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Information for Participants

Statement of Need

Crohn’s disease (CD) can cause progressive bowel damage, impaired quality of life, and permanent disability. Severity and
presentation can vary widely from person to person, necessitating an individualized treatment approach. The use of more readily
available imaging modalities such as intestinal ultrasound and magnetic resonance enterography can be added to standard monitoring
practices to improve disease management. Additionally, targeting deeper remission at a histological level is an emerging treatment
target for patients with CD. Clinicians in collaboration with a multidisciplinary care team must become knowledgeable on individualized
care and novel imaging modalities to optimize treatment for patients with CD.

In this CME Ouftfitters livestream symposium, expert faculty will guide learners on how to integrate knowledge of the heterogeneity of
CD in severity and manifestation into patient assessment and treatment. Learners will be instructed on utilizing alternative diagnostic
and evaluation tools beyond colonoscopy for evaluating symptoms in patients with CD. Faculty will model incorporation of
histopathologic treatment targets as an objective measure of inflammation in CD to inform clinical decision-making.

Learning Objectives
At the conclusion of this activity, learners will be able to better:
¢ Integrate knowledge of the heterogeneity of CD in severity and manifestation into patient assessment and treatment
e Utilize alternative diagnostic and evaluation tools beyond colonoscopy for evaluating symptoms in patients with CD
e Incorporate histopathologic treatment targets as an objective measure of inflammation in CD to inform clinical decision-making

Financial Support
This activity is supported by an independent educational grant from Lilly.

Target Audience

U.S. and international gastroenterologists, and gastroenterology nurse practitioners (NPs) and physician associates (PAs) (with the
exception of HCPs in the United Kingdom)
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Faculty

BRUCE E. SANDS, MD, MS (MODERATOR)
Dr. Burrill B. Crohn Professor of Medicine

Chief, Division of Gastroenterology

Icahn School of Medicine at Mount Sinai

Mount Sinai Health System

New York, NY

Bruce E. Sands, MD, MS, is the Dr. Burrill B. Crohn Professor of Medicine in the Icahn School of Medicine at Mount Sinai in New York
City and Chief of the Division of Gastroenterology in the Mount Sinai Health System. He is an expert in the management of
inflammatory bowel disease (IBD) and has earned an international reputation for his care of patients with complex and refractory
disease.

Dr. Sands was awarded his BA and MD from Boston University in Massachusetts, and he trained in internal medicine at the Hospital of
the University of Pennsylvania in Philadelphia. After completing a gastrointestinal fellowship at Massachusetts General Hospital (MGH)
in Boston, he joined the faculty of Harvard Medical School in Cambridge and served as the Acting Chief of the Gastrointestinal Unit at
MGH. He moved to Mount Sinai in 2010 as Chief of the Dr. Henry D. Janowitz Division of Gastroenterology.

Dr. Sands is a past Chair of the Clinical Research Alliance of the Crohn's & Colitis Foundation of America, and served as Chair of the
Immunology, Microbiology, and Inflammatory Bowel Disease Section of the American Gastroenterological Association. Additionally, Dr.
Sands was the Chair of the International Organization for the Study of IBD (IOIBD). In 2016, Dr. Sands was awarded the Dr. Henry
Janowitz Lifetime Achievement Award from the Crohn’s & Colitis Foundation, that organization’s highest honor. In 2023, Dr. Sands was
the recipient of the Jacobi Medallion, Mount Sinai’'s most prestigious award for distinguished contributions to the field of medicine or
extraordinary service to the hospital, health system, School of Medicine, or alumni community.

Dr. Sands is widely recognized for his innovative treatment of Crohn’s disease and ulcerative colitis and for his expertise in the clinical
investigation of new therapeutics. His research also explores IBD epidemiology and includes the creation of a population-based IBD
cohort in Rhode Island, a project funded by both the National Institute of Health and the Centers for Disease Control and Prevention.
He has served as an associate editor for the journal Gastroenterology, and has published more than 300 original manuscripts in leading
journals such as Gut, Gastroenterology, and the American Journal of Gastroenterology. He was the lead investigator of the landmark
studies ACCENT 2, UNIFI, and VARSITY, all published in the New England Journal of Medicine, and SEAVUE, published in The
Lancet.

