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Biologic Rationale for Inhibitors of Apoptosis Proteins
(IAP) Antagonists

 |APs modulate cell death:

o |APs negatively regulate
apoptosis by blocking caspases

o Inflammatory signaling

o Cell proliferation, invasion and
metastasis

* EXxpression and/or overexpression of
IAP family proteins is correlated
with:

o Tumor growth

o Resistance to apoptosis induced
by chemo- and radiotherapy

o Poor prognosis
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Smac Protein Antagonizes Anti-Apoptotic Activity of IAPs
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Debio1143 is an oral Smac mimetic currently in phase |

Radiation & TNFo, / TRAIL
Ch em Oth erapy m paracrine/autocrine
<\ Death receptors OO
| ~>R |
Intrinsic pathway N . Extrinsic pathway
l clAP1/2 == TRF2/FADD

Ki=2nM ‘

Caspase-8

v

Caspase-3/7

i



Objectives

e To report on the activity of Debio 1143 in SCCHN
experimental models

o In monotherapy and in combination with
cisplatin or radiotherapy

o In vitro using a clonogenic assay
o In VIvo In nude mice bearing SCCHN tumors




Debio 1143 is active as a single agent in 78% of SCCHN
patient-derived xenografts and 30% of SCCHN cell lines
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Debio 1143 administered orally enhances the
antitumoral effect of intravenous Cisplatin in vivo

HNFX 908 tumor growth

600 i —I1— Control

—&— Debio 1143
—&— Cisplatin
—#— Debio 1143+ Cisplatin

200 —

400 -
300
200 -

100 @*

Median Rel. Tumor Vol. [%]

e 1 TITE T oays ater star ot reatment

N J N J
Y Y
S8  Debio 1143: 100mg/kg po Debio 1143: 100mg/kg po
e Cisplatin: 5mg/kg iv Cisplatin: 4mg/kg iv

No effect on body weight



Debio 1143 enhances y-radiation-induced cell death In
the majority of the tested SCCHN models
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Effect of Debio 1143 combined with y-radiation
on SQ20B tumor cells survival in a sequential treatment

24 h
ey

Seeding

‘ -2_h

y

A 4 A 4

Early cell death Late cell death
Reparation process

Concurrent

Pre-radiation

Concomitant (6h)

Concomitant (24h)
24h Post-radiation

Q0000

Q\ y-radiation
B Debio 1143

Debio 1143 efficiently impacts
late apoptosis due to mitotic
catastrophe and/or other cell
death events that arise after

. Irradiation

A

Survival fraction [log]

Survival fraction [log]

Survival fraction [log]

1000

€@ concurrent
1c0
10
1
01 T T T T
0Gy 2Cy 4Gy 6Gy 8Gy
100U .
9 Concomitant 6h
0C e
1q
1 -
0.1 T T T T
QGy 2Gy 4Gy &Gy 8Gy
1000
@ 24h Post-radiation
ac
10 A
1 4
0.1 —

aGy 2Gy 4Gy 6 Gy 8Gy

Survivalfraction [log]

vival fraction [log]

Sar

1000

130 -

10 -

1 -

0.1

1000 -

100 -

10

0.1

@ Pre-radiation

T T T T
0Gy 2Gy 4Gy 6Gy B8Gy

@ Concomitant 24h

0 Gy 2 Gy 4Gy 6 Gy B Gy

DEBIO-1143
=—=0puM
=#-0.10 uyM

1uM
=>=10 uM
(n=2)




Debio 1143 administered orally enhances the
antitumoral effect of y-radiation in vivo

SQ20B tumor growth
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Conclusions

e The preclinical results show that Debio 1143
exhibits antitumoral activity as a single agent and
potentiates chemo and radiation effects in SCCHN
models

e These findings warrant initiation of a Phase /Il
randomised study in combination with CRT In patients
with inoperable locally advanced-SCCHN.




with LA-SCCHN

A Phase I/l randomized study of Debio1143 combined
with concurrent Chemo-Radiation Therapy in patients

Screening

LA--SCCHN
- Stage Il & IVa-IVb
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- HPV-ve oropharynx ca.
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Main Objectives

e Feasibility of combination
e PK and PD in plasma and
tumor tissue

Main Endpoints

e Phase I: MTD

» Phase II: Locoregional control
at 18 months
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