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Safety and efficacy of Xevinapant (Debio 1143), an antagonist of inhibitor of apoptosis proteins (IAPs),
in combination with nivolumab in a Phase Ib/Il trial in patients failing prior PD-1/PD-L1 treatment

‘ Debiopharm
A. Azaro-Pedrazzoli!, V. Moreno?, C. Gomez-Roca?, C. Even*, P. Cassier®, T. Hernandez Guerrero?, M. de Miguel®, |. Korakis®, D. Purcea’, E. Roy’, K. Gollmer’, C. Riff’, S. Szyldergemajn’, E. Calvo®

'Oncology Department, Vall d'Hebron University Hospital Institut d’Oncologia, Barcelona, Spain, 2Clinical Research Phase 1 Trials Unit, START Madrid-FJD, University Hospital “Fundacion Jimenez Diaz”, Madrid, Spain, *Medical Oncology and Clinical Research Department, Institut Universitaire du Cancer, Oncopole, Toulouse, France,
‘Département de Carcinologie Cervicofaciale, Institut Gustave Roussy, Villejuif, France, *Department of Medicine, Centre Léon Bérard, Lyon, France, 8START Madrid, Centro Integral Oncoldgico Clara Campal, Madrid, Spain, ‘Debiopharm International S.A., Forum apres-demain, Lausanne, Switzerland

INTRODUCTION RESULTS (cut-off date 6th March 2020) LABORATORY PARAMETERS
e Antagonists of IAPs regulate apoptosis and modulate NF-xB signaling, which drives Table 1: Baseline patient and disease characteristics Table 5: Chemistry and hematology
the expression of genes involved in immune and inflammatory responses : :
P o 9 _ _ _ y P o Xevinapant Xevinapant Worst on-treatment Xevinapant Xevinapant
* |n pre-clinical models Xevinapant synergized with PD-1/PD-L1 checkpoint inhibitors' 150 mg 200 mg Overall : - : grade 150 mg 200 mg Overall
_ _ _ . N=3 N=8 N=11 Disease characteristics, N=11 Prior treatments, N=11 N=3 N=8 N=11
* Ina prg-qpergtlve wmdow-of-opportgmty study, PD-1 and RD-L1 expression and Age (Yrs) Cohorts according to diagnosis N of prior treatments ALT incroased
tumor infiltrating Iymphocyte counts mcrgased pompared with baseline values in Median (range) 76 (58-79) 54.5 (46.5-67) 60 (47-76) Gl 10r2lines 3 Grade 1/2 i 3 (38%) 3 (27%)
tumors resected from patients treated with Xevinapant? Gender. n Colorectal 5 3 or more lines 8 Grades >3 - - -
o _ ’ Gastric 1 Median 3 . .
e Furthermore, pharmcodynamic biomarkers (TNFa, IFNy) in blood have been shown Male/Female 2/ A 92 AST increased aspartate amino transferase
. . Xevi di q q q 3 ECOG SCCHN Type of therapy Grade 1/2 - 5 (63%) 5 (46%)
to increase Iin response to Xevinapant, and in a dose dependent manner 0 1 6/ 4 Hypopharynx 1 Cytotoxic 100% Grades >3 - - -
- o Weight (Kg) lc\l)aslopha_ltrynx ‘1I Immunotherapy 100% ALP increased
S - - rai cavity BOR to prior immunotherapies Grade 1/2 1(33%) 4 (50%) 5 (46%)
e < g Median (range) 77 (68-93) 73.6 (60-84) 74 (60-93) Oropharvnaeal 1 P
= Vehicles _ I - [© 0,
£ 2500- Immuno-deficient mice 2000+ _iﬂﬂ.,fa%;f,ﬁ??ﬁrﬁﬁ’/i’é 33’5‘1’-8511”@ % 2 2 4 %] et PR 4 Grade 3 0 2 (250A) ) 2 (185) )
£ 2000 100mg/kg po D1-5 x 3 wks c“vg —Xev_ir;JaDpe;ryt100r}1kg/kg+ 3 15- 8 @ Gyn SD 3 All Grades 1 (33 A)) 6 (75 A)) 7 (64 A))
S 1500 Tyl ngoo g 104 gg PHARMACOKINETICS UNK 1 Grade 1/2 1 (33%) 1 (13%) 2 (18%)
S 1000 £3 7 3 -< ] . . . . . . Grades >3 - - -
g 1000 23 S S 2 e Xevinapant PK is consistent with previous observations at these dose levels BOR=best overall response, PR=partial response, SD=stable disease, PD=progressive disease, UNK=unknown . :
