3rd IBDHORIZONS UPDATES FOR APP e
IBDH

King Street Ballroom, October 29, 202

|

Y2

e

SRR NN
L

(AR A0 (g Lo ot

ez —p
9 T >, o ‘ : e | .
3 ’ Lu_”J|,JLLI.JL|-ULU-j ~ o
=N LT g0 Oz D | < SNES A | N\,
| SEAULHQUA ; — a4 . )Y Py =

1—‘rm‘!1 a;‘ et :

T B P



CANCER SCREENING AND IBD:
RATIONALE AND REVIEW
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ARS QUESTION 1

Which is TRUE regarding surveillance of dysplasia in IBD

A. Standard definition endoscopy is not an acceptable screening method

%

Virtual chromo-endoscopy is a valid surveillance method

C. Recommended surveillance intervals for both pancolitis and proctitis are
the same

D. Presence of any dysplasia is indication for urgent total colectomy

Q IBDHorizons




ARS QUESTION 2

Which statement is TRUE:

A. Most dysplastic lesions in IBD are not endoscopically visible

%

Colectomy is indicated in all cases of high-grade dysplasia

C. Disease duration, extent, and activity are associated with risk of
dysplasia

D. Having PSC reduces risk of dysplasia

Q IBDHorizons
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Cancer
Screening : '
Rationale <\

and Review

Dr. Jason Harper is Director of the Harborview Medical Center
Inflammatory Bowel Disease (IBD) program and is a UW Clinical
Jason Harper, MD Assistant Professor.

Clinical Associate Professor, UW He is a member of the Crohn’s and Colitis Foundation and is
Department of Gastroenterology presently on the regional Medical Advisory Committee.

Dr. Harper's clinical and research interests include IBD

Clinical Director, Harborview IBD . o .
! (ulcerative colitis and Crohn’s disease).
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Outline

 Historical Perspective: Why?

* Risk stratification and planning: When?
e Special scenarios: Who?

* Review of Modalities: How?
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Cumulative risk of developing colorectal cancer for any patient with ulcerative
colitis based on stratified data
(using stratified incidence, n=19)

10 15 20 25
Time from diagnosis (years)

J A Eaden et al. Gut 2001;48:526-535 Copyright © BMJ Publishing Group Ltd & British Society of Gastroenterology. All rights reserved.
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Systematic review with meta-analysis: the declining risk of
colorectal cancer in ulcerative colitis

Stud
Hendriksen
Gilat.
Rutegard
Mellemkjaer
Karlen
Palli
Askling
Bernstein
Winther
Jess
Lakatos
Jess.
Soderlund
Jakobsen
Manninen
Jess
Kappelman
Jess
Manninen

Total (95% ClI)
Heterogeneity: Tau? = 0.16; Chi2 = 86.36, df = 18 (P < 0.00001); R = 79%
Test for overall effect: Z= 10.59 (P < 0.00001
Aliment Pharmacol Ther, Volume: 39, Issue: 7, Pages: 645-659, First published: 09 February 2014, DOI: (10.1111/apt.12651)

Incidence rate

1.3343499
2.18432328
2.9440628
1.28357935
1.178133
1.26951885
1.32904941
2.49173659
0.58322118
1.07777977
1.51798225
0.59854639
1.36363636
0.999001
1.19850187
1.050086
1.593814
0.6642458
1.023345

SE

0.504
0.42791292
1.69725
0.19793344
0.21497008
0.4012022
0.13086808
0.35551861
0.16170927
0.43976457
0.42069286
0.15992037
0.11728308
0.70604744
0.4234804
0.6411
0.0761817
0.1714505
0.2557053

Weight
3.3%
4.0%
0.4%
7.0%
6.7%
4.3%
7.9%
4.8%
7.5%
3.9%
4.1%
7.5%
8.0%
2.1%
4.1%
2.4%
8.4%
7.3%
6.2%

100.0%

Incidence rate

IV, Random, 95% CI
1.33[0.35, 2.32]
2.18 [1.35, 3.02]

