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MECHANISMS OF ACQUIRED RESISTANCE TO

FIRST-LINE OSIMERTINIB: PRELIMINARY DATA
FROM THE PHASE Illl FLAURA STUDY
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FLAURA STUDY DESIGN
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PATIENT DISPOSITION IN PATIENTS WITH PAIRED PLASMA SAMPLES

Patients with detectable plasma sensitising EGFRm (ex19del/L858R) at baseline (shedding) were evaluable

Comparator EGFR-TKI
Gefitinib or erlotinib
(N=277)

Osimertinib
(N=279)

Patients with paired samples
n=159 (57%)

Patients with paired samples
n=113 (41%)

L I I |
'EGFR mutations No EGFR mutations EGFR mutations No EGFR mutations

detected in baseline  detected in baseline detected in baseline detected in baseline
plasma samples plasma samples plasma samples plasma samples
(n=129, 81%) i (n=30; 19%) (n=91; 81%) (n=22; 19%)

MRUNICH g EGFR mutations inckded exon 13 detobon or | B5%R
2018 “Serpies wocw resincied ko Bose pelenly with devese progresson andior disconbnuabion sampies, and paleats who provaled ndormed consent

p.o., orally, qd, once daily
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RESULTS: CANDIDATE ACQUIRED RESISTANCE MECHANISMS WITH
OSIMERTINIB (n=91)*

* No evidence of acquired EGFR T790M

+ The most common resistance mechanisms were MET amplification and EGFR C797S mutation
+ Other mechanisms included HER2 amplification, PIK3CA and RAS mutations

L1l EIIIIHII
bocondnry EGFR mutations”

» ]
CI9TX. % (ERL NPT $% mE“‘A " MET amplification: 15%
PIK3CA mutations: 7% ORAF mutalions (VB0OE) 3%

KRAS mulations (G120/C, AMaGT) 1%

o Cell cycla gens alterations
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ANALYSIS OF RESISTANCE MECHANISMS TO OSIMERTINIB IN
PATIENTS WITH EGFR T790M ADVANCED NSCLC FROM THE
AURA3 STUDY

Vassiliki Papadimitrakopoulou’, Yi-Long Wu?, Ji-Youn Han® Myung-Ju Ahn*,

AURA3 study design

Plasma samples
Patients with locally advanced Osimertinib (n=279) taken at progression @
or metastatic NSCLC 80 mg orally : san o phoraed

1
' 2 once dail ¥
Kay inclusion criteria geoN i
+ 18 years (220 years in Japan) RECIST 1.1 assessment every
+ Evidence of disease progression Randomised
g sl ol . Platinum-pemetrexed (n=140) 6 weeks until objective
following first-line EGFR-TKI therapy 21 trexed 500 mg/m? + progressive disease
+ Documented EGFRm and central carboplatin AUC5 or
confirmation of tumour EGFR

cisplatin 75 mg/m? L AR 3 e
T790M mutation after first-line Qawpfor W mlggc’ycles Crossover was allowed for patients in

EGFR-TKI treatment + optional maintenance the chemotherapy arm, who could
+ WHO performance status of 0 or 1 peme”exedn receive 0DE’F‘I*|BbE| osimertinib upon
central confirmation of progression

Plasma samples
laken at baseline

Objective of resistance analysis
Exploratory analysis to investigate mechanisms of acquired resistance to osimertinib in patients who
progressed or discontinued treatment during AURA3

ongress
MUNICH - Patients with progression and/ce discon
20“ *Pabents were stratified at randommsation based on sthncity (Asian/non Asian). "For patients 088 disease
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LBA51. Analysis of resistance mechanisms to osimertinib in LUNG CANCER
patients with EGFR T790M advanced NSCLC from the AURA3 study UPDATES

ESMO HIGHLIGHTS

Patient disposition

Patients with detectable plasma sensitising EGFRm (L858R / ex19del) and/or T790M at
baseline (tumour shedders) were evaluable

