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OUTLINE

* A short history of FISTULA treatment

* Recent concept in fistulizing Crohn’s disease

* What to do in practice ?
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IBD therapies over time for IBD
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IBD therapies over time for FISTULIZING CROHN'S DISEASE
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Only 1 RCT ...

Infliximab Maintenance Therapy for Fistulizing
Crohn’s Disease

Bruce E. Sands, M.D., Frank H. Anderson, M., Charles N. Besnstein, M.D — 306 adults with CD with = 1 draining abdominal or perianal fistulas
" Wichas) A Exi, WD Jounem . Kot ML, S &, Lintmat Wil — 282 received IFX (no PBO)
g ey s e ey s b Mg — 195 pts responded (70%) ; 95 (49%) with complete response !

Suzanne B. Travers, M.D., Maron A. Blank, PRI

and Sander ) van Deventer, M.0., Ph.D , 100+
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The MW EMGLAND OUBNAL of MEDICINE

ORIGINAL ARTICLE What we already Iearned !

Infliximab Maintenance Therapy for Fistulizing

Crohn’s Disease
Bruce E. Sands, M.DV, Frank H. Anderson, M.0., Charles N. Bernstein, M.D., Ahe C.-"OSS — over response
Willlam ¥ Chey, MO, D.5¢., Brian G. Feagan, M.D,, Richard N, Fedorak, M.D
Michae! A, Kamm M. D Joshus B, Korzenik, M.D., Bret A. Lashner, M. D
e Gary WA, WD, PH.D., Dougihs C. WoK, M.D., Poul A barster, MS,, PBO 2 IFX : 61% success !

Suzbnng B Travers, M O, Maran A, Blank, Ph.D
and Sander | van Deventer, M D, PhLD

IFX 5mg/KG = 10 mg/Kg: 57% success !

ABRSTRACT

— Combination Therapy (with AZA and CST), to prevent the development of antibodies against infliximab.
(4% vs. 13% CST vs. 11% AZA vs. 24% IFX monotherapy )
— Anlibodies to IFX , lead to 2-3x more Infusion reactions. No change in efficacy.

Reactions only in 4% (70 of 1728) s e R e RO
Warinble Antibody Statuy Ml Patianty
Poitive Megative]  Inconcluive]
Mo of patients with appropriats samples who 4“4 (1) 8 (31) 134 [32) 258 [lea)
coisld be evalusted (%)Y
Infuison reaction
Ha. of pavients/1otal o, (%) I_ Lijaa (o) 13/80 (86) RSN (ML) | A28 (1%
o of infusions /iotsl no. (%) W2z (% 18082{8) MMM /1528 (4)
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Long-term Treatment of Rectovaginal Fistulas in Crohn's -
Disease: Response to Infliximab in the ACCENT Il Study ...even Recto-vaginal!

BRUCE E. SANDS,* MARION A. BLANK," KAM PATEL," and SANDER J. VAN DEVENTERY

"Oauiroiniestnal Unfl and Cordor lor Bhe Sludy of Inflammatory Bowel Disestes, Maseachuisits Qonemnl Hoaglal and Harveid Medic

Sepoal, Bosten, Massachuseity, "Cemicene ine | Malvesr, Perespivania; amd "Academic Medcal Cemer, Amsierdarn, The Hetheriand, A ]m
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Table 3. Duration of Closure for Draining Rectovaginal £
Fistulas at Baseline (Excluding Visits 3
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5 ME/ki E L 264
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maintenance maintenance
o 1 L - L] — 1 l L] -
Number of patients Wiid Wk2d We30 Wkid Whad Wibe
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Number of patients with 100
rectovaginal fistulas 6 10
Average weeks of follow-up 47.6 53.3 £ =
Cumulative duration of closure 3
(Widehs) i 8o 4
Numbér of rectovaginal
fistulas evaluated 7 11 E 40
WMean * oD 251 % 22.7 BB = 12.7 f
Median 333 48.1 b B
1Q range (0.0, 48.3) (40.9, 53.1)
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Ptﬂ.lndl.l"lslulﬂ(sl —_— —
Treatment Algorithm —.,_ AT P i
10 years ago ... :