2.94 [-0.38, 6.27]
1.28 [0.90, 1.67]
1.18 [0.76, 1.60]
1.27 [0.48, 2.06]
1.33[1.07, 1.59]
2.49 [1.79, 3.19]
0.58 [0.27, 0.90]
1.08 [0.22, 1.94]
1.52 [0.69, 2.34]
0.60 [0.29, 0.91]
1.36[1.13, 1.59]

1.00 [-0.38, 2.38]
1.20 [0.37, 2.03]

1.05 [-0.21, 2.31]
1.59 [1.44, 1.74]
0.66 [0.33, 1.00]
1.02 [0.52, 1.52]

1.24[1.01, 1.47]

Incidence rate
IV, Random, 95% CI
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Sex

Female

Male

Age at first UC diagnosis
=18

18 to <40

40 to <60

=60

Year of first UC diagnosis
2003-17

1990-2002

1977-89

196976

Years of follow-up

Oto <1

1to <5

5to <10

10 to <20

=20

279/570, 1-64 (1-44-1-86)
360/593, 1-55 {(1-39-1-73)

46/111, 34-2 (18-8-62-2)
181/574, 3-98 (3-35-4-73)
180/327 1-30 (1-12-1-52)
232/152, 1-06 (0-93-1-22)

73/251, 1.21 (0-95-1-54)
245/501, 1.36 (1-19-1-55)
243/332,1-97 (1.72-2-26)

78/79, 2-02 (1-59-2-57)

74/93, 6-00 (4-50-8-00)
115/322, 1-34 (1-11-1-63)
125/301, 1-17 (0-97-1-40)
213/315, 1-68 (1-45-1-94)
112/132, 1-58 (1-30-1-93)

Maximum extent of disease during
follow-up according to Montreal Classification

E1l (ulcerative proctitis)
E2 (left-sided UC)
E3 (extensive UC)
EX (extent not defined)

29/95, 0-90 (0-62-1-32)

49/108, 1-26 (0-94-1-70)
249/393, 1-93 (1-68-2-21)
132/171, 1-45 (1-21-1-74)

Extraintestinal manifestations during follow-up

Primary sclerosing cholangitis

46/27, 8-27 (5-72-12-0)

Other extraintestinal manifestations 33/80, 1-30 (0-90-1-86)

Heredity
CRC
Total

22/41, 2-94 (1-82-4-73)

639/1163, 1-59 (1-46-1-72)

Olen et al. Lancet 2020

3 4 s 6 7 8

Adjusted HR for CRC death

9
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Summary of Risk

* Old risk estimates of CRC for UC were over-estimated

* Population level data still demonstrates increased risk, by a factor of
about 50% above population risk

* Preponderance of data is for UC = less robust data with Crohn’s, but
similar risk estimates noted

Q IBDHorizons




Surveillance Recommendations

* All major Gl society guidelines recommend dysplasia screening in
specific IBD populations
* UC, disease extent beyond the rectum OR
* Crohn’s colitis, >1/3™ to 50% of the colon involved

* AND disease duration > 8 years
* This does NOT mean wait 8 years for repeat scope!

* No prospective data to guide these recommendations

Q IBDHorizons




Guideline Examples

* ACG 2019: Annual in PSC, g1-3year otherwise

* Adjust based on risk factors

* ASGE 2015: Annual for high risk; every 1-3 years for average risk;
“beyond 3 years” if two negative exams sequentially w/o
endoscopic/histologic inflammation

Q IBDHorizons




AGA 2022 Guidance

C Timing of next colonoscopy when no dysplasia detected at present colonoscopy

Physicians should err towards the more frequent surveillance category if at least one higher risk factor exists. Timing based on
past and ongoing CRC risk factors and mucosal features that may obscure dysplasia.

