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BACKGROUND RESULTS

* Resistance to apoptosis is a typical hallmark of cancer in which PATIENTS AND EXPOSURE BEST OVERALL REPONSE

inhibitor of Apoptosis Proteins (IAPs) play a key role. e Demographics and baseline characteristics is shown in Table |. * |8/20 patients were evaluable for response (Figure 2)
Median number of 6 cycles (range 1-6)
Of 18 evaluable patients:
- 6 patients had partial response (PR) by RECIST, ORR=33%
- 9 patients by combined assessment (RECIST + Ca-125)
Responses were observed among patients considered resistant to

Debiopharm Group

WE DEVELOP FOR PATIENTS

IAPs are involved in: | | Table |, Safety population (N=20)
- regulation of caspases and apoptosis suppression _
. S Median age, years (range) 65 (53 - 18)
- modulation of NF-kB signaling

0
- resistance to standard chemo and radiation therapies. [l,2] EC_OG performance status 071, n (4) 12(60) 17 (35)
Prior regimens, n (%) .

* Debio 143 s an investigational, oral monovalent activator of

_ . _ _ Platinum-containing regimen 20 (100) : .
second mitochondrial-derived  activator of caspases (Smac) Taxane-containing regimen 20 (100) both, paclitaxel and carbog)latm
designed to promote programmed cell death (apoptosis) in tumor Anthracycline-containing regimen 14 (10) * PFS rat.e at 6 Tonths. 50/?
cells by antagonizing the activity of the IAPs (Figure 1). Bevacizumab containing regimen 12 (60) * |1 patients (61%) were alive at | year

Figure 2: Duration of disease control — by dose

Figure 1. Modulation of apaptotic pathway by Debio 1143 * Escalating doses of Debio [143 (100-250mg) + optimized dose of [owerm - : |
Intrinsic pathway Extrinsic pathway paclitaxel (135mg/m?) and carboplatin (AUCS) were tested. Reduced Eoc aasc
- § paracrine chemotherapy backbone was used due to PK interaction between Debip | "™ = =T
Radiation & S > TNFa / TRAIL . 175mg  Eoc @3 1] !
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Bax b (FN), 1 AST and | ALT increase (both grade 3) z5mg  EOC @106 1 1 :
Bak oo CIAP/2 = Cospase 8 * MID of 250mg identified e — !
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_bca J- o o ase_sn*A o tosis SAFETY POPULA'”ON 0 21 42 6 84 105 E:uarimni::ress:fse[:ag]210 231 382 273 284 IS
’ ; Pop o 19/20 patients (95%) had drug-related AEs e A
* Most common serious AE were FN, n=3 (15%) and Hypersensitive reaction
e The addition of drugs targeting and inhibiting IAP proteins such (5% P PHARMACOKINETICS

to carboplatin, n=5 (25%)

4 patients (20%) had dose reduction of Debio [143; main reason FN
(1=3)

* Reduction of paclitaxel and carboplatin was reported each in one patient;

* |3 patients completed the planned 6 cycles of Debio 1143.
e Preclinical studies with Debio 1143 have shown broad antitumor e Reason for treatment discontinuation:

activity, both as single agent and when administered in - Progressive disease n=4 (20%)
combination with taxanes. Reversibility of sensitivity to carboplatin - Unacceptable toxicity n= 2 (10%)
and paclitaxel was observed in ovarian cancer models.[3] - Unresolved DLT n=1 (5%)

2 patients died on treatment (all disease progressions)

 Debio 1143 exposures increased as dose increased but no
relationship between any PK parameter and occurrence of DLT was
obviously evidenced.

o Paclitaxel exposure at a dose of 135 mg/m? in combination with
Debio 1143 was within the expected therapeutic exposure range of
patients exposed to 175 mg/m? without Debio 1143 (historical
controls)

* In general, patients with a DLT had high paclitaxel exposure

e (arboplatin exposures were in the expected AUCS range

PHARMACODYNAMICS

The PDy effect of Debio 1143 on clAPI degradation in PBMCs was
observed at all dose levels and potential signs of downstream
effects, such as an increase in serum MCPI (an NF-kB-induced
cytokine), were measured.

as Debio 1143 to induce greater cell death when combined with
chemotherapy, is therefore an interesting treatment approach that
could give patients the possibility to achieve better tumor
responses.