Dr. Sands reports the following relationships:

Consultant: Abbvie Inc.; Amgen Inc.; AstraZeneca; Boehringer-Ingelheim; Bristol Myers Squibb Company; Celltrion Inc.; Lilly;
Galapagos; Genentech, Inc.; Gilead Sciences, Inc.; GSK; Janssen Pharmaceuticals, Inc.; Merck & Co., Inc.; Pfizer Inc.; Takeda
Pharmaceuticals U.S.A., Inc.; Teva Pharmaceuticals USA, Inc.; and Ventyx Biosciences, Inc.

Research Support: Bristol Myers Squibb and Janssen Pharmaceuticals, Inc.

Stock Shareholder (directly purchased): Ventyx Biosciences, Inc.

Other financial or material support: Editorial support from AbbVie Inc., Bristol Myers Squibb Company, Celltrion Inc., Lilly, Janssen
Pharmaceuticals, Inc.; Merck & Co., Inc.; Pfizer Inc., and Takeda Pharmaceuticals U.S.A., Inc.
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MARITA KAMETAS, MSN, APN, FNP-BC, CMSRN, COCN
Inflammatory Bowel Disease Advanced Practice Nurse

Manager of Gastroenterology Advanced Practice Provider Services
The University of Chicago Medicine

Chicago, IL

Marita Kametas, MSN, APN, FNP-BC, CMSRN, COCN, is a family nurse practitioner and ostomy specialist who treats adult patients
with inflammatory bowel disease (IBD). She serves as the manager for the Advanced Practice Gastroenterology Service at the
University of Chicago in lllinois. She volunteers her time as a mentor for the Crohn’s and Colitis Advanced Practice Provider (APP)
mentorship program and delivers empowering lectures to APPs to optimize their care of patients with IBD. She was awarded the honor
of Distinguished APP of 2023 at the University of Chicago. She is currently pursuing a doctorate in nursing practice and a master’s
degree in public health at Johns Hopkins University in Baltimore, Maryland with an emphasis on diversity, equity, and inclusion.

Ms. Kametas reports the following financial relationships:
Advisory Board: Lilly and Pfizer Inc.

Consultant: TKG Therapeutics, Inc.

Grants: Gl Research Foundation

Speakers Bureau: Abbvie Inc.; Janssen. Pharmaceuticals, Inc.; and Pfizer Inc.

MILLIE D. LONG, MD, MPH

Professor of Medicine

Vice-Chief for Education

Director, Gastroenterology and Hepatology Fellowship Program
Division of Gastroenterology and Hepatology

University of North Carolina

Chapel Hill, NC

Millie D. Long, MD, MPH, is board certified in internal medicine, preventive medicine, and gastroenterology. Dr. Long received her
medical degree from University of Virginia in 2002. She then completed residency in internal medicine and a chief residency at
University of Alabama at Birmingham. She completed fellowships in gastroenterology and hepatology, preventive medicine, and
inflammatory bowel disease, all at University of North Carolina. She is currently Professor of Medicine in the Department of Medicine
and Director of the Gastroenterology and Hepatology Fellowship Program at University of North Carolina at Chapel Hill.

Dr. Long’s clinical practice is at the UNC Multidisciplinary Inflammatory Bowel Diseases (IBD) Center. Her research interests include
prevention of complications of IBD, women'’s health, and clinical epidemiology. Dr. Long has contributed to over 200 peer-reviewed
publications, book chapters, and review articles and to the medical literature. She is the current co-Editor in Chief of the American
Journal of Gastroenterology. She also serves as an invited reviewer for journals such as Inflammatory Bowel Diseases and
Gastroenterology.

Dr. Long is a fellow of the American College of Gastroenterology, where she serves on the Board of Trustees. She is also a fellow of
the American Gastroenterological Association and the Crohn’s and Colitis Foundation, where she co-chairs the Clinical Research
Alliance.

Dr. Long reports the following financial relationships:

Consultant: AbbVie Inc.; Bristol Myers Squibb Company; Intercept Pharmaceuticals, Inc.; Janssen Pharmaceuticals, Inc.; Lilly;
Pfizer Inc.; Prometheus Biosciences, Inc.; Takeda Pharmaceuticals U.S.A., Inc.; and Target RWE

Research Support: Lilly; Pfizer Inc.; and Takeda Pharmaceuticals U.S.A., Inc.
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Disclosure Declaration

It is the policy of CME Ouffitters, LLC, to ensure independence, balance, objectivity, and scientific rigor and integrity in all of their CE
activities. Faculty must disclose to the participants any relationships with commercial companies whose products or devices may be
mentioned in faculty presentations, or with the commercial supporter of this CE activity.

