surveillance every 1-2 years

s fw\
Positive for dysplasia mmmrdym
A WW
Colectomy. mm:my_] every 1-2 years Tﬂm
B

Choi et al., JPTM 2021



Non-conventional dysplastic subtypes in IBD

1. Hypermucinous dysplasia
2. Goblet cell deficient dysplasia

3.  Crypt cell dysplasia (or dysplasia with terminal
epithelial differentiation)

4. Dysplasia with increased Paneth cell
differentiation

5. Sessile serrated lesion-like dysplasia
6. Traditional serrated adenoma-like dysplasia
7. Serrated dysplasia, not other specified

Excellent diagnostic agreement for each
dysplasia category (by expert Gl pathologist)

Highest diagnostic agreement for types 1, 2
and 3

" with mucinous diffsrentistion {fovsolar-Ske mucin cap,

mostiy opan chromatin and prominent nucisoll. Overal,
featurss

S 0| cowmnsr and  varable cytopissmic mucinous
“ aiftersntiation.

B sightly Irraguiar, mostiy non-stratifisa,
atic, with

v n:;:bol gobist calis 1-2+ (on a 4-point scale of 1=0-
A 25%., 2=25-50%. 3=S0-75%. 4=75-100%). occasional

\ ‘/1 Type 7. Serratsd, NO $. Growth pattern: sarratsd. Non-
% crowded crypts. Mudiy eniarged. mostly non-stratified
nucisoiL

i [ meep cells with phaic cytop Gobist
§ calis 1-2+ (rare In this exampis)
\

Type 1. Conventional agsnoma-iks. Growth pattsrn:
tubutar, tubusovilious, or vilious. Crowded crypts. Call
teatures: Nuclsl are ™ Hke™ sightly ("

¥p at gated or p ats, and often
stratifiad up to the surface. Gobiet celis are variabls,
but usually 1-2+. Intervening cells have enterocyts-1ke
features or a small amount of microvesicular mucin or
a mucin cap. Some have prominent Pansth celis or
endocrine calis.

Type 2 Hypermucinous. Growth pattern: Villous often
with tapering at the surfacs. Non-crowdsd crypts.
Nucisl are small, shghtly eniarged, oval-shaped,
inconspicuous nuckeoll and oftsn orientsd basally
giong the basement membrans, without significant
stratification. The size and degres of atypla of nuckl
decraase towards the surface of the valll variabke
number of goblst cells and intsrvening columnar celis

microvesicular or both). Few entsrocyte-is calis.

Type 3. Sessle serrated polyp-iks. Growth pattsrn:
Sarrated. Non-crowded crypts. Call featurss: Small
round-to-oval, sightly elongatsd and basally located
nuciel, sBghtiy stratifiea at the base with svidencs of
maturation at the surfacs, nuciear hyperchromasia with
occasional INconspicuous nucieoll, goblst cells 1-2+
on sverage, with occasional crypt Pansth calis ana
endocrine cells. Sughtly aistorted crypt architecturs,
some Teatures ofa SSAP.

Type 4. Traitional serrated adenomas-ike. Growth
pattern: Serratsa. Non-crowded crypts. Cell featurss:
eniarged siightly slongated and slightly stratifisd nuciel
at the base. hyperchromatic, 1-2+ gobist cels and
Iintervening non-goblst eosinophlic caslls  with
microvesicutar mucin or a8 mucin cap. The nuciel have

i tof TSA with

Type 5. Dyspiasia with terminai  epithenal
differentiation. Growth pattern: Tubutar. Non-crowded
crypts.  Call features: Nucki small round-to-oval,

Incon spicuous

crypt Paneth calls and endocrine celis (not seen In this
exampie). Pragominant celis are entsrocyte-ike celis
and gobist calis.

Type &. Gobist call dgeficient. Growth pattern: Tubutar.
Non-crowded crypts. Cell fssturss: oval-to-sightiy

ged or hyper nucisl with mid
stratification at the bases of the crypts but with
@vigence of some maturation at the surfacs. Cals are
enterocyte-ike ana milgly eosinophiiic. Thers Is a

pists or of goblat celis. At
the surface, some nuckel are siightly smamer In size
and show of gapy and p

nuciel with p t

With the courtesy of Noam Harpaz



Towards a better knowledge of nonconventional

dysplasia in patients with IBD

-Flat/invisible lesion+++

-Higher risk of harboring advanced
neoplasia in patients with
nonconventional dysplasia than in
those with IBD-related conventional
dysplasia (crypt cell, hypermucinous,
and goblet cell deficient dysplasias++)