e The safety and tolerability of Debio 143 was tested in a phase
| study of single-agent Debio [143 in patients with advanced
solid tumors or lymphomal[4]:

lable 2. Treatment-emergent Afs in = 20% of patients (all grades) and/or
grade = 3 in = 10% of patients ¢

Highest grade per patient

All grade Aes n(%)  AEs grade =3 n(%)

- Debio 1143 was generally well tolerated
- AP target degradation starting at dose of 120 mg/day
- No antitumor activity was observed

Hematologic

o The feasibility and efficacy of combining Debiol 143 with Neutropenia 12 (60) 12 (60) CONCLUSIONS

carboplatin / paditaxel was tested in patients with non-small cell febrile Neutropenia - 3(15) o This was the first study to evaluate the combination of Debio |143

lung cancer, triple negative breast cancer and platinum refractory Anemia 13 (65) : with paclitaxel /carboplatin

ovarian cancer. [3] Th"émb“yt(’pe"'a 7 (4) ' o Combination was generally well tolerated, with a safety profile
* Here we report the clinical outcome of a subset of patients with L Dec_reaSEd 6 () 3(15) largely consistent with the safety profile known from the backbone

T : Neutrophil Count | 5 (25) 3 (15)
relapsed epithelial ovarian cancer (EQC). Lymphocyte Gount | 5 25) treatment
OBJECTIVES Platelet count | 4 (20) * Encouraging anti-tumor activity was observed in heavily pre-treated

EOC patients

Non-hematologic

e Primary Diarrhea I (55) 2 (10) . Consideriqg the poor clinical outcome of patients wit.h adyansed
- assess safety and tolerability of Debio 1143 with paclitaxel / Constipation 10 (50) : EOC, Debio 1143, as chemo-sensitizer, warrants further investigation
carboplatin Nausea 10 (50) in combination with carboplatin/paclitaxel in this disease setting.

- determine recommended dose for phase 2 (RP2D). Abdominal Pain 8 (40) REFERENCES
Vomiti 8 (40
o Secondary G(:;Irfl):fo haoeal reflux disease 4 220; [1] LaCasse EC, et al., /4P-targeted therapies for cancer. Oncogene, 2008. 27(48): p.6252-15
- Characterize the pharmacokinetics (PK) of Debio 1143 when ' phag [2] Hunter AM,. La Casse EC, and Korneluk RG, 7he inhibitors of apoptosis (IAPs) as cancer
Asthenia 14 (70) roets. Anootosis. 2 9): n.1543-
dmini d itantly with oaclitaxel and carboolati targets. Apoptosis, 2007. 12(9): p.1543-68.
administered concomitantly With paclitaxel and carboplatin Fatigue 6 (30) : [3] Langdon CG, Wiedemann N, Held MA, Mamillapalli R, lyidogan P, Theodosakis N, Platt T,
- Evaluate the anti-tumor activity in patients with recurrent EOC Gen. Physical health deterioration . 2 (10) Levy F, Vuagniaux G, Wang S, Bosenberg MW, Stern DF. SMAC mimetic Debio /143 synergizes
. with taxanes, topoisomerase inhibitors and bromodomain inhibitors fo impede growth of lung
METHODS Hypomagnesem@ 12 (80) 3 (15) adenocaranoma  cells.  Oncotarget. 2015  Nov  10;6(35):37410-25.  doi:
_ . . Decreased appetite 9 (45) - 10.18632/oncotarget.6138.
* Open-label, multicenter, non-randomized, dose escalation phase | Hyperglycaemia 4 (20) [4] Hurwitz H, et al, EJC 48, Suppl.6, 2012; Abstract 76, p. 25
study Hypokalaemia 4 (20) ) [5] Thibault B, Genre L, Broca C, Barbier M, Zanna C, Vuagniaux G, et al. 7he /AP inhibitor
e 1. . Debio 1143 reverses carboplatin resistance in ovarian cancer cells by inducing both apoptosis
2l day C)’Ch? for up to 6 cycles Hypo'natraemla 120 2(10) and necroptosis. Poster session presented at: AACR Annual Meeting; 2015 Apr 18 22;
- Oral Debio 1143 on days I-5 ALT increased 4 (20 . Philadelphia, PA.
- IV paclitaxel on day | AST increased 4 (20) ACKNOWLEDGMENTS
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