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Information for Participants

STATEMENT OF NEED

The therapeutic armamentarium for inflammatory bowel disease (IBD) is expanding with the advent of anti—IL-23 therapies. The unique
clinical profiles of new and emerging agents make it necessary that treatment decisions are guided by evolving knowledge of the
science surrounding cytokine-targeting therapies. With an established efficacy in treating both bio-naive and bio-experienced patients,
and the increased flexibility in administration routes (intravenous vs subcutaneous), the growing class of distinctive IL-23—targeting
agents amplifies the importance of clinicians utilizing the most current research and guidelines when determining with patients where to
best position IL-23 agents in the treatment of their IBD.

In this CME Ouitfitters livestream symposium, faculty will examine the role of pro-inflammatory cytokines in the pathogenesis of IBD,
discern differences in IL-23 binding among IL-23p19—targeted therapies, assess the safety and efficacy of IL-23p19—targeted therapies
for the treatment of IBD, and explore when to incorporate IL-23p19—-targeted therapies into the management of patients with IBD.

LEARNING OBJECTIVES

At the conclusion of this activity, learners will be able to better:

Assess the role of pro-inflammatory cytokines such as IL-23 in the pathogenesis of IBD

Differentiate 1L-23 binding among the IL-23p19—targeted therapies

Evaluate the safety and efficacy of IL-23p19-targeted therapies available for the treatment of IBD

Incorporate IL-23p19—targeted therapies into the multidisciplinary management of appropriate patients with IBD

X X X X

FINANCIAL SUPPORT

Supported by an educational grant from Janssen Biotech Inc., administered by Janssen Scientific Affairs LLC, both are Johnson and
Johnson companies.

TARGET AUDIENCE

Gastroenterologists, gastroenterology fellows/trainees, physician associates (PAs), nurse practitioners (NPs), and nurses

CME OUTFITTERS (%)
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Faculty

MIGUEL REGUEIRO, MD (MODERATOR)

Chief, Digestive Disease Institute

Professor in the Department of Medicine

Cleveland Clinic Lerner College of Medicine of Case Western Reserve University
Cleveland, Ohio

Miguel Regueiro, MD, is the chair of the Digestive Disease and Surgery Institute at Cleveland Clinic in Ohio, as well as a professor in
the Department of Medicine of Cleveland Clinic Lerner College of Medicine at Case Western Reserve University. His main clinical and
research interest is inflammatory bowel diseases (IBD) with a focus on the natural course of Crohn’s disease and ulcerative colitis. He
leads research on postoperative prevention of Crohn’s disease as well as on developing new models of health care, including the first-
of-its kind specialty medical home for IBD.

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, lllinois

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 currently is 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.

EDWARD V. LOFTUS, JR., MD

Maxine and Jack Zarrow Family Professor of Gastroenterology Specifically in IBD
Division of Gastroenterology and Hepatology

Mayo Clinic College of Medicine and Science

Co-Director, Advanced Inflammatory Bowel Disease Fellowship

Mayo Graduate School of Medicine

Rochester, Minnesota

Edward V. Loftus, Jr., MD, is a gastroenterologist with extensive experience as a lecturer and clinician researcher in the field of
inflammatory bowel diseases. He is the Maxine and Jack Zarrow Family Professor of Gastroenterology Specifically for IBD at Mayo
Clinic College of Medicine and Science in Rochester, Minnesota. Dr. Loftus has published more than 475 original articles, book
chapters, and editorials, and over 700 abstracts. He was awarded the American Gastroenterologist Association’s Distinguished
Clinician Award and the Research Mentor Award in Immunology, Microbiology, and Inflammatory Bowel Diseases (IMIBD) in 2019. Dr.
Loftus has been the principal investigator on several funded studies focusing on the epidemiology and natural history of inflammatory
bowel disease and has served as the local Pl on multiple clinical trials of investigational agents for IBD. He currently serves on the
steering committees of several clinical development programs in IBD.

CME OUTFITTERS (%)
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MILLIE D. LONG, MD, MPH

Professor of Medicine

Chief, Division of Gastroenterology and Hepatology
Department of Medicine

University of North Carolina

Chapel Hill, North Carolina

Millie D. Long, MD, MPH, is board certified in internal medicine, preventive medicine, and gastroenterology. She 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—Birmingham. She completed fellowships in gastroenterology and hepatology, preventive medicine, and inflammatory bowel
disease, all at University of North Carolina. She is currently a professor of medicine in the Department of Medicine and director of the
Gastroenterology and Hepatology Fellowship Program at University of North Carolina—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 more than 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.

