Results: Relapse and surgical requirements

Long-term effectiveness of darvadstrocel in patients with complex perianal fistulas

in Crohn’s disease: Results from INSPECT, a retrospective chart review study in Europe e e e o BT ot 120 e

gy >1 surgical intervention (Table 2) with less patients in the DVS arm requiring intervention
3 LT = = . T - I - - » No significant differences were observed between the groups for time to first relapse*

* In patients who were in clinical remission at the end of ADMIRE-CD, the percentage of
patients who experienced a relapse was comparable between the two groups at 156 weeks

, France;

United States United Kingdor the Netherlands of ADMIRE-CD treated fistula at 2 years post-trial (Figure 5)
Background/study aims Study design Results: Clinical remission Table 2: Relapse of ADMIRE-CD treated fistula
e Perianal fistulas are a complication of Crohn’s disease (CD), with 23—38% of patients Figure 1: Study design ° Numerlcglly, more patients who received DVS VErsus cpntrol were in clinical remission Relapse of ADMIRE-CD Relapsed patients requiring
with CD developing one or more during their disease course’? | at each time point assessed over the chart review period Time point treated fistula =1 surgical intervention
Ping S assessed
e |t has previously been demonstrated that darvadstrocel (DVS), a suspension of Analysis period (ADMIRE-CD study period + INSPECT chart review study period) = 156 to 208 weeks Figure 3: Clinical remission in DVS and control groups at different timepoints PEEHITEL DVS, n=26 | Control, n=23 | DVS,n=26 | Control, n=23
expanded allogeneic adipose-derived mesenchymal stem cells, is an effective and safe . INSPECT chart review stuy period (104 weeks) post.trial follow-up Aoalyss
treatment for complex perianal fistulas in patients with CD who are unresponsive to an 100 104 weeks 10 (38%) 6 (26%) 1/10(10.0%)  2/6(33.3%)
conventional/biological treatments.*® However, long-term results outside of a clinical trial i A=15.3% A =10.0% A=7.8%
; o8 2012 | 2013 | 204 [ 205 | 206 ]| 2017 | 2018 | 209 [ 2020 _ 95% Cl: ~4.9% to 35.4% 95% Cl:~10.7% to 30.7% 95% Cl: ~12.9% to 28.6% : : : :
tting are needed 20 ) 156 weeks 11 (42%) 8 (35%) 2/11 (18.2%)  3/8 (37.5%)
setting * * * ] W . — e : \
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e This study (INSPECT), aimed to collect 104 weeks of data outside the setting of a clinical 22 Jrdoheiassm s £ 8
trial to evaluate the longer-term effectiveness of DVS in patients who completed at least ~ *fvvmoanen e s Joowun §g 52 20, 53.5% 53.5% Figure 5: Time to first relapse of ADMIRE-CD treated fistula for patients who completed
: L 5 = o at least 52 weeks in ADMIRE-CD
52 weeks of the ADMIRE-CD trial; medication treatment patterns, health resources 2 F 43.5% 45.7%
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utilisation, and safety were investigated g 40 10 o Logrank p=0.56
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e INSPECT was a multi-centre, retrospective chart review study across seven countries Figure 2: Patient disposition 5 N
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in Europe (Austria, Belgium, France, Germany, Italy, the Netherlands, Spain) and Israel OVS Control DVS Control DVS Control E Control
. n/N=29/43 n/N=24/46 n/N=23/43 n*/N=20/46 n/N=23/43 n*/N=21/46 g 0.2 —
e Patients were enrolled from both DVS and control arms from the ADMIRE-CD study B b2 Reke* post-index 104 weeks' post-index 156 weeks' post-index
in which they completed at least 52 weeks follow-up (Figure 1). Patients were weeks Ar?l\il;liE-CD trial o] 2 a m dm w ow oG G s 1 3 am s s
= acebo 23 18 18 18 17 17 17 17 17 17 17 17 15 15
exduded |f they d|d Nnot provide informed consent or |f there wWas Nno information 14 patients not targeted as sites *.Data fr'om ADMIRE-CD trial; 'includes d.a'ta from INSPECT and A.D'I\/IIRE.—CD tr.ial (forthosg V\./hO were in the tri.alfor 1.04 weeks); fn i.n.the. control group varies betwegn (') 1|6 3'2 4|8 6|4 8|0 9|6
. . . . . did not want to participate i Err%e pgmtstloﬂjt andt15§3 V\'/e.elzs z;s th(eD\C_gt Wmldovxé)f())r?Zés&)ﬁ{cgﬁéggﬁgn;dld 2|Ot fallﬁy;jnthm t.hf 10éﬁ—weekt|me point as pre-specified in the study protocol. Index is Time (weeks)
erinedad as treatment aadministration or placepo) a - INmation. LI, connaence Interval.
on patlent Care Wlthln the 104 Weeks lNSPECT StUdy perIOd (Flgure 2) the study ° *Time to first documented endpoint event is computed as the difference in weeks between the date of first documented remission and the date of the first documented
) .. .. . .. . ELENS targeted incidence of the endpoint event. Censoring rules are that patients are counted as an event at first documentation of the outcome or as a right-censored value at the end
* The outcomes evaluated included clinical remission, sustained remission and time to for INSPECT of follow-up (e.g,. earliest of 104 weeks post-ADMIRE-CD, death, or last contact with site).
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relapse (among those in remission at 52 weeks), and adverse events of special interest - Results: Sustained clinical remission in remitters at week 52 Safety — AESlIs
(AESIs; tumourigenicity and ectopic tissue formation) AT (S = B , , , L o S , A , ,
e il Lost to follow-up = 13 e Sixty seven percent of the patients in DVS group were in clinical remission at 52 weeks ¢ One patient in each group experienced a tumourigenicity event during the chart review