-Higher rate of aneuploidy in low-grade
non-conventional dysplasia (crypt cell,
hypermucinous, and goblet cell
deficient dysplasias++)

Lee et al., Histopathology 2021
Wen KW et al., Histopathology 2019



Serrated lesions in IBD



The serrated pathway, an alternative pathway

30% of CRC “¢._ 28

Traditional pachway

Lynch syndrome

Serrated pacthway

+ + Y A
Sporadic Hereditary Hereditary Sporadic
hd hd Y hd
Somaric mutation Germline muration Germline murarion of a mismarch Somaric murarion of BRAF or KRAS gene
of APC gene of APC gene repair gene =
+ Y Y

Precuarsor lesion: tubular, cabulovillous
and villous adenomas

Precursor lesion: rubular, cubulovillous

and villous adenomas

Precursor lesion: serrared adenomas

h 4

Y

A d

CIMN microsatellite scable (MSS) CRC

CIMP negarive microsarellite instable

(MSTy CROC

CIMP positive microsarcellite instable
(MEIy CRC

Colorectal serrated lesions and
polyps are characterized
morphologically by a serrated
(sawtooth or stellate)
architecture of the epithelium

Setaffy et al, 2015

Hyperplastic polyp (HP) (microvesicular type
and goblet cell-rich type)

Sessile serrated lesion (ex « sessile serrated

adenoma/polyp ») with or without dysplasia

(SSL)
Traditional serrated adenoma (TSA)
Unclassified serrated adenoma of digestive system tumours

WHO 2019 classification



The serrated pathway

Normal mucosa
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i

WNT activation
TP53 mutation

MLH1 methylation
WNT activation

BRAF serrated pathway
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BRAF-mutated traditional
serrated adenoma

WNT activation
TP53 mutation

\

Goblet ceIIVhyperplastic

polyp
:
B | CIMP-low
e ]
> \A’
KRAS-mutated traditional
serrated adenoma
WNT activation
TP53 mutation

BRAF-mutated traditional serrated
adenoma with high-grade dysplasia
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KRAS serrated pathway

WHO 2019 classification
of digestive system tumours



The serrated pathway

Normal mucosa .

\

" - -~
Microvesicular il y B Goblet cell hyperplastic
BRAF mutation S~
hyperplastic - ~~
yperp s polyp /,x CIMP = po!vp
i = R ™ L Cimpt
CIMP-high ! i RS i Bl
' o Y \\“’
BRAF-mutated traditional KRAS-mutated traditional
—————————————————— ———————————— -
serrated adenoma serrated adenoma
WNT activation WNT activation
TPS53 mutation TP53 mutation

BRAF-mutated traditional serrated
adenoma with high-grade dysplasia

BRAF serrated pathway KRAS serrated pathway

WHO 2019 classification
of digestive system tumours



Microve;icuhr
hyperplastic polyp

CIMP-high

MLH1 methylation
WNT activatio
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The serrated pathway

BRAF serrated pathway

Normal mucosa

BRAF mutation T
CimpP

)

BRAF-mutated traditional
serrated adenoma

WNT activation
TPS53 mutation

\

Goblet cell hyperplastic
polyp

o= T

]
2 5 1 CIMP-low
-~ ]
I, J
KRAS-mutated traditional
serrated adenoma

WNT activation
TP53 mutation

BRAF-mutated traditional serrated
adenoma with high-grade dysplasia

KRAS serrated pathway

WHO 2019 classification
of digestive system tumours




The serrated pathway in IBD-associated neoplasia
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Ko et al., Modern pathol 2015

Hyperplastic/Serrated Polyposis in Inflammatory
Bowel Disease
A Case Series of a Previously Undescribed Entity

Amitabh Srivastava, MD* Mark Redston, MD,{ Francis A. Farrave, MD, MSc,}
Rhonda K. Yantiss, MD.§ and Robert D. Odze, MD, FRCP{C)¥

Am J Surg Pathol 2008

A rare case series of concomitant W) coerean
inflammatory bowel disease, sporadic

adenomas, and serrated

polyposis syndrome i~

J.D. Feuerstein®:?*, S_.N. Flier®, E.U. Yee®, D. Pleskow?, A.S. Cheifetz®

JCC 2015

Original contribution

Clinical, pathologic, and outcome study of W =
hyperplastic and sessile serrated polyps in
inflammatory bowel disease