CME OUTFITTERS (%)
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Disclosures and Declarations

It is the policy of CME Oultfitters 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 Ouitfitters 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.

FACULTY

Miguel Regueiro, MD , reports the following relationships:
Consultant—AbbVie Inc, Amgen Inc., Boehringer Ingelheim, Bristol Myers Squibb Company, Celgene Corporation, Genentech Inc.,
Gilead Sciences Inc., Janssen Pharmaceuticals Inc., Lilly, Pfizer Inc., Prometheus Biosciences Inc., Salix Pharmaceuticals, Takeda
Pharmaceuticals U.S.A. Inc., and UCB Inc.

Marita Kametas, MSN, APN, FNP -BC, CMSRN, COCN, reports the following relationships:
Advisory board—Lilly and Pfizer Inc.
Consultant—TKG Therapeutics Inc.
Grants—GI Research Foundation
Speakers bureau—AbbVie Inc., Janssen Pharmaceuticals Inc., and Pfizer Inc.

Edward V. Loftus, Jr., MD, reports the following relationships:
Advisory board—Lilly and Morphic Therapeutic Inc.
Consultant—AbbVie Inc., Alvotech, Amgen Inc., Arena Pharmaceuticals Inc., Astellas Pharma Inc., Avalo Therapeutics Inc.,
Boehringer Ingelheim, Bristol Myers Squibb Company, Celltrion Inc., Fresenius Kabi; Genentech Inc., Gilead Sciences Inc.,
GlaxoSmithKline, Gossamer Bio, Iterative Health, Janssen Pharmaceuticals Inc., Ono Pharma USA Inc., Protagonist Therapeutics
Inc., Sun. Pharma, Surrozen, Takeda Pharmaceuticals U.S.A., TR1X Bio, and UCB Inc.
Grants—AbbVie Inc., AstraZeneca, Bristol Myers Squibb Company, Celgene Corporation/Receptos Inc., Genentech Inc., Gilead
Sciences Inc., Janssen Pharmaceuticals Inc., Takeda Pharmaceuticals U.S.A., Theravance Biopharma, and UCB Inc.
Stock shareholder (directly purchased)—Exact Sciences Corporation

Millie D. Long, MD, MPH, reports the following 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.

PEER REVIEWERS

Rebecca Vargas -Jackson, MD —no disclosures to report
Albert Eubanks, Jr., RN —no disclosures to report

CMEO STAFF/PLANNERS

Chelsey Goins, PhD —no disclosures to report

Nichole Lainhart —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

All identified conflicts of interest have been mitigated.

CME OUTFITTERS (%)
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Faculty of this  CME/CE activity may include discussions of products or devices that are not currently labeled for use by the U.S. Food
and Drug Administration (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. CME Oultfitters LLC the faculty,
planners, and reviewers do not endorse the use of any product outside of the FDA labeled indications. Medical professionals should not
utilize the procedures, products, or diagnosis techniques discussed during this activity without evaluation of their patient for
contraindications or dangers of use.

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 https://www.cmeoutfitters.com/technical-

requirements/.

CME OUTFITTERS &
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Credit Information

N
A

JOINTLY ACCREDITED PROVIDER™

INTERPROFESSIONAL CONTINUING EDUCATION

Physicians (ACCME)

Jointly Accredited Provider

In support of improving patient care, CME Oultfitters LLC is jointly accredited by the Accreditation Council for
Continuing 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.

CME Outfitters LLC designates this live activity for a maximum of 1.5 AMA PRA Category 1 Credit(s)™. Physicians should claim only
the credit commensurate with the extent of their participation in the activity.

g

H]

ABIM B
ACCREDITED

Nurses (ANCC)

Royal College of Physicians

Through an agreement between the Accreditation Council for Continuing Medical Education and the Royal
College of Physicians and Surgeons of Canada, medical practitioners participating in the Royal College
MOC Program may record completion of accredited activities registered under the ACCME’s “CME in
Support of MOC” program in Section 3 of the Royal College’s MOC Program.

ABIM MOC

Successful completion of this CME activity, which includes participation in the evaluation component,
enables the participant to earn up to 1.5 medical knowledge MOC points in the American Board of Internal
Medicine's (ABIM) Maintenance of Certification (MOC) program. Participants will earn MOC points
equivalent to the amount of CME credits claimed for the activity. It is the CME activity provider's
responsibility to submit participant completion information to ACCME for the purpose of granting ABIM
MOC credit.

This activity is designated for 1.5 contact hours.

California Residents: Provider approved by the California Board of Registered Nursing, Provider # CEP 15510, for 1.5 Contact Hours.