[Repatitive)
Dilation

N e N

= No anal stricture

A global consensus on the classification, diagnosis
and multidisciplinary treatment of perianal
fistulising Crohn's disease

P N

Krisztina B Gecse,'* Willem Bemelman," Michael A Kamm," Jaap Stoker,” 4 Seton Superfical

Reena kKhanna,* Siew C Ng,* Julidn Panés,® Gert van Assche,'” Zhanju Lin "' IFX ar ADA {Mtersphincteric) Intes or transsphincteric.
Ailsa Hart,'~" Barrett G Levesque,'** Geert D'Haens,"? for the World £15 1{AB ] e Sighucr chniphe fract
Gastroenterology Organization, International Organisation for Inflammatory Bowel v & &

Diseases I01BD, Européean Society of Coloproctology and Robarts Clinical Trials
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Gecse KB, Bemelman W, Kamm MA, et al. Gut 2014;63: 1381-1392. - Tacrolimus F:'L

Figure 5 Treatment algorithm for perianal fistulising Crohn's disease. AB, antibiotics; ADA, adalimumab; AF, advancement flap; D, drainage;
lntest I, incision; IFX, inflimab; 15, immunnﬂliprﬁwm; LIFT, llwn of the Iﬂw!ﬂ: fstula tract.



OUTLINE

* Recent concept in fistulizing Crohn’s disease
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THE LANCET

Gastroenterology & Hepatology

Methodology

21 Pages 576584

« Modified mominal group expert consensus process

Classifying perianal fistulising Crohn's Fariclone:
= Gastroenterologists

disease: an expert consensus to guide « Radiologlsts

R e i 5 ~ = Surgesns
decision-making in daily practice and « Fatient reprasentative
clinical trials

Class 2a: repair

Results

+ Identification of 4 groups of patients with PFCE

* Flexible system = patents cycle over time
« Ky elements:

= SURNCETON by JSeame SEverny uboemE

= Synchronization of patient and diniclan goals

- Prosctive, combined medical + swrgical approach
= D 'treat to patsent goal’ bast
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3 = h . 8 s w e whs ke b el -I
), # 4 ".\‘ v v (e g
—_— * Class 2: ‘ ,
[ Perianal | Chronic symptomatic 'I!‘_ \ el . .
fistulising _ ﬁatulan ‘ Det oo [ Proctect | ~ _ Class &
cD . efunctioning b roctectomy : perineal symptoms
- _,- s | / after proctectomy
e
Ll
4
Class 2c-ii: .
aradually debilitating wmﬁiﬂ‘,‘: :gmml
Conclusion
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New classification system for PFCD
* Patient-grignted

* Paired treatment suggestions and clinical trial suitability



Class 2a: repair
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RADIOLOGICAL CLOSURE OF
FISTULA What is the risk of clinical closure only.

= Radiclogical closure is better than clinical closure % Recurrent abscess
= Medical therapy only is not able to achieve radiological closure in the » Reopening when trough levels are too low @
large majority Attention

: ; : Stoppage of biologicals not possible
- Combination with surgery is warranted to achieve radiologic clesure RopPag 8 pa

MRI

. Clirir sl Realing wibast
W eiecsl heire
W Fadcicge s baging

= Additional tracts might develop

Conclusions

.
# Failure or success of surgery lan depends on the refarring
o pastroemerologist and the quality of the mulldescaplnary beam
i
1
T : [r Surgery is atways an allemative ]
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in peri

A

Position st

» Endoscoypac

with primary or secondary short, superfical fisulas.