Randomised to
osimertinib (n=279)

Randomised to
plt-pemetrexed (n=140)

Patients with paired samples* and
valid NGS result, n=83 (30%)

EGFR mutations No EGFR mutations EGFR mutations No EGFR mutations
detected in baseline detected in baseline detected in baseline detected in baseline

plasma samples plasma samples plasma samples plasma samples
(n=73, 88%) (n=10; 12%) (n=24; 80%) (n=6; 20%)

ongress
?Mnt{giCH M e iy EGFR mutations included ex19del, LBS8R or rrq]
J >ampies were resincted to

Patients with paired samples* and
valid NGS result, n=30 (21%)

those patients with paired baseline and disease progression and/or dscontinuation samples that passed quality con
checks, and patients who provided informed consent. Samples from China ware sxclud
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patients with EGFR T790M advanced NSCLC from the AURA3 study UPDATES
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Acquired resistance mechanisms post-osimertinib (n=73)

N\ Shading denotes loss of

No known mechanism

only: 10%

Summary | N\ 7790M: 36 (49%)
X of resistance Loss of T790M indicates efimination of

+ Acquired EGFR mutations: 21% & : identified: 60% T790M-harbouring cells

.« MET amp" 19% R SN EGFR mutations

+ BRAF VB0OE + FGFR3-TACCY 1%
+ HER2 amp* + PIK3CA amp* + CCND2 amp 1%
+ HER2 amp® + MET amp*- 1%
+ MET amp* + BRAF VB00E + COKS amp® 1%
+ MET amp* + COKG amp + CCNET amp®. 1%
+ MET amp® + KRAS mutation 1%
+ MET amp*: 3%
PIK3CA amp* + HER2 amp* + CCNE1 amp*: 1%
PIK3CA ES45K: 1%
MET amp®: 3%
4 \ MET amp® + NTRK1-TPM3 1%
RET-ERCT 1% e MET amp® + COK8 amp®: 1%
CCNET amp* 1% MET amp® + CCNET amp® + CDK6 amp*: 1%
HER2 amp* 1% MET amp* + COKN2A E27fs 1%
PIKACA amo® 1%  MET amp® + CCND1 amp* + CCNE1 amp* + CDK6 amp®. 1%

ongress
*Amplificabon events may be undetrepresented in plasma analyses

amp, amplificabon

+ Cell cycle gene alterations: 12%
¢« HER2 amp™ 5%

+ PIK3CA amp" / mutation: 5%

* Oncogenic fusion: 4%

+ BRAF VB0O0E: 3%

MUNICH
2018
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the MET inhibitor Capmatinib (INC280) in patients with METAEX14
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ADVANCED NON-SMALL CELL LUNG CANCER

Robeva,!* Maeve Waldron-Lynch,'® Rebecca S. Heist*’

General Hospital, Boston, MA, USA
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2018

RESULTS OF THE GEOMETRY MONO-1 PHASE Il STUDY
FOR EVALUATION OF THE MET INHIBITOR CAPMATINIB
(INC280) IN PATIENTS WITH METAEX14 MUTATED

Juergen Wolf,* Takashi Seto,? Ji-Youn Han,* Noemi Reguart,* Edward B. Garon,5 Harry J. M.
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Groningen and University Medical Center Groningen, Groningen, The Netherlands, “National Cancer Centre Singapore, Singapore; *Aichi Cancer Center, Nagoya,
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LBA52. Results of the GEOMETRY MONO-1 phase Il study for evaluation of
the MET inhibitor Capmatinib (INC280) in patients with METAEX14 LUNG CANCER
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19-23 DE OCTUBRE 2018, MUNICH

METexon-14 SKIPPING MUTATIONS IN NSCLC

Effect of Exon 14 Deletions on MET*?
« Occurs in 3-4% of NSCLC'*3

« Encodes the juxtamembrane region of the
receptor responsible for MET degradation

i

« Results in an overabundance of MET
receptors

. Considered to be an oncogenic driver®® il —

« Poor prognostic factor in advanced
NSCLC®

[=x]
« Preliminary data shows that these patients

show poor responses to standard therapies @
including immunotherapy, even when PD-L1
expression and mutation load are high’#