B
CME .. MIPS

IMPROVEMENT ACTIVITY

Certificate of Participation

Physician Associates (AAPA)

CME Ouitfitters, LLC, has been authorized by the American Academy of PAs (AAPA) to award AAPA
Category 1 CME credit for activities planned in accordance with AAPA CME Criteria. This activity is
designated for 1.5 AAPA Category 1 CME credits. PAs should only claim credit commensurate with the
extent of their participation.

MIPS

&RPSOHWLRQ RI WKLY DFFUHGLWHG &0(xDFWEFUWG IPWH® \6 DNV KW \HRYHA#FX
Improvement Program (IA_PSPA_28) for the Merit-based Incentive Payment Program (MIPS). Clinicians

should submit their improvement activities by attestation via the CMS Quality Payment Program website.

This activity was certified for a maximum of 1.5 AMA PRA Category 1 Credit(s)™.

CME OUTFITTERS &
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THE FORCE'AWAKENS

Unlocking the Potential of IL-23—-Targeted

Theraples in the Treatment of IBD

INFENPRDIFESSIONAL

In support of improving patient care, CME Outfitters LLC
is jointly accredited by the Accreditation Council for

Continuing 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.

CME (4
CME OQutfitters LLC designates this enduring Through an agreement between the Accreditation
Physicians material for a maximum of 1.5 AMA PRA Council for Continuing Medical Education and the
(ACGME)  Category 1 Credit(s)™. Physicians should # Royal College of Physicians and Surgeons of
1 claim only the credit commensurate with the 2 Canada, medical practitioners participating in the
extent of their participation in the activity Royal Co nege MOC Program may record
activities

under lheACCV‘[s CME in Support of MOC"

This activity is designated for 1.5 contact program in Section 3 of the Royal College's MOC

. Pl Program
(A‘}'Eecﬁ California residents: provider approved by the Completion of this accredited CME awwly meets
California Board of Registered Nursing the expectations of an Accrediled Safety o
Provider # CEP 15510, for 1.5 Contact Hours e Quality Improvement Program (1A_PSPA 28) for
CME - MIPS  the Merit-based Incentive Payment Program
(MIPS). Clinicians should submit their
improvement activities by attestation via the CMS
CME Outfitters LLC has been autharized by Quality Payment Program website
the American Academy of PAs (AAPA) to
. award AAPA Category 1 CME credit for Successful completion of this CME act\vllv which
" #PA activities planned in accordance with AAPA includes participation in the evaluati
i CME Criteria. This activity is designated for component, enables the pamclpant to eam up to
e 1’5 AAPA Category 1 CME credits Approval 1.5MCC points in the American Board of Internal

Medicine's (ABIM) Maintenance of Certification

is valid until expiration date. PAs should only

claim credit commensurate with the extent of - (MOC) program It isthe CME activity provider's

their participation responsibility to submit participant completion
information to ACCME for the purpose of granting
ABIM MOC credit

CMED)

This activity may include discussions of products or

devices that are not currently labeled for use by the
U.S. Food and Drug Administration (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.

CME OUTFITTERS (%)
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To Ask a Question

To submit a question, please

go to the Ask Question tab at
the bottom of the screen.

Miguel Regueiro, MD (moderator)

Chief, Digestive Disease Institute
Professor in the Department of Medicine

Cleveland Clinic Lerner College of Medicine
of Case Western Reserve University

Cleveland, Ohio

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, lllinois

Edward V. Loftus, Jr., MD

Maxine and Jack Zarrow Family Professor
of Gastroenterology Specifically in I1BD:
Division of Gastroenterology and Hepatology

Mayo Clinic College of Medicine and Science
Co-Director, Advanced Inflammatory Bowel
Disease Feflowship

Mayo Graduate School of Medicine
Rochester, Minnesota

CME OUTFITTERS (%)
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Millie D. Long, MD, MPH

Professor of Medicine
Chief, Division of Gastroenterology

and Hepatology

Department of Medicine
University of North Carolina

Chapel Hill, North Carolina

Disclosures

Miguel Regueiro, MD, reports the following financial relationships:

Consultant—AbbVie Inc., Amgen Inc., Boehringer Ingelheim, Bristol Myers Squibb Gompany, Celgene Camporation, Genentech Inc
Gilead SciencesInc., Janssen Phamaceuticals Inc., Lilly, Pfizer Inc., Prometheus Biosciences Inc., Salix Pharmaceuticals, Takeda
Pharmaceuticals U.S.A. Inc., and UCB Inc

Marita Kametas, MSN, APN, FNP-BC, CMSRN, COCN, reports the following financial relationships:
Advisory board—Lilly and Pfizer Inc

Consultant—TKG Therapeutics Inc.