CME Outfitters, LLC, has evaluated, identified, and mitigated any real or potential conflicts of interest through a rigorous content
validation procedure, use of evidence-based data/research, and an interprofessional peer review process. It is not assumed that these
relationships will have a negative impact on the presentations.

Peer Reviewers CMEO Staff/Planners
Jeffrey Helfand, DO — no disclosures to report Keshia Pitt, PhD — no disclosures to report
Elizabeth Naber, MSN, RN, CCRN-K, CNRN, TCRN — Kasey Brandt, PharmD — no disclosures to report

no disclosures to report
Sandra Caballero, PharmD — no disclosures to report

Scott J. Hershman, MD, FACEHP, CHCP - no disclosures to report

Sharon Tordoff — no disclosures to report

Faculty of this CME/CE activity may include discussions of products or devices that are not currently labeled for use by the FDA. The
faculty have been informed of their responsibility to disclose to the audience if they will be discussing off-label or investigational uses
(any uses not approved by the FDA) of products or devices.

Post-tests, credit request forms, and activity evaluations must be completed online (requires free account activation), and
participants can print their certificate or statement of credit immediately (75% pass rate required). This website supports all browsers
except Internet Explorer for Mac. For complete technical requirements and privacy policy, visit hitps://www.cmeoutfitters.com/technical-
requirements/.


https://www.cmeoutfitters.com/technical-requirements/
https://www.cmeoutfitters.com/technical-requirements/
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Credit Information

'A Jointly Accredited Provider:
[ In support of improving patient care, CME Ouffitters, LLC, is jointly accredited by the Accreditation Council for

sonmiy accreomen rrovier - Gontinuing Medical Education (ACCME), the Accreditation Council for Pharmacy Education (ACPE), and the
American Nurses Credentialing Center (ANCC), to provide continuing education for the healthcare team.

A IPCE Credit:
'. This activity was planned by and for the healthcare team, and learners will receive 1.5 Interprofessional Continuing

IPCE CREDIT™  Education Credit for learning and change.

Scan the QR code for complete accreditation information.
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Dr. Burrill B. Crohn Professor of Medicine
Chief, Division of Gastroenterology

Icahn School of Medicine at Mount Sinai
Mount Sinai Health System

New York, NY
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Millie D. Long, MD, MPH

Professor of Medicine
Vice-Chief for Education

Director, Gastroenterology and Hepatology
Fellowship Program

Division of Gastroenterology and Hepatology
University of North Carolina

Chapel Hill, NC

Marita Kametas, MSN, APN,

FNP-BC, CMSRN, COCN

Inflammatory Bowel Disease Advanced

Practice Nurse
Manager of Gastroenterology Advanced

Practice Provider Services
The University of Chicago Medicine
Chicago, IL

Integrate knowledge oft

heterogeneity of CD in
severity and manifestation =

into patient assessment
and treatment.

LEARNING

OBJECTIVE

Utilize alternative

diagnostic and
evaluation tools beyond

colonoscopy for
evaluating symptoms in
patients with CD.

LEARNING

OBJECTIVE
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Incorporate

histopathologic treatment
targets as an objective

measure of inflammation
in CD to inform clinical
decision-making.

LEARNING
OBJECTIVE

Disease Heterogeneity in CD "

Marita Kametas, MSN, APN, FNP-BC, CMSRN, COCN

CD Classification and Risk Facto ’\
Severe Disease B <o
L=
Risk Factors for Severe Disease Montreal Classification
» Under age 30 at diagnosis » Age at diagnosis
» Extensive anatomic involvement » <17
» Perianal disease » 17-40
» Severe rectal disease » > 40
» Deep ulcers » Location-terminal ileum +/- limited cecal
» Previous surgical resection disease, colonic, ileocolonic, isolated
» Stricturing behavior upper
» Penetrating behavior » Behavior: stricturing, penetrating or
perianal involvement
CME
Disease Course Frequently Changes if
Epi-IBD Cohort: 5-Year Follow-Up of Patients with CD
ges in Disease ior ges in Disease Locati
Is Follow-up an Follow-up
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CD Activity Versus Disease Severity "

* Current inflammatory burden
Activity - Current symptom burden
« Objective and subjective assessments of current activity

« Historical disease behavior
* Need for surgery
+ Extent of bowel involvement

Severity

+ Complications

Complexity Complicates CD Monitor
and Treatment

Extra-intestinal

Age of diagnosis Past surgeries

manifestations

= : History of
Disease location ) nutritional
p deficiencies

Concomitant
inflammatory
conditions

Historical disease
behavior vs today

LCMECH)

k.