Jeanne Shen MD? ', Joanna A. Gibson MD, PhD", Stephanie Schulte MD®,
Hema Khurana MDY, Francis A. Farraye MD, MSc®, Jonathan Levine MD?,
Robert Burakoff MD, MPH?, Sandra Cerda MD*®, Taha Qazi MD*,

Matthew Hamilton MD?®, Amitabh Srivastava MD?®, Robert D. Odze MD, FRCPC**

Human Pathol 2015

Serrated colorectal polyps in inflammatory
bowel disease

Huaibin M Ko**, Noam Harpaz"'+*, Russell B McBride'?, Miao Cui', Fei Ye'!, David Zhang?,
Thomas A Ullman? and Alexandros D Polydorides!-2
Modern Pathol 2015

Large serrated polyp with KRAS mutation in
inflammatory bowwel disease: a “nondysplastic
dysplasia-associated lesion or mass (DALM )™?

Langner et al., Endoscopy 2013



Morphological aspect of serrated lesions in IBD

3 types of lesions are described: HP, SSL (with or without dysplasia), and TSA

- HP+++ (96% Shen’s series)
- SSL+
- TSA are exceptionnal

Left colon and
rectum-+++ (shen et al, 2015)

More than 50% are detected
endoscopically
(Shen et al)

Very low incidence (1.2%) (Ko et
al., Modern Pathol 2015)

Can be multiple
(« Hyperplastic/serrated polyposis

Shen et al, Human Pathol 2015 Srivastava et al, Am J Surg Pathol 2008 Synd rome ») (Srivastava et al, 2008, Feuerstein et
al, 2014)




Serrated lesions in IBD: a challenge

« Two considerations:

» (i) serrated lesions that occur in the population may also occur
in IBD patients.

« (ii) IBD-associated dysplastic lesions may show serration

« Similar clinical and molecular features of IBD-associated serrated
lesions with their sporadic counterpart

 The gross or endoscopic appearance (large irregular ill-defined area
vs polyp/lesion), size and histology may be helpful to distinguish
sporadic SL from serrated IBD-associated dysplasia



Serrated epithelial changes (SEC)‘J

5 ] - ’
SEC (serrated epithelial changes) is a histologic finding in longstanding colitis.

SEC: synonymous with hyperplastic-like mucosal change and flat serrated
change

Histologically: glands with distorted architecture and by crypts which are no
longer perpendicular to the muscularis mucosae and which do not necessarily
reach the muscularis mucosae. Serration of the epithelium and enlarged
goblet cells both extend to the base of the crypts.

SEtC is not a widely recognized histopathologic finding and does not have WHO
criteria

Unclear clinical significance in the development of dysplasia in IBD patients



Non-conventional mucosal lesions (serrated epithelial change, villous
hypermucinous change) are frequent in patients with inflammatory
bowel disease—results of molecular and immunohistochemical
single institutional study

Surgical specimens and/or endoscopical biopsy samples of IBD patients during a 10-year period

- -~
* 3x SEC
Table 3 Immunchitochen ical and moleculsr charsceritios of lesions from all groups (groups -3

* 3x villous

Serrated epiteltal  Villeus Combimed sermated HP-like Al PPLs  Hypemplastic  Sesslle srrated  Traditional IBe-ssciaed [HD - : >
; A i . 'pe “1NOUsS
change N=4] My e noas and villows besions lesions N=4 N=56{% polyN=6  adenomaN=7 seraed slenoma dplsia N=6 socised ad.la.ccnt h) permucinou
(100, ) chamge N=86 N=5(10{% %) (10dF, 1) L] { RS LRGN MN=2 {1FE) {1XFE CRON=11 p Ieslon g l X TSA‘X
(IR, % {100} - N, -
2. * 4x IBD-associated
THC results ¥ dysplasia
MIGMT loss 1T g1, % 30 4067, § 1% 2 (4, § 6% 2 (Xrk, § 254% 2{335%) LR 2 1 20333 Hi54.5%) s l’ y
15%) H5%) o _.\
ni3 aherranl 142695, § 20030E, L A6 1 (MR, LA 1 (25%, § 18 (% | {1665 | {14.2%) 2 (1P LR {54 5% h
ExXpreEon 19.745%:) 1 H%: 2.14%)

L™ ik ‘ B distant * 8x SEC
(complex and v . - =

basal e s\ lesion * 1x SSA
MLHI kas [1] 1{lame § L8%) O L} | L] | L L} L g5 \ 9 .