Grants—Gl| Research Foundation

Speakers bureau—AbbVYie Inc., Janssen Pharmaceuticals Inc_, and Pfizer Inc.
Edward V. Loftus, Jr., MD, reports the following financial relationships

Advisory board—Lilly and Morphic Therapeutic Inc

Consultant—AbbVie Inc.. Alvotech, Amgen Inc., Arena Pharmaceuticals Inc., Astellas Pharma Inc., Avalo Therapeutics Inc.,
Boehringer Ingelheim, Bristol Myers Squibb Company, Celltrion Inc., Fresenius Kabi; Genentech Inc., Gilead Sciences Inc.,
GlaxoSmithKline, Gossamer Bio, lterative Health, Janssen Pharmaceuticals Inc., Ono Pharma USA Inc., Protagonist Therapeutics
Inc., Sun. Pharma, Surrozen, Takeda Pharmaceuticals U.SA, TR1X Bio, and UCB Inc

Grants—AbbVie Inc., AstraZeneca, Bristol Myers Squibb Company, Celgene Corporation/Receptos Inc., Genentech Inc., Gilead
Sciences Inc., Janssen Pharmaceuticals Inc., Takeda Pharmaceuticals U S A, Theravance Biopharma, and UCB Inc

Stack (directly. Exact Sciences
Millie D. Long, MD, MPH, reports the following financial relationships

Consttant—AbbVie Inc , Bristol Myers Squibb Company, Intercept Pharmaceuticals Inc , Janssen Pharmaceuticals Inc., Lilly, Pfizer
Inc., Prometheus Biosciences Inc., Takeda Pharmaceuticals U SA. Inc, and Target RWE

Research suppori—Lilly, Ffizer Inc., and Takeda Pharmaceuticals U.S.A. Inc. CME(T

Disclosures

The following individuals have no financial relationships to disclose:
- Rebecca Vargas Jackson, MD (peer reviewer)
Albert Eubanks, Jr., RN (peer reviewer)

Chelsey Goins, PhD (planning committes)
Nichole Lainhart (planning committee)

Scott J. Hershman, MD, FACEHP, CHCP (planning committee)
Sandra Caballero, PharmD (planning committee)
Sharon Tordoff (planning commitiee)

All identified conflicts of interest have been mitigated.
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Differentiate IL-23

binding among the
IL-23p19-targeted
therapies

'LEARNING
OBJECTIVE _

Evaluate the safety

and efficacy of IL-

23p19-targeted
therapies available
for the treatment of

IBD

ow
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A
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Incorporate IL-

23p19-targeted
therapies into the

multidisciplinary
management of

appropriate
patients with IBD

'LEARNING
OBJECTIVE _

What factors most heavily influence your selection of

therapy for IBD? (Please pick your top 3.)

Treatment mechanism of action

Clinical trial safety/efficacy data
Severity of disease

Patient preference
Route/ease of administration

Experience with a particular treatment

SME®
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Navigating the IL-23/Th17 Pathway "

and the Role of IL-23 Inhibitors in'IBD -

Why Target IL-23'in IBD?~ ___

Inhibition of IL-23
Decreases mucosal inflammation
Improves epithelial barrier integrity

Suppresses gut inflammation in T-cell mediated colitis
Anti—IL-23 therapy preserves protective IL-17 gut functions

Animal models of IL-17 blockade—mixed results
Trials of anti-IL-17A/IL-17A receptor antagonists in IBD resulted in
worse outcomes vs placebo

CME(®)
Role of Th17 and IL-17
Pathogenic and Protective Immunity
i\ .S N A i
f:‘ L o . - / \‘ o
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Importance of Fcy Receptors and CD64 Receptors

+ Fey receptors—
surface receptors on Trpel Typell

immune cells that o "y‘f‘ ) ‘ﬁ i qk
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Differences between IL-23p19 Antibodies
Guselkumab (GUS) and Risankizumab (RZB)

+ GUS and RZB are monoclonal

antibodies (mAbs) that selectively GuUS

target the p19 subunit of IL-23 23
+ Both have shown efficacy in the b

treatment of inflammatory bowel Antigen-

diseases Fcognson

domain ativel

+ GUS and RZB have differences in the
Fc region that affect binding to Fc-
gamma receptors