Unpredictable but Frequent in CD* ‘

LaP™

» EIMs occur in varying frequency
» Up to 50% of patients with IBD have at least 1 EIM

» EIMs can occur before or after diagnosis of IBD

» One in four patients develop an EIM before diagnosis

» Can be dependent on or independent of intestinal inflammation

+ Sequelae of intestinal
inflammation

Extraintestinal

complication of IBD

Extraintestinal . Inf T
manifestation of S eiony panoiogy
1BD located outside the gut

™

CME(H

Gordon H & al .iozoal of Cronn's and CAlts 2023 131111-37. Rocler & et al Gasroaramiony 2024164414 1A+ 132

Treat-to-Target (T2T) Approach in IBD

Step 1: Disease control

Biomarker
normalization

Step 2: Disease modification

Clinical response ing Returning to a normal Preventing disease Reducing long-term

Endoscopic heali
Clinical remission Normal growth life: disability, QOL
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Lower rates of corticosteroid utilization

Lower rates of hospitalization

Decreased rates of relapse or need for treatment escalation

Decreased rate of surgical intervention

SMEGD

2andaRE Wl e D A24TAAEE In orazs

Evaluating Response Using a T2T | 3
Approach B,

Switch therapy

Continue +
optimize therapy

Switch therapy

~SMECD
Consequences of Recurrent ’\
Inflammatory Activity B,
Structural
damage, Dysplasia,
strictures, perforation,
fistulizing surgical
Diagn disease Intervention

Subsequent Bowel
flares dysfunction
leading to

malabsorption

CMECD)

Early Diagnosis and Early Treatment are

k.
re "

Key to Preventing Complications™

Natural Course of CD Theoretical Impact of Early

Intervention and Effective Treatment

Window of
opgpounty

Tght control and
mantonng intiated

A)N0R A RULE |

AUAIIE 4I0BUALE |
Digestve danzge

Digestve 2amage

sarlysuocingal Latw disass Earlysubcirica Earlydzoam Lale dizease
lammaticn irflammation
Diagnosis Diagnosis

CMECD)

Adaoied Fum Colomiel JF. elal. Gestoerfevalowy. 2077 152021 251-251
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PROFILE: Comparison of Two CD Treatment Strategies

| Top-down

H Start o R Primary endpoint

H itiima bt ¢ e el » Sustained surgery

i e rm iato o free and steroid-free
Y  modido . aate ~Flare - ssc Flare - escaate remission to week 48

Secondary endpoints
» Endoscopic
remission

» QoL

Surgeries and

hospitalizations
Disease flares
Steroid courses

If in remission, continue infliximab and immunomodulator
Top-down

n=1903 Flare 1, additional course of steroid medication

Flare 2, consider non-response and trial withdrawal
Accelerated If in remission, continue current step of treatment
step-up Flare 1, start steroids and immunomodulator
n=193 Flare 2, start infliximab alongside immunomodulator CM @
Noor NM. et al Lancet Gastroenteral Hepaol, 2024 9(5):415-427 il

PROFILE: Top-Down Treatment Strategy of Infliximal

Immunomodulator Led to Improved Remission Ra

Wcpcoon [l stepuo

5%
1005 00000 100% =
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gé Py g em
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e
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% o%
Stepup Top-down SEpup Top-comn

Requiring fallure of conventional step therapy prior to advanced therapy Is not recommended

CME@

OUTFTTERS

Early Biologic Therapy Decreases the Risk of Surgery in CD

. 1

a -
r s

et Ul wa i > $ ywars ol g rinia st whca o hudsnenl

Summary

» Disease severity that considers a patient’s overall disease

course should drive treatment selection rather than current
disease activity

» Tight control of inflammation can prevent complications in
CD

» Early advanced therapy is appropriate without requiring
failure of conventional step therapy
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%aculty Discussion

What are some unmet needs in clinicallpract

or practice areas not addressed by guidelines?

Monitoring Beyond Endoscopy:
Noninvasive Monitoring Tools in

Gastroenterology Practice
Millie D. Long, MD, MPH

Limitations of Endoscopy in CD R\_‘
k. '.’ .

