CO1381
Upadacitinib in Moderate-to-Severe Crohn's Disease (CD): A Systematic Review of Remission Outcomes In

Adults with Inadeguate Response or Intolerance to Biologic Drugs
Yashaswee Sirumalla M Pharm?, Naga Lakshmi Yedduri M Pharm?!, Immaculate Nevis MBBS, MSc, MBA, PhD?

1ICON plc, Bangalore, KA, India, 2ICON plc, Blue Bell, PA, USA

Limitations

Introduction Results Results contd.

Methods contd.

Patients reporting
Cs-Free remission

Total N %

« Crohn's disease (CD) is a chronic inflammatory bowel condition « Outcomes of interest and their definitions are presented below:
characterized by inflammation in the digestive tract, potentially
affecting any part of it. Typically, it impacts the small intestine and the

« Four trials reported stool frequency (SF)- abdominal pain score (APS) « The review comprised two induction trials: U-EXCEL (conducted from
clinical remission. December 2017 to January 2022) and U-EXCEED (conducted from
November 2017 to August 2021), along with one ongoing

Intervention

Primary Outcome Definition

beginning of the Iarge Intestine. o _ o U-EXCEED: Upadacitinib 45 mg QD 108 34.30% * From weeks 12 to 52, SF-APS clinical remission was noted in 33.3% maintenance trial, U-ENDURE (Commenced in March 2018)
Cs-Free remission Cs-Free remission among patients receiving NCT033 458?;6 12 weeks to 46.8% of patients who received upadacitinib treatment.

« Symptoms vary based on the location and severity of inflammation glucocorticoids at baseline PlEEDSE e DL 0% | N o « Although the CELEST study reported results for both induction and
and commonly include diarrhea, abdominal cramping, stomach pain, - Upadacitinib 15 mg QD 63 39.70% * Whereas placebo arm achieved SF-APS clinical remission among 9% maintenance phases, only the induction phase results were
and weight loss. Secondary Outcome Definition U ENDURE; Upadacitinib 30 mg QD | 52 weeks 63 39.70% to 14.4% of patients considered due to the unavailability of subgroup data. The remission

S S ] e P — NCT03345823 E— o1 2900 outcomes reported in the review primarily focused on induction phase
 Treatment options for newly diagnosed CD include anti-tumor @linlice! Alligz] remissie weks Biiiee! e @ ElEEleg 0P SF-APS CLINICAL REMISSION results, except for those from the U-ENDURE trial.
necrosis factor (TNF) agents (like infliximab, adalimumab, JEAmEEtol score of less than 150 CELEST: Upadacitinib 24 mg BID 6 Wk 15 13.3%
- - - - weeks : 30%
certolizumab), corticosteroids (Cs), immunomodulators, or a Simplified Endoscopic Score for CD (SES-CD)<=4 NCT02365649 Placebo 13 0 EEst 29

combination of these drugs. However, high relapse rates pose a Endoscopic remission | and >=2-point reduction from baseline score, with

Conclusions

significant concern. no subscore >1 *time point means time at which outcomes were measured U-EXCEED -
« Novel drugs targeting integrins or pro-inflammatory cytokines involved . Average daily very soft/liquid stool frequency [SF] Cs-Free-remission e . L . . . . .
in CD's pathogenesis, such as vedolizumab, ustekinumab, or SF'AP.S gllnlcal <=2.8 and abdominal pain score [AP] <=1 and While upadacitinib demonstrated SUpETior efﬂcacy " ac_hlevmg remission
remission both not worse than baseline compared to a placebo, additional trials involving active drug

risankizumab, aim to prevent disease recurrence.

U-EXCEL - 46.80%

CELEST - 9.10%
14.00%

comparators currently available in the market are necessary to establish
its effectiveness in CD patients with inadequate response or intolerance
to biologics.

