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Abstracts 1250 & 1260

* 1250 — Hollebecque et al.

* First-in-human study of oral S 49076, a MET/AXL/FGFR
inhibitor in advanced solid tumors

e 1260 — Li et al.

* A phase 1 study evaluating the safety, efficacy,
pharmacokinetics of AL3810 (lucitanib) in advanced solid
tumors
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

* S49076 is an ATP-competitive tyrosine kinase inhibitor with
specific activity on MET, AXL and FGFR 1/2/3

IC50 values in radiometric assays on various mutant isoforms

Examples of tumors
. where these mutations
'Jf;:gg.ycans Kinase have been detected ICs0 (nmol/L)
; AMG102 MET _ 1
Ficlatuzumab
e HGF (activated) METD1246N Germline renal papillary 8
=I5 METMAb METY248¢ carcinoma 16
MET METD"246H Somatic papillary renal cell .
O Epithelial/cancer cell METW 2480 carcinoma, head and 17
Cabozantinib METWMBH nﬂ'd"i: Squamous cel
Crizotinib METM1268T carcinoma, non-small-
Kﬂoéectgzlgs cell lung carcinoma
Tivantinib AXL _ .
MER — 2

] @R FGFR - 18
/ s FGFR1V6™  Squamous cell lung cancer 23

S 49076 7 FGFR2 - 17
548H : I

Invasion/metastasis Survival Proliferation FGFHEN Endometrial carcinoma 19

FGFR3 — 15
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MET, AXL and FGFR TKI: S 49076

= S5 49076 inhibits tumour growth in xenografts expressing activated MET, AXL or FGFR

= $549076 is highly active in a bevacizumab-resistant model
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-+ untreated
S 49076 (mg/kg)
-+ 625
_--* e 125
-+ e
-
-+ 50

k)|
& freatment p.o.

RXF 1220 renal carcinoma - highly activated MET & AXL

600

Mean tumour volume, mm®

0

5004
4004
3004
2004
1004

-+ untreated
S 49076 (mg'kg)
Ay -e * 375
-+ 75
YYY T 'YYY TS YYY Y
T T T T & Treatment p.o.
21 28 35 42

days after graft

mean tumour volume, mm®

300

2004

1004

SMNU-16 gastric carcinoma - constitutively active FGFR2

-+ untreated
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-+ 75 (once daily)
-+ 100 (once daily)

& 375 (twice daily)
- 50 (twice daily)

days after graft

A ftreatment p.o.

LS-174T colon carcinoma - aquired resistance to bevacizumab

mean tumour volume, mm®
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1600+
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800+
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.
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days after graft

-#- bevacizumab weeks 1 -2

-+ bevacizumab weeks 1 -5

—~# bevacizumab weeks 1-2
then S 49076 weeks 3-5

A4 549076 p.o.

S0 mgikg twice-daily
& bevacizumab i.p.

10 mglkg twice-weekly

Paris, March 4-6, 2013 www.tatcongress.org
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

Patient Population:

* All-comers, regardless of MET amplification status

* Majority mCRC, also lung, mesothelioma, uveal
melanoma

* 45% patients are of other primaries

Trial Design:

* Classic 3+3 design investigating 2 dosing strategies
with expansion once recommended dose
determined
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Dose escalation — RD*

MTD QD
Arm QD 2 DLT (n=3)
G4 Neutropenia/ Thrombocytopenia
G1 dizziness 100Nyl 40]b ‘

2 DLT (n=6)

O DLT (n=4) Qslloyl-gely 760 mg QD G2 Asymptomatic EF |
Amendment: 405 mg QD 0 DLT (n=3) G2 Asymptomatic EF |
mod.tﬁc.::'ltron ofdose 270 mg QD 0 DLT (n=6)
escalation procedure
to avoid exposure of S uERe il 0 DLT (n=3)
subtherapeutic doses 67,5mgQD 0 DLT (n=4)

45 mg QD 0 DLT (n=3
5 _ (n=3) Recommended dose at 600mg QD
30 mg QD 1 DLT (n=6)

G2 Asymptomatic EF | Currently the expansion cohort is
22,5mgQD 0 DLT (n=3) ongoing (n=2)

15mg QD 0 DLT (n=3)

Arm BID MTD BID
2 DLT (n=7)

G3 Hallucination/Cerebellar syndrome
G2 Asymptomatic EF | [ZAENNR=11Y)

225 mg BID 1 DLT (n=6) G2 Asymptomatic EF |

180 mg BID 1 DLT (n=7) G3 Hypotension
120 mg BID 0 DLT (n=3)
60 mg BID 0 DLT (n=3)