e The index date was defined as treatment administration (DVS or placebo) Pati':'l‘;l;g‘éc‘;*e rNezi?xtL:?ixC_v;sit during chart e Of those, 65% of patients were able to sustain the remission at 104 weeks and 55% at period; a benign event not product related (recorded as resolved) occurred in one patient in
at ADMIRE-CD initiation n=89 Patient lives in another city, no 156 weeks, demonstrating that patients who achieve clinical remission by 52 weeks the DVS group and a malignant tumour (epidermoid carcinoma; recorded as non-resolved)
e Continuous data were described by mean, standard deviation (SD), median ;enjote;?";f("tﬂl o EE = are more likely to sustain the remission status for up to an additional 104 weeks occurred in one patient in the control group (DVS: n/N=1/43, control: n/N=1/46)
’ ’ ’ atient die unrelated to = . . .
. . . . e There were no reports of events related to ectopic tissue formation
interquartile range and categorical variables by frequency and percentages (n, %); : . . . . P P
. o ' Control arm Figure 4: Sustained clinical remission
t-tests or Mann—Whitney tests were conducted to test for significant differences. n=46 | Strengths and limitations
Time-to-event data were analysed using survival analysis methods and were 52 weeks post-index _ _
" 4 usine Kaplan—Mei 104 weeks post-index 156 weeks post-index e Study strengths: First study to report the long-term effectiveness and safety of DVS,
| UStrate USIHg ap an—lvieler curves *n=62 patients completed 52 weeks of ADMIRE-CD and n=27 patients completed 104 weeks of ADMIRE-CD; follow-up data, up to 104 weeks, was examined - - Wh|Ch iS a m|n|ma||y invasive one t|me administration for perianal ﬂstula in CD
in both groups post trial completion; 'no additional details on these patients were captured in compliance with the study protocol. SoC, standard of care. ) ) ) i ) ) ) )
o - 35% e Study limitations: Inherent limitations related to chart review study design; data
Key definitions /N=10/29 collected was limited to the data availability on the charts at the original trial site.
67% 65% o : :
. .. . . - . n/N=19/29 Additional unknown confounders were not investigated
Clinical remission: Closure of all external fistula openings that are draining at Results: Patient demoeranhics NSRS/ 5
: . . UItS: [ [ "y 4 .- --._ = g
ADMIRE-CD baseline based on clinical assessment. In absence of draining status grap ‘}" Conclusi
- - - ST - onclusion
documentation, medical record documentation that the patient is in remission and/or Table 1: Demographics and clinical characteristics for patients at index |
had a complete response is used to define clinical remission Patients from DVS group in remission at week 52 e This is the first study examining the longer-term effectiveness and safety (up to 104
: .. . . . - . @ in remission Notin remission weeks after the end of the trial) of DVS for the treatment of complex perianal fistula
Sustained clinical remission: Patients are assumed to have sustained clinical remission - Control Unadijusted . . . . . . .
| o | Characteristics e o-value in patients with CD versus control, in a non-clinical trial setting
if they meet the above definition at all subsequent follow-up assessments and/or did - .
. ; i : . PRy — L ——— 013 52 weeks post-Index e One AESI within the DVS group was reported (benign tumour not product related,
not have documentation ot relapse of perianal fistula ’ S A ' i _tri _
P P cox (ol m 56 (55 (503 o 108 weeks post-index 156 weeks post-index resolved) over 104 weeks of post-trial follow-up
Relapse: Reopening of any external fistula openings with active drainage — as assessed f —— - (11.1) (8.4) 0.42 " e This study demonstrated that >55% of DVS patients were able to sustain the clinical
o _ _ _ _ _ o Duration of CD at index [years], mean (SD 12.7 (11.1 11.0(8.4 : . .
clinically; development of a perianal fluid collection >2 cm in anatomic proximity to a . remission up to 3 years post-DVS
- - - - S — Duration of perianal fistulising disease at index [years], 4.7 (5.9) 3.0 (3.6) 0.11 Control n/N=22/46 - e Based on the higher remission rate in the DVS group versus the control group at
previously treated fistula as confirmed by magnetic resonance imaging (if conducted); mean (SD) S Mk - 215 IREVIA 1/N=11/24 oy gth e = U1 : 8 FI)< e group
. . . . . . i n/N=17/24 wee and as the following remission rates were kept for both groups on a
development of a perianal abscess in anatomic proximity to a previously treated fistula; Number of fistula tracts, n (%) n/N=28/48 ’ 5 . P SroUp
o | . T comparable level, the long-term effectiveness seems to be more favourable for
d NeEW surglcal intervention for a fIStU|a,' need for rescue medication documented as Single-tract fistula 20 (46.5) 29 (63.0) 0.14 f the treatment with DVS
specifically for treatment of perianal disease; medical record documentation of fistula Multiple-tract fistula 23 (53.5) 17 (37.0) |
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Need for rescue medication for perianal fistulising disease: Antibiotic treatment for THMCENTEEE S Ol 2(7.0) 15.2)
. . . . Anti-TNF onl 18 (41.9 14 (30.4
more than 4 weeks, new anti-tumour necrosis factor alpha (TNFa) or other biologic " oy (41.9) 30-4)
Anti-TNF and immunosuppressant 15 (34.9) 17 (37.0) In the DVS group, 65% sustained the remission status up to 104 weeks and 55%

treatment for at least 8 weeks, or a new immunomodulator for at least 12 weeks

up to 156 weeks, despite the more complex clinical characteristics at index in this group
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