(El<; GR-C)

EECCO'22

Endoscopical Management

Endoscopic abscess drainage and seton placement Endoscopic therapy in perfanal CD mter'nal
opening closure (clips)

ianal fistulas in CD:

atement on endoscopic fisoloromy.
fstuktomy may be atlempled in patients

Disadvantages of Endoscopic therapy in Perianal CD: ——— =

« Inability to excise inflammatory granular tissue from fistula
tracks

» Positioning of the patient for betber assessment of the perianal
region

» Need for local anesthesia in drainage and seton placement

« Lack of prompt alternatives if fistula track cannot be identified
due to intrinsic limitations

*  |leum-cecum
= Perianal
* Pouch-pouch

EECLORZEL Coperindgen Long

Sanstroenterciogsche Praxis & Crohn

SR

“Over-the-seope”
ehipping

Internal opening closure in CD perianal fistulas

T | et

Easy clip o ereat anal fssula iraces a werd of causien

it . . . i
| ———— Foerbgs ST vy

JCR———

e

e 3

P B i o, . b Sudioni, FETs

EECD0IZ Virtual Congress - Speaker; Paulo G, Motos

Ceontre Fribourgeois de Gastrosntérologie

Posilioa slalcment on endoscopic stuls closure,
» Enddosoogie chsure of o primary fsiula opening from C0
with clips B Q0 ISnmenuss). (El-4; GE-LY)
# Endoscopic dipping moy be asitemped in ansomocic
leak—ociaiod fistuba, (Fl-; GR-C)
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NKOTB - WHAT ABOUT ?

Officially accepted
* Vedolizumab (Entyvio®) IV or IV - SC.

» Ustekinumab (Stelara®) IV - SC.
* Risankizumab (Skyrizi®) IV - SC.
» Darvadstrocel (Alofisel®) Local injection / surgical suture.

«Off Label» (a glimpse into the future)
* JAK- 1 Inhibitors : Upadacitinib (Rinvog®) / Filgotinib (Jyseleca®)
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- e=—a Study Design
|

Phase 4, randomized, double-blind, multicenter study to evaluate the efficacy and safety
of two vedolizumab IV dosing regimens in patients with perianal fistulizing CD

Enrollment and study population
N = 52 patients were screened:

UmL] mndaratalrto draining -.-Uijl.“ - Peany
8-80 ‘ perianal :ll.-::l:.lllll1]|r.'r|1 endpaant
11

ik active CD fistulae
inadequate response, loss of response, week 10
or intolerance to conventional therapy
of anti-TNF

Week 0 0 2 & 10 14 2 30

- If a seton was placed as part of the standard of care, it had to be removed by week 14.

- Enrolment was closed after randomizing 34 participants because of challenges in recruitment, not because of

safety concerns. Thus, all analyses are descriptive.

Schvwartz DA, et al, Clin Gastrosnism! Hepsfal, 2021:51542-3565(21)01042-9. dol; 10.1016/).cgh. 202108028
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| ENTERPRISE | 10/28 patients had complex fistula

VDZ (N=14) VDZ + week 10 (N=14) VDZ POOLED (N=28)
Median age (min, max), years 31.5(23,44) 36.0 (21, 59) 34.0(21,59)
Male, n (%)® B (57.1) 9(64.3) 17 (60.7)

I Median {min, max) duration of CD, years® 11.2 (0.7, 37.6) 6.1(0.5,25.4) 8.5 (0.5, 37.6)
Mean (SD) baseline® CDAI 281.9(73.1) 302.8 (90.9) 292.3(81.6)
Previous anti-TNF treatment, n (%) 11 (78.8) 11(78.6) 22(78.6)
Concomitant treatment at baseline,® n (%)?