30mgBID  0DLT (n=3) « Continous B..D » schedule

15 mg BID 0 DLT (n=3) has not been selected for expansion
7,5 mg BID 0 DLT (n=3) part
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

 Safety and toxicity profile is what one expects from
this class of agent
e Hypoalbuminaemia }
* Peripheral oedema }in 50% of patients at RD;
e with only 1/28 patients >/= G3

e 10 patients had G2 “decrease in EF” which were all
asymptomatic and reversible
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'SINGAPORE U8 18-21 DECEMBER
Sean T I 102 pecomaER e,




(ZFZD) CHANGE IN TARGET LESIONS
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

Change of sum of lesions from baseline (%)

1 00 ARy
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Majority of clinical benefitis S

D

Time on study (= 12 weeks)

Tracheal (180mg BID) :
Uveal M (60mg BID) |
Lung (15mg BID) |
Colon (30mg BID) |

Lung (180mg BID) |

Kidney (405 mg QD)
Uveal M (120mg BID)

Pelvis (600 mg QD)

Kidney (600 mg QD)

Apparent efficacy over a large range of doses

? A larger proportion of patients on BID dosing had tumour shrinkage

? Should we revisit the dosing schedule

SINGAPORE
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

FGFR1 FGFR2

mmm-m-m
IHC 2+
RD n=11 1

FISH
amplification Not Not : f_2 . 1
_ f d £ d onfirme
/;\g n= 517 performe performe S
n=

* About 70% of total patients had either IHC/FISH testing
(close to 80% at RD)

* Small numbers of IHC/FISH +ve patients = no obvious
association with response

* At present, no obvious biomarker
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Abs. 1250 | S 49076 — MET/AXL/FGFR inhibitor

e Possible future directions:

* Concentrate on malignancies in which all MET, AXL and FGFR
have shown resistance mechanisms
* EGFR-resistant NSCLC
 BRAF V600E mutated melanoma (and not uveal melanoma)
 Chemotherapy resistant AML

* Concentrate on malignancies where VEGF inhibitors are
considered standard-of-care as MET, AXL/ and FGFRs are
important in angiogenesis

* Combination approach to standard-of-care treatments to
postpone acquired resistance
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Abs. 1260 | AL3810 (Lucitanib) -VEGFR, FGFR, PDGFR

inhibitor

* Non-selective FGFR inhibitor with equipotency against FGFR1

and VEGFR1-3

Non selective FGFR inhibitors = mostly FGFR1-VEGFR inhibitors

Compound/  ceep4  VEGFR4M VEGFR2 VEGFR-3 PDGFRa PDGFRE  Other
IC50 (nM)
FGFR-2 70, FGFR3 238
E-3810 22 7 25 10 175 525 Forng e e
- FGFR-2 40, FGFR-3 9,
Dovitinib 8 10 13 8 unk 12 FLT3 2, c-Kit 1
: c Flar ) ) 2
Brivanib 148 380 25 10 unk S
Sunitinib 320 9 19 4 46 a1 C- Kit 104
_ C-Raf 0.006
Sorafenib 154 6 16 10 744 >1000 | o
Pazopanib 720 10 7-47 30 unk 70-84 C-Met 6
Axitinib 218 12 0.25 0.29 unk 0.29 C- Kit 2
Vandetanib 3000 1800 40 110 unk 1100 EGF- R 500
FLT3 26
BIBF 1120 69 34 21 13 59 85 Sro 106
Cediranib unk 5 : unk 5 CKit 2
Motesanib unk 2 3 unk 84 C-Kit8

Soria JC;
Presented at
TAT 2014
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Abs. 1260 | AL3810 (Lucitanib) -VEGFR, FGFR, PDGFR
inhibitor

* Classical 3+3 design — extension at 10mg/d = RD

* Variety of tumour types; some heavily pre-treated with >/=
5 lines of treatment

Dose level Dose mg/day Patients treated Dose-limiting toxicity (DLT)

< 1 10 3 NA
g G3 Fatigue
2 15 3+2 G3 Blood bilirubin increase
5 G3 Cellulitis
£ 1 10 ? G3 Bile duct obstruction

SINGAPORE 51N 18-21 DECEMBER
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Abs. 1260 | AL3810 (Lucitanib) —-VEGFR, FGFR, PDGFR
inhibitor

Proteinuria
Hypothyroidism

White blood cell count...