Variability in scoring between observers

Disease activity below mucosal surface is not captured

Utility limited by patient's ability to access care and resources

Patients require preparation, time off work, and post-procedure support

Time-consuming

Delays can occur for many reasons (scheduling, cost, efc.)

SMED

Seheurien K11 o =t ) £ln fed 020N AN Roborso N ob . Srohne Salhe 397 2073 80% b A2

Noninvasive Monitoring .’\
* "’-

» Biomarkers

» Cross-sectional imaging
» Magnetic resonance enterography (MRE)

» Intestinal ultrasound (IUS)
» Computed tomography enterography (CTE)
» Capsule endoscopy

SMEGD

Srheurien KM el al ) £ln ed 20234050118
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Ciagenl segrments sie pod
& Porna bCL etal RME

Sensitivity

Source of the
Curve

Piatelet
= Calprotactin
Referenos Line

[} s o8
1- Specificity

LT

» 27-year-old female with colonic CD and abdominal pain of increasing severity
» FCP of 436 pg/g. MaRIA score of 15 on MRE (severe), and CDEIS of 26 on colonoscopy

FCP < 50 ug/g in Post-lleocolonic Resecti
Associated with Low Risk of Recurrence

FCP <50 pug/g(n=15) FCP 250 ug/g (n=22) p-value

e al Crete Colbs 260, 02451 0lae076

Low-risk. n (%) 7 (47%) 13 (59%)
0.51
High-risk recsived prophylaxis, n (%) 8(53%) 9 (41%)
Median time to endoscopic recurrence, 145 (56-217) N/A
days
Ever endoscopic recurrence, n (%) 0(0%) 9 (36%) 0.006
Median time to surgical recurrence, 1416 (839-1677) NIA
days (:
Ever surgical recurrence, n (%) 0 (0%) 3 (14%) 0.26
SMED
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Multiple Factors and Conditions are Associates
with Elevated FCP Levels

@
L")
Infectious Inflammatory Conditions
* Bactenal dysentery * Inflammatory bowel cisease
> Giardia lamblia * Autoimmune enteropathy
* Helcobactar pylon gastitis * Curhesis
* Intectous diarrhea * Cysbc lbrosis
* Viral gastrcenteritis * Diverticulitis
* Faosinophilic colitis/enteritis
* Celonic 2nd gastnc povps > Gastroesophageal reflux cisease
*» Celorectal cancer » Juvenile polyp
* Gasltric carcinoma * Microscopic coliis
* Infeslinal lymphoma » Peplic ulcer
> Untreated celiac disease
Drugs Other
* NSAIDs * Age = Syears
* PPs * Untreated food afergy
onsi it & eealon sk PPIS = et pimp bl JCMECH
. . . . . L
CALM: Tight Control Monitoring with Bioma ’.\
is Better Than Symptoms Alone -
-

Primary outcome: CDEIS < 4 and no deep ulcers at week 48

100.0%
p=0010
80.0% | I
g 600%
= 450
s 56122
o 00 0T
37122
200%
0.0%
Ciinical management Tight control

More than half of patients in the tight control arm did not achieve mucosal healing

Colombel JF, etal. Lancet. 2017,390(10114).2779-2769. Ll :

Likely to Have Disease Progression

Patients Who Achieve Mucosal Healing Are L8s R\
e

More than 1/4 of

°

patients who
achieve mucosal

healing still
experlence

o disease
progression

e

No Endoscopic Remission =

Proportion of Patients
Without Disease Progression
-

&

Endoscopic Remission “
Log-rank P =.039

000
] EQ 1000 1500 2000 o
Days from End of CALM
Numwer af risk: o
No Erdoscopic Remission 73 50 a7 ” 2
Endoncopc Rermission 0 a3 28 0 2 c

Deap ramsslon defnad

¢ OF sewerty 590056 4. Wilth 10 38 LISSCE0NE 07 S18rcid Trealmert, for 3 0f Mora weaks
Uruaro R. Gestroergerolooy. 2020 1581 7

Noninvasive Monitoring to

Achieve Tight Control
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IUS Quickly Visualizes the Colon ant ’ é
Terminal lleum e

SMED)

IUS Technique Follows the Same Standardiz ’\ é
Approach Regardless of Disease Location e

SMED

k.
e

Longitudinal Cross-section
LCMECH

Bowel Layers on IUS "'
re

Utrassound image Unrasound plane

SMEH
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Bowel Wall Layers and IUS Features of Active Disease

Cross section gn Longitudinal section
— e mnmmmrym ~_I1BD

O o
/ Normal
i Lol o
E—vunq«: with - ——Muscularis
e
v
3 v ——Submuccsa
LSS unmnmqmmm o

3 Fe K&

What are the measures of inflammation on IUS?