GUS is a fully human IgG1 with a native

Fc domain v

Fully human
1gG1

: ¢ At 7
Fc region, which allows binding to CD64 e E;E
19

RZB is a humanized IgG1 processing a
mutated LALA Fc region intended to

diminish binding to FCyRs

Differences between IL-23p19 Antlbodles

Mirikizumab MiRI)

Mirikizumab mAb * Humanized 1gG4 mAb that
stabilizing selectively binds to the p19 subunit
e of human IL-23 cytokine and
_ inhibits its interaction with the IL-23
= receptor
e + The Fc domain of MIRI was
= modified to significantly reduce
.bzaLu'T FcyR binding and interaction
SUul VIR, Antl Ther. 2024,7{2). 132156 CME(S)
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In Vitro Evaluations of CD64 and IL-23 Binding
GUS and RZB
Quantitation of mAb MFI and IL-23 MF| in intracellular compartments of CD84+ inflammatory
macrophages following treatment with IL-23p19 mAbs and IL-23
‘Quantitation of intracellular mAb Quantitation of intracellular |L.23
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In Vitro Eyal_uéti*é‘hs of CD64and IL:-2-§__Bi'n'aing
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Warp Speed Ahead

Integrating Novel IL-23p19 Inhibitors

into Clinical Practice

Case 1: Maya H

( | Maya H. is a 31-year-old woman who presents
:@! with changes in bowel habits, including more

— than 6 stools per day with rectal bleeding and ==}
abdominal pain. e 7
| Exam findings
+ Colonoscopy. Mayo 2 with active disease up ,-"
to 60 cm -

+ Calprotectin: 679 pg/mg

+ CRP: 11.6 mg/L

' Diagnosis: moderately active ulcerative colitis

She is initially treated with mesalamine but experiences no
! improvement in symptoms. CMED

patient?

Mesalamine + budesonide

TNF inhibitor
Vedolizumab
Ustekinumab

E. IL-23p19 inhibitor
F. S1P modulator

JAK inhibitor
I’'m not sure

JSMED)
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Mirikizumab-Induction in UCZ
LUCENT-1
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Guselkumab-Induction in U

QUASAR Phase 1l Week 12 Enapoints=—

E ¥ Endpaint
£
z
] a1
i
5 m A
= a1s
5
ﬁ” as
: 0 0 =0
2.
A
5
£ | IES
Cinicd Remission  Symptomaic Ranessica  Clalca Respansa Enoscopic Histologic-Endoscopic
LR Improvement.
®Plucubo (0-20) 8 Gusulkurmst 200 g {n-421)
8 a5l RES ol 0, énd 8 E

CME(D)

Guselkumab-MaintenanceinuC

QUASAR Phase !l Week 44 Endpojnts :

Proportion (95% C1) of Patients (%)

Emdoscope  HsoEndsscope  Endoswpic  (3DQRemsson  Fatgue Response
Ramiman Inproverent Uscami Nermazsten
Improvemert

[ Piacebo (GUS withdrawal, N=190) [ GUS 100 mg SC 08w (N=188) [l GUS 200 mg Q4w (N=190)

randomized patients with an MMS of 5-9 at induct o received at least one maintenance study treatment dose.

F5025.405(10472):33-43 JEMECH

Subcutaneous Guselkumabinductionin UC*
ASTRO Phaseiil Week 12 Endpoifﬁs

Proportion (1% CI)o Fariperts (%)

0

nN= 9133 77279 29139 1430279 18139 1047279  48A39 183278 15139 85279
Clinical remission P ramission E Clinical rasponse HEMI

®Placebo SC W GUS 400 mg SC Q4W

Outcome, n (%)

(n=289)
TEAEs 184 (63.7)
AEs of special interest
Infections (all) 87 (30.1)
Infections (serious) 3(10)
Cerebrocardiovascular events 2(0.7)
Malignancies 0(0)
Immediate hypersensitivity reaction 4(14)
Injection site reactions 16(5.5)
Death 0(0)
Discontinuation due to AE 8(28)

JLMED

CME OUTFITTERS
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Risankizumab Safety in UC

rough Week 522

Any AE 399 (228.1) 399 (215.2) 406 (234.0)

AE related to COVID-19 26(16.0) 21(113) 29(167)
AE with reas onable possibility of being drug related® 75 (42.9) 85 (45.9) 61(3652)
Severe AE 14 (8.0) 3(16) 7(4.0)
Serious AE 20(114) 11(5.9) 11 (6.3)

AE leading to discontinuation of study drug 423 5(27) 5(29)