« In 2023, the FDA approved the first orally administered product
Rinvoq (upadacitinib) for adults with moderate-to-severe CD who
exhibit an inadequate response or intolerance to one or more anti-

Abbreviations: APS - Abdominal pain score; CDAI - Crohn's Disease Activity Index; Cs -
Corticosteroid; SES-CD - Simplified Endoscopic Score for CD; SF - Stool frequency

TNF agents. - Two authors independently assessed the eligibility of search results e Results contd.
 We aimed to evaluate the remission outcomes, particularly Cs-free and conference abstracts using pre-defined criteria. U-EXCEL - PR
. PTI . - : _ _ ' ' e . Sedda S, Bevivino G, Monteleone G. Targeting IL-23 in Crohn’s disease. Expert Review of
re_mls(,:s[l?n hqf hupadacglnlb n anltll TNF ;llera{ay e>t<per|enced patients - Data were extracted into Microsoft® Excel spreadsheet by one Clinical Immunology. 2018 Nov 2;14(11):907-13.
wi which can reauce overail cost ot treatment. reviewer as dichotomous outcomes (i.e., remission or no remission). e

14.40%

Ghosh S, Feagan BG, Parra RS, Lopes S, Steinlauf AF, Kakuta Y, Joshi N, Lee WJ, Remple V,
Lacerda AP, Zhou Q. Tul1744 UPADACITINIB IMPROVED FATIGUE AND HEALTH-RELATED

Extracted data were reviewed by an independent author.

: : : : : : CELEST - UP U-EXCEED -UP  U-ENDURE - UP CELEST - PB U-ENDURE - PB U-EXCEED - PB Abbreviations: PB - Placebo; UP - Upadacitinib QUALITY OF LIFE IN PATIENTS WITH MODERATELY TO SEVERELY ACTIVE CROHN'S DISEASE:
Obj ectives « Efficacy was assessed according to the proportion of patients Abbreviations: PB - Placeba: UP - Unadacitinb RESULTS FROM INDUCTION AND MAINTENANCE PHASE 3 TRIALS. Gastroenterology. 2023
achieving remission in induction or maintenance trials with respect to reviations: P - Placebo; L - Upadacitini May 1;164(6):S-1106.
dose and dosing schedule of active therapy and placebo. * Three ftrials reported endoscopic remission in 28.6% vs 5.5% , o | | .
. Similarly, upadacitinib demonstrated favorable Secondary outcomes dacitinib | b ¢ Kk 52 to 34.6% 3 5/ dacitinib . Loftgs Jr EV, Panés J, Lacerda AP, Peyrln-BlroqueF L F)Haeps G, Panagmone R, Reinisch W,
upadacitinib vs placebo) at wee 0 34.6% vs 3.5% (upadacitini Louis E. Chen M. Nakase H. B 1 Unadaciinib induct 4 maint N f
The aim of this systematic review was to assess upadacitinib's efficacy in - - - - - compared to the placebo ouis =, Lhen I, Naxase H, Begun J. Lpadaciiinib Induction and maintenance therapy for
_ _  Two independent reviewers assessed bias using the Cochrane risk- P P : vs placebo) at week 12. Crohn’s disease. New England Journal of Medicine. 2023 May 25:388(21):1966-80.
adults with moderate-to-severe CD who had an inadequate response or of-bias tool for randomized trials (RoB 2). banes 1. Loftus 3 E. Lacerda A PevinBiroulet L D'H - R Reiniech W
intolerance to one or more biologic drugs.  Four trials documented clinical remission based on the Crohn's anes J, Loltus Jr &, Lacerda A, beyrin-Blrouet L, DHaens &, Panaccione R, Reinisch W,

Louis E, Chen M, Nakase H, Begun J. S37 efficacy and safety of upadacitinio maintenance
therapy in patients with moderately to severely active Crohn’s disease: U-ENDURE phase 3
results. Official journal of the American College of Gastroenterology| ACG. 2022 Dec 1;117:S10.

Disease Activity Index (CDAI), showing remission rates ranging from
31% at week 16 to 47.6% at week 52 among those treated with
upadacitinib.

« All the disagreements were resolved through consensus Patients achieving remission outcomes, %

. Panés J, Edward V. Loftus, Ana Lacerda, Laurent Peyrin- Biroulet, Geert D’Haens, Remo
Panaccione, Walter Reinisch, Edouard Louis, Minhu Chen, Hiroshi Nakase, Jakob Begun, Brigid
S. Boland, Jianzhong Liu, Elena Dubcenco, Mohamed-Eslam F. Mohamed, Tian Feng, Jean-
Frederic Colombel.114 - EFFICACY AND SAFETY OF UPADACITINIB MAINTENANCE THERAPY
IN PATIENTS WITH MODERATELY TO SEVERELY ACTIVE CROHN’S DISEASE: RESULTS FROM A
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Methods

* While 15% to 21% of patients achieved CDAI remission at week 12.