5 years

* Moderate or severe inflammation = Mild inflammation (any extent) Continuous disease remission since
{any extent) + Strong family history of CRC (but last colonoscopy with mucosal healing
- PSC no FDR < age 50) on current exam, plus either of:
» Family history of CRC in first » Features of prior severe colitis o =9 BONBACLITVG aacAfia Without
degree relative (FDR) age < 50 (moderate pseudopolyps, extensive dysplasia
* Dense pseudopolyposis mucosal scarring)
: * Minimal historical colitis extent
» History of invisible dysplasia or = History of invisible dysplasia or (ulcerative proctitis or < 1/3 of
higher-risk visible dysplasia <5 higher-risk visible dysplasia > 5 colon in CD)
years ago years ago

+ History of lower risk visible
dysplasia < 5 years ago

Q IBDHorizons




Disease characte tics (and
demographics)
Extensive disease (40)
Post-inflarmmatory polyps (5)
Low-grade dyspis =
indefinite for dysplasia (3)
Any dyspiasia (2)
Endoscopic inflammation (1)
Histologic inflammation (3)
Pernanal disease (4)
Stricture (5)
Disease duration (3)
Aneuploidy (<)
PS3 (1)
UC (vs CD) (7))
PSC (33)
Male gender (60)
Family fistory CRC (15)
Smoking (7142
Appendectomty (77
Colon segment resection (1)
Surveillance colonoscopies (6)
Family history of IBD (2)
Caucasian race (2)
Age IBD diagnosis =30 years (2)
Age per year increase (0)
dication
Thiopurnes (19
S-ASA (20)
TNF-alpha inhibitors (4)
NSAIDs (3)
Folic acid (8)
Corticosteroids (9)
alcium supplements (2)
Acetyisalicylic acid (3)
Statins (1)

A

Disease characteristics
(and demographics)

Extensive disease
Post-inflammatory polyps
Low-grade dysplasia
Indefinite for dysplasia
Any dysplasia
Endoscopic inflammation
Histologic mnflammation
Perianal disease (
Stricture
Disease duration
Aneuploidy
PS3
UC (vs CTD)
Psc
Male gender
Family history CRC
Senoking
Appendectomy
Colon segment resection
Surveillance colonoscopi
Family history of IBD
Caucasian race
Age IBD diagnosis <30 years (0)
Age per year increase (O)
edication
Thiopurines (3)
S-ASA (&)
TNF-alpha inhibitors (1)

Wijnands et al. Gastro 2021 Fotic acia (0)

Corticosteroids (1)
Calcium supplements (0}
Acetylsalicylic acid (1)
Statins (2)

Dysplasia Risk Factors

Univariable odds ratios

OR (95% C1I)
2.42 (2.00-2.92)
3.29 (2. 41-4.48)
10.85 (5.13-22.97)
2.42 (0.75-7.81)
10.70 (4.60-24.87)
2 62 (0.84-8.17)
1.98 (0.68-5.73)
2.57 (0.92-7.15)
7.78 (3.74-16.14
4.74 (0.26-63.06)
5.17 (2.28-11.71)
2.47 (0.72-8.48)
1.50 (1.09-2.05)
4.14 (2.85-6.01)
127 (1.12-1.24)
2.62 (1.93-3.57)
0.66 (0.49-0.88)
1.57 (0.72-3.41)
0.63 {0.16-2.48)
©.39 (0.23-0.66)
1.13 (0.53-2.39)
1.11 (O.85-1.45)
o.88 (0.41-1.89)

0.55 (0.37-0.82)
0.53 (0.39-0.72)
0.71 (0.14-3.67)
0.70 (0.22-2.22)
0.86 (0.57-1.29)
0.98 (0.54-1.78)
0.43 (0.18-1.02)
0.62 (0.15-2.59)
0.09 (0.01-0.78)

OR (95% CI)
8.93 (1.20-66.45)
2.54 (1. 40-4 . 60)
A4.72 (1.00-22.30)
3.64 (1.81-7.32)
3.86 (1.87-7.97)

8.42 (3.85-18.42)
1.16 (0.59-2 27)

4.05 (2.15-7.64)
1.50 (1.23-1.83)
-1
1

2.66 (1.06-6.67)
0.43 (0.26-0.70)