All deaths 0 0 1(06)8
Serious infectionsd 423 2(11) 1(0.6)
Infusion/injection sita reactions® 3(17) 14(7.6) 10(5.8)

uc

Any AE 59({062) 45 (44 6) 53 (49 5) 08 (47 1)
AE within 1 hour of infusion 2{1.9) 24{20) 0 2{1.0)
Serlous AE G{5.7) 10100 3(28) 413
Death [} 0 a 4]
Discontinuation for AE 3(29) 1010) 0 1{05)
Malignancy a i o 0
Infection 13(12.4) 14 (13.9) 10 (2.3} 24(11.5)
Serious infection 2{1.9) [} 0 (1]
Birudel L - 20 457 CME,N

IL-23 Inhibitors

History of Safetyin PSO Phase Hl Studies

Guselkumab

(n=494)
Any AE 378 (68.0) 235 (47.6) 285 (47.7)
Serious AE 8(1.4) 8(1.6) 13(22)
Severe AE NA NA 13(22)
AE leading to discontinuation 8(14 7(14) 3(05)
Death 2(04) NA 1(02)
Nasopharyngitis 55(9.9) 35(71) NA
Upper respiratory infection 35(6.3) 16(32) 28(47)
Psoriasis NA NA 0(0)
Injection-site reaction 22(4.0) NA NA
Severe infection 12(22) 1(0.2) 4(0.7)

T matol. 2021-22 192 ‘CME_G}

AGA Living Guidelines on Treatment

of Moderateto Severe UC = —

Advanced Therapy-naive Patients (first-line therapy)
SUGGEST using a HIGHER efficacy or efficacy medication rather than a
lower efficacy medication. {Conditional recomynendation, low certainty of evidencs)

HIG EFFICACY MEDICATIO infliximab, vedolizumab, ozanimod,
etrasimod, upadacitinib®, risankizumab, guselkumab
golimumab, ustekinumah,

tofacitinib*, filgotinib®, mirikizumab
LOWER EFFICACY MEDICATIONS: adalimumab

The FOA lzbel recommends e use of LS orly in patients wilh prio failars e intalzrance to THF antagorists. Flgoting is nel availabe for use

in taa United Statas

CMED)

CME OUTFITTERS
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™ Now, what treatment would you sugest for

our patient, Maya?

A. Mesalamine + budesonide

E. TNF inhibitor
C. Vedolizumab

0. Ustekinumab
IL-23p19Q inhibitor
S1P modulator

M m

JAK inhibitor
I'm not sure CME(T)

a el |

Managing biologic-naive
ulcerative colitis

Case 2: Cassie L

[

:_ Cassie L. is a 26-year-old woman who was
@@ initially diagnosed with UC at 17 years.

\J_?C weekly, but has experienced several flare-ups in

’_] She is currently being treated with adalimumab
the past year, including 2 hospitalizations.

—

stools each day with fecal urgency that has

’ ‘ Her symptoms include multiple loose, bloody
D impacted her social and work life.

CHMED

¥ What would you do next?

A. Add prednisone to current treatment

E. Switch to infliximab
C. Switch to vedolizumab

[, Switch to ustekinumab
E. Switch to IL-23p19 inhibitor
F. Switch to S1P modulator

Switch to JAK inhibitor
H. I'm not sure ME)

CME OUTFITTERS &
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When to Switch Therapies
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AGA Living Guidelines on Treatment

of Moderateto Severe UC

Prior Exposure to One or More Advanced Therapies, Particularly TNF Antagonists
SUGGEST using a HIGHER efficacy or efficacy medication rather than a

lower eﬁ'\cacy medlcat\on (Cundmonaf recommendation, low certainty of evidence)
D : tofacitinib, upadacitinib, ustekinumab

o
mirikizumab, risankizumab,
guselkumab
| LOWER EFFICACY MEDICATIONS: adalimumab, vedolizumab, ozanimod,
v etrasimod

CME(H)

Now, what treatment would you sugest for

our patient, Maya?

A. Mesalamine + budesonide
5. TNF inhibitor
C. Vedolizumab

0. Ustekinumab
IL-23p19Q inhibitor
S1P modulator

m m

JAK inhibitor
I'm not sure CME(D)

a el |

Managmg biologic-
experienced ulcerative

colitis

Case 3: Ronald P

[

[ | Ronald P. is a 53-year-old man with a history of type 2
(5 diabetes who was encouraged by his wife to come in for
—— an exam after experiencing several worrying symptoms

over the past 3 months, including abdominal pain and
cramping, =5 loose stools per day with occasional blood,
and weight loss of 12 pounds.