Corticosteroids 3(21.4) 2(14.3) 5(17.9)
Immunosuppressants 4 (28.6) 3(21.4) 7(25.0)
Number of draining fistulas at baseline,® n (%)

1 5 (35.7) 12 (85.7) 17 (60.7)

2 9 (64.3) 2(14.3) 11 (39.3)
Median {min, max) duration of fistulizing disease, 46 (0.5, 20.7) 1.8(0.1,15.8) 3.0 (0.1,20.7)
years
Mean {SD) baselined PDAI 8.1(2.2) 7.5(3.1) 7.8(2.7)
Seton placement® at baseline,® n (%) 13 (92.9) 13 (92.9) 26(92.9)

Schwariz DA, et al. Clin Gasfrosnfero! Hepafol. 202151542 356521010429, dos: 101018/ .ogh. 2021.08.028.
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More than half of all vedolizumab patients achieved >50% decrease from baseline in the

number of draining fistulas at Week 30

100 EVDZ MNVDZ+week 108 VDZ pooled 097 B VDZ NEVDZ+week 108 VDZ pooled
%0 80—
80 - B0~
o 64.3% P 10
# : P
" BT 1%
80 53.6% "
5 42.9% 24
& a0 a0 <
30 - 30 |
20 -
10 104
8 g4 16/28
- . - 5l
250% raduction from basaling n the numbar 250% reduction from basslne in (e number of 100% perianal (siulss cowns
of draining perianal fislulae at week 30 draining poranal Retulas l week 72 and 30° o weak 300

Schvwartz DA, et al, Clin Gasfrosnism! Hapsfol, 2021:51542-3565(21)01042-9. dol; 10.1016§.agh. 2021 09,028,

Gantroenterciogmche Praxis & Crohn-Colitin: Zentrum Bern
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I Vedolizumab was associated with rapid improvement in fistula response

ENTERPRISE

100 -—VDZ =—VDZ+week 10 ——VDZ Pooled
90
5 8o
= 714 | 7.l
=70 64.3
g 64.3 | 60.7
= 60 571 |
o 50.0 50.0 50.0 s 516
=, 50 229 b ! .
o | 50.0 |
@ 40 1M 42,9
E 30 B.7 .7 135.7
2 26.6
2 20
T
0 T T T T T T
0 2 [ 10 14 22 an
Time, weeks

Schwartz DA, et al. Ciln Gastrosnisrol Hapslol, 2021:51542-3565(21)01042-9. doi; 10.1016§.cgh. 2021 09,028,
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> Half of all vedolizumab
patients (53.6%) achieved
> 50% decrease from
baseline in the number of
draining fistulas at week 30

clinically relevant
reductions in the number of
draining fistulas were seen
as early as Week 2 and
maintained through week
30 regardless of the dosing
regimen



Vedolizumab SC —
VISIBLE 2 Study

= History of fistulizing disease, 1342

Draining fistula at baseline, n

Vermeire, 5., 5. D'Haens, F. Baert, 5. Danese, T. Kobayashi, EV. Loftus, Ir, 5. Bhatia, C. Agboton, M.
Rosario, C. Chen, W. Zhang, K. Kisfalvi and W.J. Sandborn, 2021, Efficacy and safety of subcutaneous
wedolizumab in patients with moderately to severely active crohn’s disease: Results from the visible 2
randomised trial. Journal of Crohn's and Colitis, 16(1): 27-38

VISIBLE 2: randomized, double-blind, placebo-controlled phase 3 trial
of vedolizumab subcutaneou:

) in patients with Crohn's disease (CD)

e choubin-bind mai
treatment every 2 wesks, starfing at Week §
El

r\-mmm
with mocerately
ta daverely actie
CCwern sormened

Vedelizumab 5C 108 mg CIW [ =

Vedolizumab 5
CD wi

CLINICAL REMISSION - CDMl scare 150 at Week 52

Advares 73.5% pmars
wvenis (AEs] TE. A% g
Sevious B.ad% gy
48.0%) .00 | 34.3% s
1327275 A13 7% 46/134
[85% CI Treatment- 10.3% vy
H 237 related AES 14.8% e
biiiciacis 5!: - _FU:E:EB:D | Py B % ¢ & ™