- 88 5001 e e Lipase increased
_____________ <E o . . . . . . T . .
§ T ininecompetentmics 8 == © o . o« | e Nivolumab PK in combination with Xevinapant is in line with literature data of Grade 1/2 1(33%) 2(25%) 3 (27%)
= 1 6 11 16 12345678 910111213 PreTO  Attime of surgery PreTO  Attime of surgery nivolumab alone Grade 3 - 1 (13%) 1 (9%)
Days of treatment Days of treatment All Grades 1 (33%) 3 (38%) 4 (36%)
¢ In preclinical models, Xevinapant * In tumors resected from patients with SCCHN, Hypoalbuminemia
activity was dependent on the host Xevinapant (200 mg/day D1-15 + 2) treatment EFFICACY Grade 1/2 - 2 (25%) 2 (18%)
immune system’ increased levels of PD-L1 expression and . . . . . . . . Grades >3 - - -
tumor infiltrating lymphocytes? Figure 1: Best percentage change in tumor size Figure 2: Spider plot best change in tumor size over time Serum amylase increased
Grade 1/2 - 3 (38%) 3 (27%)
STUDY OVERVIEW 24.49 Dose level — SCCHN orades =2 : : :
PD 2?3.89 19.35 0 --- Xevinapant 150mg Gl Creatinine increased
= SD 504 — Xevinapant 200mg Grade 1/2 1 (33%) 2 (25%) 3 (27%)
StUdy DeSIgn 20-' e .- 7' éi-------------------D-----I---I -------- PD ’ NeW |eS|0n Gyn Gl’ad6323 = = -
. . _— . . . . . ose leve Anemia
o Plart A, a phase | study, u*smg a clasglcal 3+.3 dose—optlmlzatlon de3|gr), in which . PD 9096 7 Xevinapant 150mg ~ Grade 1/2 1(33%) 6 (75%) 7 (64%)
nivolumab (240 mg g4w)* was combined with escalating doses of Xevinapant S\i /// PD [ ] Xevinapant 200mg S o5 PD o Grades >3 - - -
(150 and 200 mg/day orally, on D1-10 & D15-24 g4w)* (NCT04122625) o 0- W O b e PD Neutrophil count decreased
: : N N All grades - - -
(ﬁg}"ggﬁ;g:} Nfll‘; ?I;(r)rslzb 2 2 Platelet count decreased
Dose levels D1-D10 & D15-D24 q4w IV, D1 & D15 g4w o Y O o Grade 1/2 - 1(13%) 10%)
= = Grades >3 - - -
1 150 mg 5 -20+ 5
2 200 mg 240 mg p =
*1 cycle = 4 weeks. D=day, IV=intravenous, g4w=every 4 weeks S o) o5 SD Previous BOR to immunotherapy - SD CONCLUSIONS
: , : : , : : o D -207 - - o - -
e The aim of this ongoing study is to assess the safety and efficacy of Xevinapant in € -40- I e L e L LT CEEEEEELED PR i< Diforacvinapant in combingti QiR ON o) gelected at 200 mg/d
combination with nivolumab, an anti-PD-1 antibody, in patients with advanced solid < [l SCCHN 5 orevious BOR to BR * PR Provious BORto based on a favorable safety profile, PD, PK and efficacy*
. . . . . S mmun r - unknown
tumors, previously treated with a prior anti-PD1/PD-L1 based treatment O Hal immunotherapy - PR+ mHnOTerapy - Hhnow No DLT was observed
Stu dy Obj ectives 60 Cleyn -50- "# % SD Previous BOR to immunotherapy - PR Toxicities were mild, manageable and without major impact on treatment
o compliance
i i i i i i i i 1 1 1 1 . . . . . - . . .
* Determination of RP2D for Xevinapant in combination with nivolumab 0 100 200 300 Clinical efficacy was preliminarily observed in this heavily pretreated cohort of
e Safety and tolerability patients who had failed prior CPI-containing treatment
. . Data shown represents the best percentage change in the sum of the longest diameter. PD=progressive disease, PD=progressive disease, PR=partial response, SD=stable disease, BOR=Dbest overall response. *Patient ongoing at . e 2 :
* Pharmacokinetics (PK) PR=partial response, SD=stable disease. *Patient ongoing at time of data cut-off time of data cut-off. **PD due to new lesions when maximal target shrinkage Xevmapant P_K eéxposure Is in the range assomate_d W|t|:1 _targ_et eng_agement
e Efficacy ] ] . and efficacy in other indications. Nivolumab PK disposition is not impacted
Table 2: Exposure to Xevinapant and nivolumab by combination with Xevinapant
Main E|Iglbl|lty Criteria Xe1vsigapant Xez\ggapant overall SAFETY AND LABORATORY PARAMETERS Part B expansion at the RP2D (Xevinapant 200 mg/day + nivolumab 240 mg IV,
. . . . . . m m vera 1 1 1 1
* Histologically confirmed diagnosis of advanced/unresectable or metastatic N3 Ng ol Table 3: >Grade 3 TEAE dl - D1 & D15 g4w) is ongoing in all 4 patient cohorts of small cell lung cancer,
: aple o: ~urade . \ES regaraless o ] ] ] squamous cell carcinoma of the head and neck, gastro-intestinal and
— Small cell lung cancer EXF"\;I’:;; tgu’r(;‘i’('):a;ﬁ?;atment ke . . . study drug relationship Table 4: TEAEs with study drug relationship gynecological cancer
- Squamous cell carcinoma of the head and neck (SCCHN) (range) ’ (9-59) (1-32) (1-59) Xevinapant Xevinapant Xevinapant  Xevinapant Acknowled The auth ' like o thank all g A ; e stud
. . . . . . - . _ ; ; ; ts: t iketo t tient i tigat t rtint tudy.