s: elevated CRP and ESR, stools negative for
infectious or enteric pathogens
: thickening of the terminal ileum with evidence

of mesentenc fat stranding
y: patchy areas of inflammation with
ulceratfon and cobble stoning in the terminal ileum,

consistent with Crohn's disease

CHMED

CME OUTFITTERS &
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? How would you treat this patient?
B

A. Budesonide

E. Mesalamine
C. Vedolizumab

D. Anti-TNF
E. IL-23p19 inhibitor

F. I'm not sure

SME®

Early Effective
Advanced i ! Ly
Therapy Predicts |
CD Outcomes o
ég 0% avice
+ Median of 12 days (IQR B —
0-191) from time of
diagnosis to enroliment
and start GCC (-2 weeks o
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randomization and first ;
dose of infliximab
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CME)

CME OUTFITTERS



Livestream: The Force Awakens—Unlocking the Potential of IL-23-Targeted Therapies in the Treatment of IBD

RZB vs UST-in Patients with- €D
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GUS vs UST in CD at 12 Weeks
GALAXI-1
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GRAVITI Study~ 4

Subcutaneous-GUS-in CD Week 24-and 48

Propotion (5% CI) of

Overal population Bionawe
(muttiplicity-controled)

8 Fi3ce0SC = BUS 400 mg SC04W 100 mg SC OBW #GUS 400 5C 0

CME()

Aligning on Treatment Goals with Patients

Provider Goals

« Early remission of
symptoms
» Durability of remission

+ Safe and efficacious
+ Clinical respanse
+ Serologic response

« Convenient regimen
« Side effect profile

+ Endoscopic response

Patient in a rapid and
durable remission on a safe

and convenient regimen

MEE

/

+ Right dose of the right
medication at the right time
to capture adeguate
response

goals during the
treatment salection
* Lean into immediate goals
ympkom management

decision-making

O
o H} =i ang-term goals to
pr complications in the
future

Team-based
Approach

for the
Management
of IBD

Nurse, WP PA

Digtakian

CME(D)
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Now, how would you manage Ronald?

Budesonide

<. Mesalamine
C. Vedolizumab

D. Anti-TNF
E. IL-23p19 inhibitor

F. I'm not sure

SME®

L |

Managing biologic-naive
Crohn’s disease

Case 4: Clara J.

Crohn's disease that has been successfully managed

"_“. Clara J. is a 43-year-old woman with a history of
\®D) yith infliximab for the past 3 years.

In recent months, symptoms of her CD have returned,
including weight loss, bloody stools, and cramping,

and imaging reveals active disease. Testing reveals a
therapeutic infliximab level of 12 ug/mL.

| She has a family history of cardiovascular disease and

last summer experienced a deep vein thrombosis
(DVT) and would like to take this into consideration
" when selecting her next treatment option.

MEE

) What treatment would you recommend?

Increase dose of infliximab

<. Switch to another TNFi
C. Switch to vedolizumab

D. Start IL-23p19 inhibitor
£. Start a JAK inhibitor

F. I'm not sure

SME®

CME OUTFITTERS (%)
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How Do We PutJogether the Puzzle

of Therapy Selection?

DRUG PATIENT

Individual Che

Indication Age
Rapidity of onset Stages of disease
Durability Comorbidities and other

Pharmacokinetics/TDM
Combination vs monatherapy
Positioning and sequence

inflammatory conditions
Preferences
Access to treatment

Disease Characteristics

CDvsUC
Disease behavior/complication
Disease severity

Safety

Infection

Cancer Early vs late
Specific concerns by agent or ElMs
mechanism Treatment history

DM, therapeutic

Safety of IL-23p19 Inhib_itofs.in CD

Adverse Event “i""iﬂ‘:g;g
AEs 210 (56%) 495 (78.6%) 458 (77.0%)
Serlous AEs 27 (7%) 85 (11.5%) 53 (8.9%)
Discontinuation due to AE 9 (2%) 32(5.1) 40 (8.7%)
Serious infections 0 14 (2.2%) 4(0.6%)

Population
DRUGS @ R
- Anti-1.23 | -
- Anti L1223 é‘ T
-Anb THF-o 7 B8 Ly
& e w
DISEASE STATES INCREASED RISK OF MACE Mo diference
+ IR0 * ANIHIL- 12023 or 315 (erl1.C 5) In magnitce
i ‘:?sb}lf-l}:: s . P:hm’:_sis,-nsmiatic - Anfi-THE-T o 2 49 {erl- 1 145 67) ELm{fé:ﬂ;
i CT, 4 cohor al is - COH 2 g s 2 LT
e i - Ahaumed aris S DR 2,54 (erl 1.26-5.90) ”:m i b
- - - Ankylosi it stale
Ankylasing spandlits (© 'O MCREASED RISK OF MACE
* ANHIL-2 07 2.65 (erL0.85-10.03)