Paseline All closed L4 i J 24 | 50.0 7014 [ 50,00 0 | 60,2 o 60.2|
Iic
fsruls starys  Drainage ¥ - i [FNCE] &/14 [42.9) IEY TEEITTTRT |
Nane —a— 7 R ECT IR D AT R L T ]
I I I I I 1 1 1 1
-80 -0 40 20 O 20 40 () RO
Mean peroemtage difference [95% Cl)

Favours placebo

Favours vedolizumah SC

Figure 2. Clinkcal remission at Week 52 by subgroups based on kéy patient and disesse characteristica [full analysis set]. Antk-TNE anti-tumour necrosis factor
Cl, eanfidanca intarval; CRP C-reactive protein; C5, corticosteraids; IMM, immunamodulator; SC, subsutanaous

B M itesto

Santroenterciogsche Praxis & Crohn=Colitin:Zentrum Bern
Canire Fribourgeois de Qastrosntldrclogie



Ustekinumab — S
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Phase 3 Data - Fistula Resolution and Fistula Response®*

The relationship between perianal fistula resolution and serum UST levels in patients with CD during the
phase 3 studies as well as fistula response during the LTE were axamined

Study Design and Methods a

B-Week UNITI-1 and 44-Week IM-UNITI « Fatients with open, draining fistulas at
UNITI-2 Induction Studies Maintenance Study + LTE baseline had their fistulas assessed by
physical exam (including gentle
Adulrs with madarately ta Pr CoMmprassion )
[ severely active CD J [ KRspongers mIvLe J = Perianal fistula resolution (100%
TR reduction) was analyzed based on UST
1 serum concentration quartiles as follows:
E o At induction week 8 (maintenance
E waek 0) basad on induction week O
3 concentration quartiles
% o At maintenance week 44 based on
4= maintenance week 24 concentration
1 quartiles
Doses based on weight range:
+ €55 kg: 260 mg wi™ Randomized and nonrandomized patients
» =55 and <B5 kg: 390 mg = treated w:*.‘P'_US-T who enterad the LTE
» =85 kg: 520 mg and had available fistula data at
- - widk 251 werg evaluated

Lo

r Results

# At induction week B, patients with open, draining fistulas at UNITI-1 and UNITI-2 baselines randomized to
UST Iv groups achieved numerically higher fistula resolutions vs placebo group (UST 130 mg IV: 27.5%;
UST ~o mg/kg IV: 23.7%; placebo IV: 9.3%)
ulas at baseline randamized to UST 90 mg q8w or ql2w

5 2 roup

FEr il ey W > W o
induction and the maintenance study
= At LTE week 252, among patients with 1 or more open and draining fistula at induction and who had data

avallabla at week 252, 77.4% (24/31) of patients treaved with UST were |n fistula response.

While up to 43% of patients in UNITI-1 and 30% of patients in UNITI-2 trials had perianal disease,
= the efficacy of ustekinumab in patients with perianal CD was not specifically addressed.

Limited real-world data have reported favorable efficacy, with a clinical improvement rate of 61-100%.
It is possible that this cohort of patients may benefit from a higher ustekinumab trough level, but more data will be required.




* P425: Perfanal fistula closure in patients recelving ustekinumab: Results from the SEAVUE and STARDUST trials

i ol
]

P495

PERIANAL FISTULA CLOSURE IN PATIENTS RECEIVING USTEKINUMAB: RESULTS FROM THE
SEAVUE AND STARDUST TRIALS

CONCLUSIONS
* Half (50%) of the ustekinumab treated patients from SEAVUE and STARDUST
were in fistula resolution after ~1 year of maintenance therapy

* No relationship was observed between fistula resolution and ustekinumah
or adalimumab serum drug concentrations

* The SEAVUE and STARDUST studies provide additional data for the utility of
ustekinumab in achieving fistula resolution

BACKGROUND/OBJECTIVE

We evaluaied the oulcomes of patients with fstulas in two recent sludies of ustekinumab, SEAVUE and STARDUST
wiich both featured one pear of contirusous treatment
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Patients with open and draining fistulas at basefine: N= 48