Molecular results Py
K RATARAY i7441.5%, % 20303%, %5 16 4 (0, £ 7.0%) (5%, % 2408 3 {304 44571 %) 2 {1 (MK 4 (66 65 87279
miulalad A o) 1. 8% 42 %) 3
HEAF nuisisd* {15, % 1M 20333 %36%) 0 | {25%, % G {led%, 4 (hotE) EXETAE 3] LI} Li | %1%
1.8%) el

) * - + - -

Concuirment AR 553%) O il i %5 ME 2{353%) 228 6% i i (1] IeSl.O.n n * X SLC
KRASVRAS) additional - 3x villous
angl BRAF

T biopsy h_\'[\:rn]ucin\)us

CRE, eolorectsl carcingma; [ED, inlammsory bowel disease; HP, hypaplstic polyp 190, immunchsochomistry; PPL putative procursor ledns
YPercentane of cames counted from all FPLs

=1L canparing diference betweoen KRLAS snd BRAF mutations in PFLa

SEC: 46.6% of cases (most common non-conventional mucosal lesion)

SEC: loss of MGMT expression (41%), aberrant P53 expression and KRAS
mutation (41.5%)

Association with invasive carcinoma (with same KRAS or BRAF mutation)

Possible neoplastic potential?



Small bowel adenocarcinoma complicating Crohn’s
disease



Increased risk of developing intestinal and extra-
intestinal malignancies in patients with IBD

Table 1. Background risk of cancer in patients with IBD.'-#

Tumour SIR in IBD Incidence in background population S-year Survival
Small bowel adenocarcinoma in CD 18.7-46 0.3-0.5 =4(1%
Colorectal cancer in IBD) I./7—5.6 0.5-0.8 64%
Cholangiocarcinoma [* IBD with PSC] 2-160* 0.08 8944

Gastric cancer in CD 2.8 0.3-1° 31%*
Leukaemia in UC [** adult age] 2 0.015 24%** _67%"
Urinary tract cancer in CD 2 0.5 77 %"

Annese V. JCC 2020

+ Among patients with UC, the relative risk of incident small bowel cancer
was highest for those with extensive colitis and PSC (axelrad et at., Gut 2021)



Risk factors for SBA in CD patients

Long disease
duration+++

Childhood-onset+++
Lower incidence of

Male sex SBA:

Distal jejunal/ileal

JHuhe mall-bowel r ion
localization Small-bowel resectio

Use of aminosalicylates
for >2 years

Strictures+++ and
chronic penetrating
disease

(Piton et al., Am J Gastroenterol
2008)
Small-bowel bypass

loops

Use of steroids and
immunomodulators

Liao et al., JCC 2019

Annese et al, JCC 2015
Laukoetter et al., J Gastrointest Surg 2011
Annese V. JCC 2020
Axelrad et al. Gut 2021



Dysplasia (or intra-epithelial neoplasia), a pre-
neoplastic lesion in IBD

P Colorectal cancer
Inflammation ¢ Dityfg!jffegnfafia)
£ p (UC and CD)

Inflammation Dysplasia Zualll sy
’ YSP " adenocarcinoma
Flat or raised (SBA)
50 to 69% of the
surgical specimens Svrcek et al., IBD 2014

of SBA Grollot et al. Virchows Archiv 2018




Small intestinal dysplasia in CD

Adenomatous
dyplasia

Hypermucinous
dysplasia

Svrcek et al., IBD 2014
Grollot et al. Virchows Archiv 2018



SBA complicating CD, a distinct clinical, pathological and
molecular entity

Younger age (62 versus 65, p<0.001) (Fields et al., JCC 2020)

Microscopically,
* Heterogeneity (with at least 3 distinct growth pattern)

» Higher rates of low-grade tubuloglandular adenocarcionma, mucinous/signet ring cell histology,
E%%())rly differentiated and undifferéentiated tumours (Grolleau et al., Virchows Archiv 2017, Liao et al., JCC 2019, Fields et al., JCC

 Peritumoral Crohn’s like reaction

MMR proficient>>>MMR deficient

Similar profiles of frequently mutated genes as sporadic SBA §TP53, PIK3CA), except IDH1 and
SMAD4 (Liao et al, JCC 2019, Apatricio et al., Int J Cancer 2021)



. *o4. Prognostic of SBA complicating CD
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* Factors associated with « Factors associated with
improved survival poor survival
« Glandular histology  Non-glandular histology
 High density of TIL « Older age

Stage I/l
Receipt of chemotherapy

Tumor budding and poorly
differentiated clusters

Higher tumour grade (excluding signet
ring cell carcinoma)