CMEC:

ufacturer was mandated to col

k of cancer, CV events, and s

Prospective, phase 3b-4, randoi

Dose-dependent

safety signals for 4362 enrolled
a number of : Tofacitinib 5 mg bid
AESIsd tothe | | *ActiveRA memolrexate g
approval of ot Tofacitinib 10 mg bid + bt el
tofacitinib 5 mg 250 years — methotrexate -MACE
bid only for use +21 CVrisk - Malignancy
n RA factor or

9 > -5 years

~4,000 patients of a least 1,500 patients completing 3 vears of folow-up were required 1o achieve prespecified numBer of events:
103 MACES (including cardevascular death, nonfatal M. and nonfatal stroke) and 138 malignancies (exchiding NI SCs)

or adverse cardiac event

CME OUTFITTERS
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+ On methotrexate (MTX) without adequate symptom control and 250
years old and =1 CV risk factor:
Current cigarette smoker, hypertension, diabetes mellitus, high-

ORAL Surveillance
Adjudicated MACE

density lipoprotein <40 mag/dL

H/Q coronary artery disease, H/O premature CVD or sudden

death in first-degree relative
Extra-articular disease associated with RA

IR (95% CI)
HR (85% CI) for Tofa vs TNF blacker

Tofacitinib 5 mg ~ Tofacitinib 10 mg

Tofacitinib Doses

091 (0.67-121)
1.24 (0.81-181)

1.05 (0.78-1.38)
1.43 (0.94-2.18)

098 (0.79-1.19)

TNF Blocker
Combi %
(N=1,455) (N=1,456) H=2.811) Laniial
Patient with 1st event within risk period, n (%) 47 (3.23) 51(3.50) 98 (3.37) 37 (2.55)
Total exposure (PY) 5,166.32 4,871.96 10,038.28 5,045.27

0.73 (0.52-1.01)

Honinfestority margin
] HR (95% CI) _ror primary companson
Tofacitinib
Doses Ebiied - TNF Blocker 133091134
0 0z ws o8 o8 1 1z 11 18 T o1 IPARISON

Risk higher or THF blocker

Risk higher for Tofaciinib

ORAL Surveillance Stratified by High' RISk Vs Low Risk

Impact of Age and=Smoking

A Age 268 years or Ever smoked (High-isk) ) Age <65 yvars and Never smoked (Low-risk)
Tofacitinib (N=1895) vs TNFi (N=626) Tofacitinib (N=1016) vs TNFi (N=525)
IR difference  Interaction NNH (FY)
HR vs TNFi (95% CI) n %) IR (95% CI) PY  vsTNFI(85%Cl  palue  vs TNFi
Malignancies e 15(105.20) 12(4%) 148(121,100) 69062 05300098 19
(excl NMSC) b— 116(053,255) 20(20%) 051(031.079) 39170 0.07(0.30,043) 1485
e 141(083,215) B3I(44%) 131(1.04.162) 63408 038 (:0.06,082) 202
MACE 0173
. 0.08(0.42,231) 15(15%) 041(0.23,067) 36075 -0.01(037,0.34) 8802
Myocardial 1—a— 192002400) 3B(18%) 0550076 6098 025000052 o are
infarction —Of O.T8(0.13,465) 3(0.3%) 008(0.02024) 37120 -0.02(-0.19,0.15) 4369
A—e 519(186,1446) 42(22%) 067(048,090) 63074 054 (0.30.0.78) 18
VTE 0002
- O + 0.77(0.28,217) 9(0.98%) 026(0.11,047) 36867 -0.07(0.37,023) 4
All-cause Ll 224(120,4.19) 55(29%) 086(065 1.12) 63843 0.48(0.17,0.80) e 208
death pa—, 105(036,307) 10(1.0%) 027(0.13,050) 36824 001(-0.27,029) 9888
er CME(F)

ORAL Surveillance R
Stratified by High -
Risk vs Low Risk Toon
Impact of Age and :
Smoking on Mortality a - e

Ag years and smoking

play a major role in risk of
cardiovascular side eff
tofacitinib vs TNF inhibitors

of

Now, what treatment would you recommend

for Clara?

Increase dose of infliximab

E. Switch to another TNFi
~. Switch to vedolizumab

D. Start IL-23p19 inhibitor
£. Start a JAK inhibitor

F. I'm not sure

CME
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Want to learn more?
Consider th is CME Outfitter s program !
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