A. Bowel wall thickness

B. Bowel wall stratification

C. Inflammatory fat stranding
). Bowel wall hyperemia
All of the above

| don't know

JCMECD)

(P

Serosa
" .
Submucosa
} :
Lumen

Terminal lleum

Bowel Wall Hyperemia is Gradec
Modified Limberg Score

B % =
1

0 - No signal

significant in
as the mes
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Loss of Preservation of Bowel W:
Stratification

LCME(T

TERMINAL ILEUM
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TERMINAL ILEUM

CMECS
Who Should IUS Be Performed k. %
» v TR

E T | Most Difficult
Terminal ileum/ileum Rectum
Sigmoid colon Left flexure
Transverse colon Duodenum
Ascending colon/cecum Jejunum

IUS is Accurate When Compared ¢

and Endoscopy

Advantages for IUS Evaluation of
Activity in CD

Noninvasive

No radiation exposure (monitoring option in pregnancy)
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A

Limitations and Bar

v WS

Needs specialized equipment

Poorer image quality in patients with obesity

(cannot use high frequency transducer)

LCMECH

Monitoring Disease Activity in Practice Utilizing IUS

Inﬂammatit&_ Y o
: Remission
LCMECH

MRE Features of Active CD

CMECS

CMECS
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MRE is Not Accurate for the Colon

lleocolonoscopy MaRIA score 0 MaRIA score 1 MaRIA score> 2
Absence of lesions (n = 70) 70 (100)
Inflanmmaiory lesions witholt ulceraton (o = 52) 49(9¢) 12) 2 i4)
Severe lesions (n = 18) 14(78) J 11(5)
Absence of lesons (n = 63) 61(96) 1(2) 1(2)
: Inammatory lesions without uiceration i = 53) 49183) 1(2) 9(15)
(n=140) |
12(87) | 1(5) 528)
31) 58(95) | (0} 3(5)
n nmatory lesions without ulceration in = 83) 51(81) | i0) 12{19)
Severe lesions (n = 16 10 (63) ] 1(6)
Absence of lesons (7 = 62) a0 {@1) 7(3)
ﬁ:‘::";_,'mo.l Inflammatory lesions withous ulceration i = 65) 49(75) | 2(3)
) . Severe lesions (n = 13) 7 (54) | 1(8)

Advantages of MRE in CD

Identifies mural and extramural complications

No radiation exposure

Differentiates inflammation, stricturing, and
penetrating disease

Useful for treatment/intervention planning

Differentiation of inflammation from fibrosis can be
difficult

Video Capsule Endoscopy in CD'

» Can be used in surveillance and diagnosis

» Particularly beneficial in patients with proximal small bowel disease
and a normal ileocolonoscopy

Risk of capsule retention with strictures

» Capsule endoscopy can support CD diagnosis in patients with normal
upper and lower endoscopy studies

» Geetal —13/20 (65%) of patients examined
» Herrerias et al. — 9/21 (43%) of patients examined

Levartovaky A, o o Durcetios (Based. 2022 131811507, Ce ZZ. el al. Wity Gatiosrterol, 2004,10: 12491352, Hemena IN, ol = 4 RETTERS ‘.-}
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'
" -

» Favor calprotectin over CRP in biomarker monitoring
» IUS can be utilized in point-of-care assessment in patients

with CD
» Noninvasive monitoring through IUS, MRE, and capsule
endoscopy is effective in tight control

“aculty Discussio

How have you incorporated noninvasive
monitoring strategies into practice?