m Grade

Platelet count decreased 1

Hand foot syndrom

100
 AEs are more reflective of anti-
VEGF component

* Responses predominantly SDs
* No correlative studies on
potential biomarkers

(15103 4od ouljeseq Wod oBuBY9%)
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AL3810 | E3810 — Lucitanib — VEGFR, FGFR and PDGFR
inhibitor

Phase I/lla study evaluating the safety, efficacy,
pharmacokinetics, and pharmacodynamics of
lucitanib in advanced solid tumors

J.-C. Soria'*, F. DeBraud?, R. Bahleda', B. Adamo?, F. Andre!, R. Dientsmann3-4,
A. Delmonte2, R. Cereda®®.7, J. Isaacson®.7, J. Litten®%7, A. Allen5%7, F. Dubois®,
C. Saba?, R. Robert8, M. D’Incalci®, M. Zucchetti®, M. G. Camboni&8.7+ & J. Tabernero3

! Department of Drug Development, Gustave-Roussy Cancer Campus, Vilgiuif, France; “European Institute of Oncology, Milan, italy; *Vall d'Hsbron Institute of Oncology
(VHIO), Vall d'Hebron University Hospital, Universitat Autonoma de Barcelona, Barcelona, Spain; “Sage Bionetworks, Fred Hutchinson Cancer Research Center, Seattie;
SClovis Onoology. Inc., San Francisco; ®Clovis Oncology, Inc., Boulder, USA; "Clovis Oncology, Inc., Milan, ltaly; Sinstitut de Recherche intemnational Servier, Suresnes, France;
SIstituto di Ricerche Farmacologiche Mario Negri, Via La Masa, Milan, ttaly

» 76 patients; 42% patients had >/= 3 lines of prior
chemotherapy

* Classical 3+3 design from 5mg up to 30mg/day

* Dose expansion phase at RD to obtain preliminary efficacy
evidence on tumours which may harbour FGF-aberrant
pathways or considered angiogenesis sensitive

18-21 DECEMBER
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AL3810 | E3810 — Lucitanib — VEGFR, FGFR and PDGFR
inhibitor

Phase l/lla study evaluating the safety, efficacy,
pharmacokinetics, and pharmacodynamics of
lucitanib in advanced solid tumors

J.-C. Soria'*, F. DeBraud?, R. Bahleda', B. Adamo?, F. Andre’, R. Dientsmann?-4,
A. Delmonte?, R. Cereda®-6.7, J. Isaacson®%.7, J. Litten®:6.7, A, Allen®-67, F. Dubois®,
C. Saba8, R. Robert8, M. D’Incalci®, M. Zucchetti?, M. G. Camboni®6.7+ & J. Tabernero?

' Degpartment of Drug Development, Gustave-Roussy Cancer Campus, Vilguif, France; “European Institute of Oncology, Milan, italy; *Vall d'Hebron Institute of Oncology
(VHIO), Viall d'Hebron University Hospital, Universitat Autonoma de Barcelona, Barcelona, Spain; “Sage Bionetworks, Fred Hutchinson Cancer Research Center, Seattier
SClovis Oneology, Inc., San Francisco; “Clovis Oncology, Inc., Boulder, USA; "Clovis Oncology, Inc., Milan, italy; Sinstitut de Recherche Intemnational Servier, Suresnes, France;

8istituto di Ricerche Farmacologiche Mario Negri, Via La Masa, Milan, ttaly

* MTD 30mg/d, Initial RD 20mg/d; then adjust to
15mg/d as pts cannot be sustained on multiple

cycles

* Presumably East Asians/Chinese population is a
minority or absent.

18-21 DECEMBER
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Phase l/lla study evaluating the safety, efficacy, Tumor response to treatment (RECIST)
pharmacokinetics, and pharmacodynamics of in 58 assessable patients with

lucitanib in advanced solid tumors measurable lesions and time on
treatment (days).
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* All 12 FGFR aberrant breast patients had treatment benefit (50% SD, 50% PR)
J.-C. Soria et al. Ann Oncol 2014;25:2244-2251
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A Phase 2, Randomized, Open-Label Study
of Lucitanib in Patients with FGF Aberrant
Metastatic Breast Cancer

BACKGROUND STUDY SCHEMA

= Metastatic breast cancer (MBC) remains an incurable disease,
disease-associated

Abu-Kalaf et al.
ASCO 2015 —-TIP

with approximatety 41,000 deaths in the
United States (US) annually.®
=  FGF- , defined as amplification of FGFRT or

abemancy,

11g (which includes FGF3 4,19 ligands and CCDT), is
ochserved in mot.rtZS%ofpatenlsmﬂ'l MBC, and portends a
POOT Prognosis a'n:l is thouwght to be a ixrgelx.ble biologic driver
in these patients.>