— Gastrointestinal cancers (Gl) with known microsatellite instability high/deficient Median cumulative dose in Cycle 1, mg 3,000 4,000 3,600 : 150 mg 200mg  Overall By ALUGIE Ol Dr Shaun Vilta of Cancer Gommunications and Consultanay provided medical wiiting assistange,
: : : (range) (3,000-3,000)  (1,200-4,000)  (1,200-4,000) List of grade >3 AEs N=3 N=8 N=11 N=3 N=8 N=11
mismatch repair (MSI-H/MMRd) or any other known DNA damage repair (DDRs) = e Grode 3. b of patient . . Related 10 Xevi P ——
iy . . . . . . Xposure 1o nivoluma rade =9, n Oor patients elated 10 Aevinapant, n or patients
’ Median infusions in C1 (range 2 (2-2 2(1-2 2(1-2 () - 75 55 rade 5 7
abnormalities, including homologous recombination deficiency (HRD) (range) (2-2) 1-2) 1-2) (%) 75) (55) Grade 1/2 2 CONTACT
- Gynecological cancers (Gyn), with known MSI-H/ MMRd, hereditary /somatic End of Treatment status Grade >3 AEs MOF?t common (>1 patient) 3 3 Debiopharm International S.A., Lausanne, Switzerland. www.debiopharm.com. Sergio.Szyldergemajn@debiopharm.com
mutations of the BRCA1 and BRCA2 genes or other known DDRs abnormalities Ongoing at time of cut-off 1 1 2 Fatigue - 1 1 it ) > >
(incl. HRD) Discontinued 2 7 9 Bile duct obstruction - 1 1 Grade 53 ) - ) REFERENCES
. . . . Reasons for treatment discontinuation Hepatlc_ fallu_re , ) ! ! —— " _ o . . . . . . I
e At least 1 line of prior systemic chemotherapy and progression/relapse Xevinapant AEs ) ) ) Hyperbilirubinemia - 1 1 Related to nivolumab 1) Attinger A, et al. The inhibitor of apoptosis protein (IAP) antagonist Debio 1143 enhances the immune response to anti-PD1/L1 inhibitors
P P : ) D h itivit - 1 1 Grade >3 - - - in vitro and in vivo (AACR 2018)
du”ng/after treatment with anti-PD-1/PD-L1 Nivolumab AEs - - - U'I;\l’{lgin%/;:et:f)?]ns' Mty _ 1 1 " rade : - 2) Gomez-Roca C, et al. Open-label, non-randomized, exploratory pre-operative window of-opportunity trial to investigate the
. . : . T AE unrelated to drug - 1 1 . Grade 1 and 2 TEAEs attributable to nivolumab data are pharmacokinetics and pharmacodynamics of the SMAC mimetic Debio 1143 in patients with resectable squamous cell carcinoma of the
* No prior discontinuation of checkpoint inhibitors due to safety reasons Disease progression 5 5 . Glioblastoma - 1 1 unavailable head and neck (MACR 2019) S o . o
e Upto 3 (i.e. Cohorts 1 & 2) or 4 (i.e. Cohorts 3 & 4) lines of prior therapy Subject decision - 1 L "URT=upper respiratory tract ) ;33?&12Z’Si’deﬂiig\niﬂi?ég?gggé’tgg%/g?f the SMAG mimetic Deblo T143 when given in combination wifh aveluma fo patients with
- - - "2 patients were excluded from the RP2D analysis set due to not receiving 270% of Xevinapant LEAD/SUBMITTING AUTHOR COI INFORMATION: Dr Azaro Pedrazzoli declares honoraria from Orion Pharma and Amcure GmbH,
° Adequate major organ function (CTCAE grade 0 or 1)’ Eastern Cooperatlve OnCOIOgy and/or >1 nivolumab dose in Cycle 1 and other funding from Amcure GmbH
Group performance status (ECOG PS) 0-1 E-poster for ESMO Virtual Congress 2020

Study funded by Debiopharm International SA