» SEAVUE: 13 of 191 patients (6.8%) randomized to ustekinumab and 16 of 195 patients (B.2%) randomized
1o adalimumab

» STARDUST: 19 of 440 patients (4.3%) randomized to maintenance treatment (standard of care or treal-to-target)
# In both SEAVUE and STARDUST the median fistula number was 1

Figure 1. Perianal Fistula Resclution at Week 48 and 52

SEAVUE Fistula Resolution at Week 52 STARDUST Fistula Resolution at Week 48
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numericaly higher
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to adalimumab,
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RISANKIZUMAEB - GETAID multicenter cohort study

* Methods : From May 2021 to May 2022, all patients with refractory luminal CD treated
with risankizumab in 22 French GETAID centers were retrospectively included.

* Population : All patients (N= 100) were exposed to at least 3 biologics

U Among the 25 patients with active perianal

Effectiveness of CD at week 0-
Rrsan!gzumab in Fistulizin - 12/25 (48%) achieve response according to
Crohn’s disease at week physician judgement

- T7/25 (28%) achieve remission according to
physician judgement

Risankivumab wars adminks beréd ntravenously at adose of 600mg at week 0, dand 8.

Fumery M, &t al. Effectv eness and safety of rsankizumab mduction therapy for 100 patient s with Crohn's disease: A GETAID multicenter cobart study. Alment Pharmacol Ther, 2023 Feb 574] 426434,
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Darvadstrocel — Landmark study : ADMIRE -CD
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Figure 2. ADMIRE randomized trial results of efficacy at week 24.
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European countries and Israel from July 6, 2012, to July 27, 2015. N= 212 patients

ADMIRE trial (week 52)
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Figure 3, Long-term extension efficacy results of the ADMIRE randomized trial at week 52,

Panés, | et al . 2016 Expanded allogeneic adipose-derived mesenchymal stem cells (o601} for complex perianal fistulas in crohn's
disease: A phase 3 randomised, double-blind controlled trial. The Lancet, 388(10051): 1281-1290.
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Darvadstrocel — Follow up study : INSPECT
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Darvadstrocel — Phase Il study : ADMIRE-CD I

European countries, US and canadian centers and Israel from July 6, 2012, to July 27, 2015. N= 554 participants
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Takeda Announces Topline Results of Phase 3 ADMIRE-CD I
Trial of Alofisel* (darvadstrocel) in Complex Crohn’s Perianal
Fistulas

f";‘.i]} Octobaer 17, 2023 |a§ Sha

OSAKA, Japan, October 18, 2023, and CAMBRIDGE, Massachusetts, October 17, 2023 — Takeda (TSE 4502/NYSE. TAK) today anncunced that the Phase 3 ADMIRE-
CD Il study, assessing the efficacy and safety of alofisel® (darvadstrocel) for the treatment of complex Crohn's Parianal Fistulas (CPF), did not meet its primary

andpaint of combinad rémitsion at 24 waaki, based on topling data. The safety profile for darvaditrocel was consistent with prior studias and thard waré no new
safety signals identified

“While we are disappointed with this gutcome, we recognize that medical ressarch for difficult=to-treat conditions such as complex CPF remaing challenging,™ said

Chinwe Ukomadu, head of the GI & Inflammation Therapeutic Area Unit at Takeda. "We believe there are valuable lessons to learn from ADMIRE-CD 1l and are
grataful 1o the patients and investigators who made this impartant résearch possibla

I Full results of the study will be presented at & future Mmedical meeting or published in & par-reviwed JOUNMa



Efficacy and Safety of Upadacitinib for the Treatment
of Fistulas and Fissures in Patients With Crohn’s
Disease

Jean-Frederic Colombel,? Peter Irving,? Florian Rieder,® Remo Panaccione,* David Schwartz,® Ryohei
Hayashi,® Xuan Zhu,” Ana P. Lacerda,? Elena Dubcenco,? Elena Marced ® Patrick Hecht,? Tian Feng,®
Sofie Berg,® Walter Reinisch®