= Inthe FIH study, patients with FGF-abemmant breast cancer
experienced an objective response rate (ORR) of 50% (figure
below) and progression-free survival (PFS) of 9.6 months. 2

Objective Responses (RECIST 1.1)

metastatic
breast cancer
patients

Phase Il trials in
molecularly enriched
e populations of mBC
EpesEd et and mNSCLC already

This promising clinical activity led to this Phg

* Simon 2-stage design

BJECTIVES

SUMMARY

The gene regions coding for FGFRT on &
FGF3, FGF4, and FGF13on 11g are
ified in with i

15 mg dally
20 mg dally

|- - FoFRt-amp
© 11g-ampiifed

PRIMARY:

* COHORTS A and B: PFS of lucitanib at a starting dose of
10 mg daily versus 15 mg daily

= COHORT C: ORR

SECONDARY:

* COHORTS A and B: ORR, duration of response (DR),
dizease confrol rate (DCR), overall survival (OS), patient
reported outcomes (PRO)

* COHORT C: DR, DCR, PFS, OS, comparative PK, PRO

TENT & SPECIFIC ACTIVITY

=  Lucitanib is an orally available, potent inhibitor of the
tyrosine kinases FGFR1-3, VEGFR1—3 and PDGFRW‘B

*  Lucitanib has demonstrated meaningful a

in FiGF-abemant MBC at 30 medical centers
FGF-driven cancer models.* EXPLORATORY: US (NCTO22202745). un d e rway
Lucitanib KINOMEscan - E)q)lurehlumarhersﬂutmayhe preddme of responseor = Tomcmesnm FIH study are mmm i
primary r to tr as a potent antiangi drug and

hyperten: protei nd hypothyroidi
PATIENTS CHARACTERISTICS e i Wit 50 poponts i
- . Cohorts & and B.

A single arm, open-label, phase 2 study to assess the efficacy | RS e e SN S L e e [ (e s,

. . _ - N Jason Litten?, Andrew Allen®, Roberta Cereda®, Taofeek Owonikoko”, Mark A.
and safety of lucitanib given orally as a single agent to patients BEEESEUTA:ERLLEEEE

H H 1. Sarah Canon Research Institute, Nashvile, TN . Clovis Cncology italy 5.r1., Milano, T
with advanced/metastatic lung cancer and FGF, VEGF, or 2\ e e Oy S, 7 Enory ey Wi Carar e,
; ; P BCeS o o Tars Wore, Uty o
PDGF-related genetic alterations & B S P B Fe-r Hiety P2.01.090
BACKGROUND POTENT & SPECIFIC ACTIVITY KEY INCLUSION CRITERIA
= Lung cancer is the leadi f dated mortality, = Lucitanib is an orally available, potent inhibitor of the tyrosine kinases FGFR1-3, = Patients with advanced/metastatic small cell lung cancer and non-small cell lung cancer and
10% of cancer-related deaﬁhs worldwide annually! VEGFR1-3, and PDGFRa/p FGF, VEGF. or PDGFrelated genetic alterations. Qualifying tumor-tissue based genetic
- The recent discovery of genefic changes that drive tumor growth has accelerated the - Lucitanib has sh t anti-tumor and anti ity in vitro alterations include:

Spigel et al.
WCLC 2015 - TIP

development of novel targeted therapies

- Genetic changes associated with tumor growth and metastases include abnormalities related
to fibroblast growth factor (FGF). vascular endothelial growth factor (VEGF). and
platelet-derived growth factor (FDGF) signaling

- Abnommalities in the FGF, VEGF, and PDGF-related genes have been described across lung

assays and in vivo using human tumor xenograft models, with & trend for stronger efficacy
in those with genomic abarrancies in the FGF and PDGF signaling pathway

- FGFR1, FGFR2, FGFR3, VEGFA, or FDGFRa amplification
- Any FGFR1, FGFR2. or FGFR3 gene fusion
- FGFR1. FGFR2 or FGFRY activating mutation
following at least one fine of therapy in the