RERIES

« Electronic searches were conducted in OVID MEDLINE® (1946 to CDAI CLINICAL REMISSION U-EXCEED; Uff? (rjnagc Igrgb 324 SR e sgﬁzzhﬁgESDugg::riin?: _ZE)I;C[’: UPRaZ;\A QI1N4:5ENANCE TN, Gestioenierologia v Hepatoge
_ ’ 12 weeks ’ ’ ’ '
December 2023), OVID EMBASE® (1974 to December 2023), and + 205 records were obtained from the searches across all databases. R A E— oo o T o Peyrin-Biroulet L, Parkes G, Rodriguez C, Siffledeen J, Wright J, Broide E, Ford S, Lacerda AP,
google scholar. Of them 196 were excluded due to various reasons. Oomen J, Garrison A, Berg S. OP16 Endoscopic and clinical outcomes of upadacitinib in
Upadacitinib 169 37 30% 35.50% 19.10% patients with moderately to severely active Crohn’s disease by number and type of prior
« Clinicaltrials.gov was also searched for recently completed trials or - Finally, nine studies were included reporting four unique RCTs. J-EXCEED - UP 39% 15 mg QD ' ' ' biologics. Journal of Crohn's and Colitis. 2023 Feb 1;17(Supplement_1):i20-2.
supplementary data for potentially eligible RCTs. BRSNS Upadacitinib 52 weeks Schreiber SW, Lim A, Lacerda AP, Allegretti JR, Watanabe K, Lukin D, Dubenco E, Ford S,
_ _ « Four RCTs with sample sizes ranging from 36 to 502 were extracted. U-EXCEL - UP NCTO3345823 5 mg QD 168 47.60%  46.40%  28.60% Oomen J, Zhou Q, Liu J. P630 Upadacitinib improves clinical outcomes in patients with
 Furthermore, conference proceedings such as American College of moderate to severely active Crohn’s disease irrespective of previous failure to respond to
Gastroenterology, Digestive Diseases Week, and United European . All the trials were placebo controlled. U-ENDURE - UP 489% Placebo 165 15.10%  14.40%  5.50% biologics or conventional therapies. Journal of Crohn's and Colitis. 2023 Feb
Gastroenterology Week spanning from 2019 to 2023 to pinpoint trials o 1;17(Supplement_1):i759-62.
: : : Upadacitinib 0 0 o _
exclusively published in abstract format. - Three trials reported primary outcome — Cs-free remission. e U EXCEL,; 45mgQD 15 weeks B gangblorn k\)/vlJ,JFFeafan_ B(jb Loglrjls o ESV, Zeynn-f_slrgulztﬁ L, Van AsdschefG, D PaensdG,_S_C_zr?Iber
NCT03345849 , Colombel JF, Lewis JD, osh S, Armuzzi A. Efficacy and safety of upadacitinib in a
 The bibliographies of all gualifying reviews were searched for any . Across three trials, a higher proportion of patients reported Cs-Free Placebo : 15.60% 14.10% - randomized trial of patients with Crohn’s disease. Gastroenterology. 2020 Jun 1;158(8):2123-38.
otential studies. L _ IR U-EXCEL - PB o . . ]
P remission with upadacmnlb (13.3% at week 16 to 39.7% at week 52) Upadacitinib e 0 . - Sanbo!rn WJ Feaggn B, F_’anes J. OPQO? Sqfety anpl efflcacy’of gpadacmnlb (ABT-494), an oral
o _ _ _ _ _ _ % at k 52 to 11.7% at Kk 12 CELEST,; 24 mg BID 12-16 weeks - : JAK1 inhibitor, as induction therapy in patients with Crohn’s disease: results from CELEST.
- RCTs were eligible for inclusion if the trial examines the efficacy of compared to the placebo (4.9% at wee 0 11.7% at week 12). el NCT02365649 United Eur Gastroenterol J. 2017;5:A1-.
e : : o o ex
upadacnt;]nlbh aganjst any _comparqtr?r m_ adUItSh aged f18 years and Placebo 37 16% 9-10% 0 Mohamed ME, Klinder B, Lacerda AP, Othman AA. Exposure—Response Analyses for
above who had prior experience with anti-TNF therapy for CD. UEXCEED - PR 19, APS — Abdominal pain score: CDAI - Crohn's Disease Activity Index: SF - Stool frequency Upadacitinib Efficacy and Safety in the Crohn's Disease CELEST Study and Bridging to the
*time point at which outcomes were measured Extended-Release Formulation. Clinical Pharmacology & Therapeutics. 2020 Mar;107(3):639-
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Abbreviations: PB - Placebo; UP - Upadacitinib

**N=26
*rxN=15
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