1.22 (0.89-1.67)

0.75 (0.23-2.48)
O.S1 (0.39-0.66)
1.01% {(0.62-1.65)
0.10 (0.03-0.33)

0. 40 (0.20-0.80)

©.30 (0.10-0.90)
0.39 (0.22-0.70)

IBDHorizons



Dysplasia Risk Factors

Disease characteristics
(and demographics)

Extensive disease (1)
Post-inflammatory polyps (1)
Low-grade dysplasia (1)
Indefinite for dysplasia (0)
Any dysplasia {2)
Endoscopic inflammation (0)
Histolegic inflammation (0)
Perlanal disease (1)
Stricture (1)

Disease duration (3)
Aneuploidy (0)

pS3 (0)

UC (vs CD) (0)

PSC (8)

Male gender (5)

Family history CRC (2)
Smoking (3)

Appendectomy (1)

Colon sagment resection (0)
Surveillance colonoscopies (4)
Family history of IBD (0)
Caucasian race (2)

Age I1BD diagnosis <30 years (0)
Age per year increase (0)

Wijnands et al. Gastro 2021

Multivariable odds ratios

: $ 2.54 (1.40-4.60)
4.72 (1.00-22.30)
—_————

OR (95% ClI)

8.93 (1.20-66.45)

3.64 (1.81-7.32)

3.86 (1.87-7.97)

e — 8.42 (3.85-18.42)

i_;—Q—l

1.16 (0.59-2.27)

4.05(2.15-7.64)
1.50 (1.23-1.83)
4.42 (1.51-12.94)
1.27 (0.75-2.13)
2,66 (1.06-6.67)

— 1 (0.26-0.70)

1,22 (0.89-1.67)

IBDHorizons



Summary of Screening Guidelines

In general:

* Decide who needs screening
e Most UC (unless just proctitis)
* Crohn’s colitis (not isolated ileal or minimal colonic)

* Decide on an interval based on risk factors and mutual decision making
* Longer intervals only appropriate for very select patients

* Screening is different from restaging

* Folks with IBD are going to need periodic scopes for reasons OTHER than dysplasia
screening

* Difference in modality

Q IBDHorizons




Pseudopolyps

* Traditionally recognized as a risk factor for dysplasia in IBD

 Reflective of prior burden of inflammation
* Present in about 15-30% of UC patients

* Do not appear to independently predict disease when adjusted for
other risk factors (Mahmoud et al. Gastro 2019)

* Make screening more challenging if dense

* Consider referral to specialized center for surveillance

Q IBDHorizons




Serrated Epithelial Change (SEC)

* Describes background change in the appearance of the colon,
typically with long-standing UC

* Often seen in non-targeted biopsies

* Marker for substantial dysplasia/neoplasia risk

* Should be clarified with pathology to avoid confusion with non-concerning
findings

Q IBDHorizons




PSC: Special Case

* Well recognized and significant association with colonic neoplasia in
IBD/PSC

 Rates upwards of > 30% CRC risk/lifetime
* Warrant annual screening from the time of diagnosis

* May benefit from multimodal screening techniques (e.g non-targeted
biopsies plus DCE or NBI)

Q IBDHorizons




Prior Dysplasia

Management of visible and invisible dysplasia within a colitis field*

Endoscopic assessment

+ = 2cm + resectable (clear border, no
features of submucosal invasion or
fibrosis) + no histologic features of

invasive cancer

- Large (= 2cm)

Complex (i.e. lateral spreading, highly
irregular or indistinct border)

+ Incomplete resection after several
attempts

+ Local recurrence

Unresectable due to size, location,
features of invasive cancer or
submucosal fibrosis

Invasive cancer on histology

Invisible dysplasia (non-targeted
biopsy) or subtle/ poorly delineated
lesion (targeted biopsy)

Endoscopic resection
with continued
surveillance

Endoscopic
resection with
intensive
surveillance vs

surgery

* Confirm histology with
second pathologist

* Treat inflammation

- Perform dye spray
chromoendoscopy (DCE)

Next colonoscopy and comments

» 3-6 months: high-grade dysplasia or
incomplete resection

» 12 months: > 1cm, low-grade dysplasia
(LGD)

+ 24 months: < 1cm or pedunculated, LGD

- Every 3-=6 months for first year (if resect)
« Decision to resect based on lesion details,
local expertise, disease activity

* Use DCE to unmask subtle lesions. If no
lesion seen, take extensive non-targeted
biopsies in area of prior dysplasia. Use box
A or B to manage.