'Department of Gastroenterology, leahn School of Medicine at Mount Sinai, New York, NY, USA; ZBD 2, Gy S Foundation Trust, London, UK
‘Department of Gastroenterology, Hepatology & Nutrtion, Digestive Diseases and Surgery Institute, and i, L Inflammatory Bowel Disease
Unit, University of Calgary, Calgary, AB, Canada; 5Department of Gastroenterology and Hepatology, Vanderhilt Urnivers dical Center, Nashwille, TN, USA;
‘Department of Endoscopy, Hiroshima University Hospital, Hiroshima, Japan; D rtments of Gastroenterok ] 3 logy, First Affiliated Hospital of Nanchang
University, Nanchang, Jiangxi, China, "AbbVie Inc., Narth Chicago, IL, USA, *Department of Internal Medicine, Medical University of Vienna, Vienna, Austria

K== Upadacitinib is not approved for IBD by Swissmedic
-. - Intes‘to 18th Congress of the European Crohn's and Colitis Organisation (ECCQ) Copenhagen, Denmark




JAK-Inhibitors : Upadacitinib

At week 12

Upadacitinib Phase 3 CD Clinical Program
A External Closureof B Complete Resolution
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Upadacitinib is not approved for IBD by Swissmedic

Colombel 16 o al. Effcacy and Satety of Upadadtinib for the Treatmen t of Fistulas and Resumes in Pathents W kh Croh n's Dis ease; Mar 2003 E000D
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JAK-Inhibitors : Upadacitinib

e _— At week 52
Upadacitinib Phase 3 CD Clinical Program

A B
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Upadacitinib is not approved for IBD by Swissmedic

Colombel 16 o al. Effcacy and Satety of Upadadtinib for the Treatmen t of Fistulas and Resumes in Pathents W kh Croh n's Dis ease; Mar 2003 E000D
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JAK-Inhibitors : Filgotinib

Efficacy and safety of filgotinib for
the treatment of perianal fistulizing
Crohn’'s disease: results from the
phase 2 DIVERGENCE 2 study

Presenting author:

Co-authors: lean-Frede
Iunll Rimola®, Angela de H

Adrian

DIVERGENCE 2 study design

= Adults (18-75 years) with PFCD, defined as 1-3 perianal external openings (EQs) with drainage
[Spontansaus oF on comprassion) at day 1 and for 2 4 wesks bafore scresning. Nencutting perianal
seton(s) were removed = 14 days prior to day 1

« Docurmented disgnosis of CD for at least 3 months (CDAI score 5 300 &t screening)

= Prior treatment failure
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Methods

Efficacy assessments:
= The primary endpoint was combined fistula response at week 24
« Reduction z 1 from baseline in the number of draining EOS, as determinad by
investigator assessment, and no fuid collections > 1 cm on centrally read pelvic
MRI
* A key secondary endpoint was combined fistula remission at week 24
= Closure of all draining EOs present at baseline and no fluid eollections = 1 em
+ additional secondary endpaints included:
« Time to dinical fistula response

Safety assessments included adverse events, physical examinations, vital
signs, clinical laboratory evaluations and electrocardiogram.

.
A total of approximately 75 patients were planned to be randomized. The study
was not powered for statistical comparisons

AE, advaren wverd SO, Croba § disairis AThaty [nide. EQ. svbirna afeniag
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Results: combined fistula response
and remission at week 24

Combined fistuls renisslon: ot week 24

time to clinical fistula

closure
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OUTLINE

* What to do in practice ?
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Treatment Algorithm: 10 years LATER .

Perlanal Fistula(s)
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Lee M), et of. Efficacy of Medical Therapies for Fistulizing Crohn's Disease: Systematic Review and Meta-analysis. Clin
Gastroentere| Hepatol. 2018 Dec;16(12):1879-1892. doi: 10.1016,].cgh.2018 .01.030. Epub 2018 Jan 31. PMID: 29374617.
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