Histopathologic Remission in CD

Bruce E. Sands, MD, MS

Defining Histopathologic Remission k‘
L

Disease Healing in IBD

0
Fx 4
am
D
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ARS Question

r
""'-

Which of the following parameters can be measured by

histopathologic evaluation in CD?
A. Fibrosis

Disease distribution
Fistula formation
Duration of disease

B
C
D
E

| don’t know

ME (D)

remETTERS

R
F Ve

Geboes Score and Derived RHI

Morphology i

[rE——

0.1 N o

07 1B mesaren #an o7

0.3 Sevws Slaw o rtifionl sbrosrubiee

[
0
oAb 0
]
[

Fade 1 Cronic Moy iz

Qracks 38 Scarvernia = i pep

Genn 78 N sonis (= amina proeds

R nivdecegic

re
Grodi 2 Nawoshb i iinbam o
0
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Nancy Index (NI) "
P

Grade Morphology

a No or enly mild increase in chronic inflammatory cells

1 Moderate or severe ncrease in chronic inflammatory cells {lymphocytes, plasma cells,
and eosinophis) defined as presence of an increase in chronic nflammatory cels that

is ensily apparent

2 Mild ncrease in neutrophils defined as few or rare neutrophils in amina propria or in
Ihe epdhelium that are o

3 Moderate or severs increa

in neutrophils defined as p of mulliple cluslers of
ropia and’or in epithadium tha 2 easily apparen!

neutrophils in fasy

4 Ulcars or eresions delined as loss of colonic arypls replaced with “immalure’
granulation tssue (disorganized blood vessels with extravasated neutrophils) or the
presence of fibrinopurulent exudate

CME
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Histologic Healing is Associated with Better
Long-Term Outcomes in CD

Study  Typeof Study Disease N Pationts - Outcome

all
up for al lezs!
& months.
Ecennan ¢l | Retospectye co  |Alotalof 103 pati
al cohuit dudy wilh CD urdery
4% of nagerge | CROCCUITEd in 429% (n = 42) of palierts
£5% of pateris
s | [Renneacive o wih endoscopc bt Histolagic hesling was associzted wih 8
Z o median of 21 1 remisson Bloirescs ceareaszd sk of CR (HR 2,05, 95% CI
e 1.0/-3.84,p = 0.031)
4ssanation betwesn nizakgral acty 3na tha sk of cAncal reaps £ 6 =008 15 cansdered @anacaly Acnincant
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Improved Outcomes with
Endoscopic and Histologic Healing in lleal CD
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Architectural changes

Infiltration of moncnuciea

the lamina propria

0- Normal
Moderale ncreass

2 - Severe increase

Infiliration of polymerphenuclear calls in the lamina propria

- In surface epithelium
Poivmorphonudiear cels in epithelium 2-C i

Variable Classificati

0= Normal

Distribution (D) 1 == 50% of the time tissue per same biopsy site
2 = = of tissue affected per same biopsy site
0= Normal
Chronic features (C) 1= Crypt distortion andformild lymphoplasmacytosis
2 = Marked lymphcplasmacytosis and/or marked basal plasmacytosis
0= Normal
Activity features (A) 1 = Two or more neutrophils in lamina propria in one high-power field

(HPF) and/orintraepithelial neutrophils (any number)

2 = Crypt abscesses, ercsions, ulcers
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IBD-DCA Scoring Example k %

Distribution “D"; overall affected tissue in scanning

magnification (2.5-4x). Ex. four biopsies, affected by
inflammatory and architectural changes in > 50% of tissue = D2 B

Chronicity “C": Assess in magnification 4 to 10x.
Ex. shows architectural distortion as and prominent bandlike
(lympho-) plasmacytosis = C2

Activity "A": assess in higher magnification.

Ex. shows cluster of neufrophilic granulocytes in tunica propria
and some granulocytes in crypt epithelium = A1

Summary

» Several histopathologic indices exist for scoring disease

activity in CD

» Several important long-term outcomes have been

associated with histologic healing in CD

CME £y

ﬂ:aculty Discussion

What is the current state of incorporating™

histopathologic activity measures. in
patients with CD in practice?

SMART Goals R

Specific, Measurable, Attainable, Relevant, Timely .:4 -

» Consider disease severity and a patient’s overall disease

course when making choices regarding treatment selection
» Utilize advanced therapies in patients with CD without first

requiring failure or intolerance of conventional therapies

» Incorporate noninvasive monitoring strategies into the
routine care of patients with CD

CMF £y
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QUESTIONS

ANSWERS

Thank you for joining us.

Don'’t forget to collect your credit.

OUTFITTERS

Visit the
Gastroenterology Hub

Free resources and education for

health care professionals and patients.

https://www.cmeoutfitters.com/practice/

gastroenterology-hub/

OUTFITTERS

Visit the
Gastroenterology Hub

Free resources and education for

health care professionals and patients.

https://www.cmeoutfitters.com/practice/

gastroenterology-hub/