Lucitanib KINOMEscan - o

advancedimetastatic setting
cancer histologies at incidences varying between 1-25%, depending on that abnormality? Inhibition Profile . Availabilty of formalin-fxed paraffin smbedded wmor fissue suficient for cantral
- Lucitanib is a potent selective tyrosine kinase inhibitor of FGFR1-3, VEGFR1-3, and Kinase: Kd (M) ‘confimnation genefic aberration and biomarker analyses
PDGFRa/g pre— 2 - ECOG performance status grad 0 or 1
- In biomarker unselected patients enrolled into the firstin-human study of lucitanib, a disease
control rate (defined as complete response + partial response + stable disease) was FGFRZ a
abserved in >80% of patients. and an abjective response rate ([ORR]. defined as complete KEY EXCLUSION CRITERIA
response + partial response) was cbserved in >25% of patients® FGFR3 81 + Ongoing adverse events from prior anticancer therapies without resolution of any grade 2 or
+ This study s enroling lung cancer patients with  variety of histologic sublypes and VEGFR1 1 greater side effects to grade 51
biomarkers with the aim of identfying bi f VEGFR2 r + Known symplomatic central nervous system (CNS) metastases not controlled by prior
lucitanib in lung cancer - surgery or radiotherapy and/or low-dose steroids
VEGFR3 71 - Uncontrolled hypertension at time of enroliment
PDGFRa 043 « Tumors that are invading a major vessel
STUDY SCHEMA nesmeE
FDGFR3 026
Patients with PRIMARY OBJECTIVE = Based on lucitanib’s potent and unique spectrum of activity, this study will enroll advanced

advanced/metastatic lung cancer patients with evidence of tumor genetic alterations that may confer sensitivity

(n=40)

(ORR: Popainof paients wit 8 corfimed capete resporse (GF)ora oonfimed prtl
Tumors (REGIST) Version 1.1 crferis

+ Enrollment into the study is currently ongoing at 19 study centers specializing in genetic
screening, in 5 countries across the United States and Europe (France, Germany, laly,
and Spain)

WOCLC Annual Mesting 2015 | September 8- | Denver, CO

SECONDARY & EXPLORATORY OBJECTIVES

lung cancer and FGF, 10mg Objective Eégim;?gg?fdmcmmb '":I with advanozdimetastatic ng cancer and FGF. to lucitanib traatment
VEGF, or PDGFrelated lucitanib = 1. honse rate - The study is designed to explore the ant-tumor activity of lucitanib in lung cancer patients
genetic alterations daily with FGF, VEGF, and PDGF genetic alterations

= Although these alterations occur at relatively low frequencies, this study is expected to

- Evaluate the clini (CER), fr jval (PFS), duration of the identify patients who are exceptional responders o lucitanib and evaluate patential
responsa (DR), and overall survival (05) biomarkers for future development of lucitanib in lung cancer
- Evaluate the Kinetics of tumor size change prior to and aRer = In addition to this clinical trial, a global development program for lucitanib in breast cancer

+ Evaluate the safety profile of lucitanib

- Callect additional information an the phammacokineti (PK) profil of ucianib

- Perform a lysis ofinter-patient variaion in genes encoding for
proteins involved in i 0 ion (ADME)

- Evaluate the pharmacodynamic (PD) profile of lucitanib by characterizing its biclogical
activity and by exploring biomarkers potentially predictive for benefit from lucitanib

\,

and other solid umors is angoing

REFERENCES

1. Fertay J, Sin HR, Bray F, et al GL IARC
10|

2. Schuthels & al, 2014; Capelett et al, 2014; Tran TN et al, 2013 Majewskl &t al, 2013; Helst et a, 2012, Welss et al,
2010; Clowts (3312 on Tl
3. Saria JC etal. Annais of Oncology. 2014:00:1-8.

property of the

© for reprnt andior distrbute.

18



Abs. 1260 | AL3810 (Lucitanib) —VEGFR, FGFR, PDGFR
inhibitor

Direction:
e Future trials need to be biomarker driven

Challenge:

* |dentify a robust biomarker

» Definition of FGFR pathway amplification varies between trials in
methods used and threshold copy number

* No consensus -2 difficulties for cross trial comparison
Future Directions:

* Correlate PK/PD differences between ethnicities of patients
across trials

* Asian to take leadership roles in niche Asian FGFR related
tumours
* e.g. Hepatocellular Ca, Gastric Ca
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Challenges of Targeting FGFR as a whole

Purpose
- v !
Target FGFR Reverse
pathway as resistance Target
oncogenic to targeted angiogenesis
driver agents
| |
v
?
Which Is the optimal setting? Sinsolved
questions
‘ v [v
Enrich for = Selective vs.
patients After PD to After PD nonselective
harboring another toa r anti-FGFR
the specific targeted antiangiogenic > = Feasibility of
oncogenic agent? agent? combinations
alteration * Long-term
[ | = safety of FG FB
8 inhibition
\
Challenges
v v e
= Molecular
screening How to combine
- Avoid anti-FGFR ang | |For activation
resistance to other targeted criteria?
anti-FGFR agents?
agents
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