Positive surgical margins
Stage llI/IV

Similar overall survival of CD patients compared to patients with
sporadic SBA (Fietds et al., Jcc 2020)



SBA complicating CD: a diagnostic challenge

Non specific symptoms (abdominal pain, obstruction, nausea, and
emesis), closely mimicking that of CD flares

Low-sensitivity and specificity of non-invasive imaging techniques,
notably at early stages

Poor results of endoscopic screening secondary to impassable
strictures and incomplete visualisation of the small bowel

SBA: a diagnosis rarely made preoperatively and often an incidental
finding made by the surgeon or the pathologist

Careful investigation with frozen section and/or resection in case of
%rby suspicious finding at the time of surgery in a patient with chronic

Dabaja et al., Cancer 2004
Palascak-Juif et al., IBD 2005
Svrcek et al., IBD 2014
Cahil et al., World J Gastroenterol 2014
Simon et al., JCC 2017
Hussain et al., Techniques in Coloproctology 2020
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Aberrant p53 protein expression is associated
with an increased risk of neoplastic progression
in patients with Barrett's oesophagus

Florine Kastelein," Katharina Biermann,? Ewout W Steyerl:ne'rg,3 Joanne ‘u’erheij,"L
Marit Kalisvaart,' Leendert H J Looijenga,” Hans A Stoop,” Laurens Walter,’
Ernst J Kuipers,”> Manon C W Spaander,” Marco J Bruno,' on behalf of the
ProBar-study group

. Etude cas-témoin au sein d’une cohorte prospective de 720 patients
présentant un endobrachyoesophage

Table 2 Histology and p53 immunchistochemistry in biopsy series of cases and contrals

Controls Cases
n=1300 n=132 RR (95% CI) RR* (95% CI)
Histology
ND 1011 (78%) 74 (56%) Reference Reference
LGD 289 (22%) 58 (44%) 42241t073) 4.0 (2.3 to 7.0)
P53 immunohistochemistry
Normal p53 expression 1115 (86%) 67 (51%) Reference Reference
Abemant ph3 expression 185 (14%) 05 (49%) 6.2 (3.6 to 10.9) 6.4 (3.6 to 11.3)
P53 overexpression 169 (13%) 58 (44%) 5.5 (3.1 to 10.0) 5.6 (3.1 to 10.3)
Loss of p53 expression 16 {1%) 7 (5%) 13.4 (5.1 t0 35.3) 14.0 (5.3 t0 37.2)
Histology and p53 immunohistochemistry
ND and normal p53 expression NE (71%) 50 (38%) Reference Reference
LGD and normal p53 expression 197 {15%) 17 (13%) 2.4 (0.9 10 6.0) 2.2 (0.8 10 5.5)
WD and aberrant p53 expression 93 (79%) 24 (18%) 4.5 (2.0 to 10.0) 43 (1.9 to 9.8)
<G and aberrant p53 expression 92 (7%) 41 {31%) 11.2 (5.7 to 22.0) LR (T ) —

*Adjusted for age, gender, Barrett length and oesophagitis.

The highest degree of abnarmality was reported for each endoscopy after examining all biopsies.

Loglinear regression models were wsed to calculate relative risks (RRs) and Cls for neoplastic progression.

LGD, low-grade dysplasia; ND, no dysplasia.



Association du « pattern absent » Bonne reproductibilité inter-

avec un risque augmenté de observateur dans l'interprétation de
progression néoplasique chez les I'expression de p53
patients avec endobrachyoesophage
HES p53

Table 3 Interobserver agreement for p53 expression between two
expert pathologists

LGD Mormal Loss of
P53 expression expression Overexpression  expression K
Mormal 1126 (76%) 56 (4%) 7 (0%) 079
EX[TESS 0N
Overaqression 24 (2%) 234 (16%) =
Loss of 14 (1%) - 19 (1%)
EXPrESSiOn
The highest degree of abnomality was reported for each endoscopy after examining
all biopsies,
LGD Cohen x satistics were used to determine interobserver agreement.
OAC

‘immunomarquage anti-p53 pourrait étre un test discriminant utile pour
méliorer la stratification du risque et ainsi le rapport “colt-efficacité” des
programmes de surveillance dans I'oesophage de Barrett.




L'expression anormale de P53 pourrait é&tre un marqueur
prédictif de la survenue de néoplasies avanceées dans les
MICI

Follow-up of patients with indefinite and/or low grade dysplasia
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Deniziaut et al, in process



Normal expression of p53 Overexpression Complete loss of expression
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