IBDHorizons



Dysplasia, cont.

* Management of dysplasia in IBD is evolving rapidly
* Polypoid versus non-polypoid
* Resectable versus non-resectable
* Visible versus invisible
* Indefinite (versus atypia) 2 LGD - HGD

* Key point = Any history of dysplastic lesions in an IBD patient aside
from “sporadic” type adenomas should be reviewed at specialty
center

* Follow up should usually be no later than 6-12 months

Q IBDHorizons




lleoanal Pouch Neoplasia

* Generally rare (risk of adenocarcinoma of ileal pouch ~3% at 20 years,
Derickx et al, Gastro 2014)

* Risk factors include prior neoplasia as indication for colectomy and
PSC

* Periodic pouch surveillance is recommended but no consensus on
frequency

Q IBDHorizons




lleal Crohn’s + Neoplasia

* Small bowel adenocarcinoma is more common among patients with
Crohn’s disease (5-10x aHR)

* However, overall this diagnosis is very rare (rates are < 1 case/10,000
people per year among pts with Crohn’s)

* No role for screening given rarity but need to consider in any patient
with long-standing small bowel Crohn’s with notable clinical or

radiographic changes
* Tends to arise in areas of chronic ulcerative stenoses/fistulas

- _@ IBDHorizons



When to stop?

* No clear guidelines in the literature as our patient population ages

* Needs to be individualized based on underlying health status
* Reasonable to stop if life expectancy < 5-10 years

Q IBDHorizons




Screening Modalities

* Only current recommended screening modality is colonoscopy

* |IBD-associated dysplasia can be harder to visualize than polypoid
dysplasia in non-IBD patients

* Most important surveillance modality is the one that actually occurs
* Most dysplasia that is found is visible

Q IBDHorizons
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Recommended Modalities

 Standard definition colonoscopy not recommended

* If available, dye chromoendoscopy or virtual chromoendsocopy (NBI,
iScan) preferable to HD-WLE (white light endoscopy)

* Non-targeted biopsies (every 10 cm x 4) yield is low

* Would still recommend if not doing dye/virtual chromo OR in very high risk
individuals
* PSC, prior invisible dysplasia

Q IBDHorizons




Cancer

Screening . ,
and IBD: .\t
Rationale and N

Review

Dr. Jason Harper is Director of the Harborview Medical Center

Inflammatory Bowel Disease (IBD) program and is a UW Clinical
Jason Harper, MD Assistant Professor.

Clinical Associate Professor, UW He is a member of the Crohn’s and Colitis Foundation and is
Department of Gastroenterology presently on the regional Medical Advisory Committee.
Clinical Director, Harborview IBD Dr. Harper's clinical and research interests include IBD

Clinic (ulcerative colitis and Crohn's disease).
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ARS QUESTION 1

Which is TRUE regarding surveillance of dysplasia in IBD

A. Standard definition endoscopy is not an acceptable screening method

%

Virtual chromo-endoscopy is a valid surveillance method

C. Recommended surveillance intervals for both pancolitis and proctitis are
the same

D. Presence of any dysplasia is indication for urgent total colectomy
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ARS QUESTION 2

Which statement is TRUE:

A. Most dysplastic lesions in IBD are not endoscopically visible

%

Colectomy is indicated in all cases of high-grade dysplasia

C. Disease duration, extent, and activity are associated with risk of
dysplasia

D. Having PSC reduces risk of dysplasia

Q IBDHorizons
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