1. Reungwetwattana T, et al. Lung Cancer. 2017;103:27-37. 2. Gelsomino F, et al. Cancers (Basel). 2014;6{4):2100-2115. 3. Ma PC. Cancer Discov. 2015;5:802-805. 4. Paik PX, et al. Cancer Discov. 2015:5:842-849. 5
Frampton GM, et al. Cancer Discov. 2015;5:850-859. 6. Awad MM, et al. ASCO 2017, Abstract 8511, 7, Sabari JK, et al. ASCO 2017, Abstract 8512. 8. Sabari JK, et al. Ann Oncol. 2018; Epub
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1. DiscoveRx KINOMEscan, kinase panel screened at 10 mM capmalinib, data on file .2. Reungwetwattana T, et al. Lung Cancer. 2017;103:27-37. 3 Lara MS, et al. Clfin Lung Cancer. 2017;18(3):281-285. A. Liu X, el al
5. Fujino T, et al. WCLC 2018, Poster P1.13-41. 6. Schuler M, et al. ASCO 2016, Abstract 9067. 7. Wu YL, et al. WCLC 2018, Poster P1.01-97. 8. Wolf ), et al. WCLC 2017, Poster P2,04-
hul

Clin Cancer Res. 2011;17(22):7127-38. 5

CAPMATINIB (INC280)

Oral ATP competitive, reversible inhibitor of the MET receptor tyrosine kinase

+ High selectivity for MET
. Capmatinib inhibited no other kinase than MET when tested across 442 kinases*
. Other kinase screen hits show at least 1000-fold higher dissociation constant than
MET
. High potency against METAex14 compared to other MET inhibitors?®34
. Capmatinib is the most potent inhibitor against METAex14>

Capmatinib Savolitinib Tepotinib Cabozantinib  Merestinib  Glesatinib

0.6

IC. (NM)

Crizotinib

Manageable safety profile and promising efficacy both as single agent and
in combination with EGFR TKI in MET aberrant NSCLC®7:89.10

Crosses the blood brain barrier - preliminary brain activity reported®!!

A 16, Abstract ¥9067: 11. Shih K, et al. SNO 2016, Poster ACTR-45
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GEOMETRY MONO-1 PHASE 2 STUDY DESIGN

Stage IB/IV NSCLC
MET amplified and/or METAex14

PS 0~1
MET Aex14 Mutated Capmatinib 400 mg BID tablet MET Amplified
Cohort 1a
Cohort 4 Pretreated: MET GCN 2 10 (no METAex14)
METAex14 regardless of GCN

Cohort 1b, 2, 3*

MET GCN <10 (no METAex14)

Cohort 5b T Cohort Sa
METAex14 regardless of GCN P MET GCN 2 10 {no METAex14)

Primary endpoint: ORR by BIRC
Key secondary endpoint: DOR by BIRC

Cohorts 4 and 5b are fully enrolled and closed Cohort 1a, 5a are open for enroliment

Additional expansion Cohort 6 in 2L *Cohort 1b: MET GCN 2 6 and <10

Cohort 22 METGCN 2z 4and < 6
for GCN 2 10 or METAex14 is also open Cohort 3: MET GCN < 4

Cohorts 1b, 2 and 3 are closed for futility
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LBA52. Results of the GEOMETRY MONO-1 phase Il study for evaluation of
the MET inhibitor Capmatinib (INC280) in patients with METAEX14
mutated advanced non-small cell lung cancer UPDATES

BASELINE CHARACTERISTICS (COHORTS 4 AND 5B)

Demographics Cohort 4
(METAex14; 2/30)
n =69

Age (years) Median (range)
<65
265-<75
275
Race, n (%) Caucasian
Asian
Other
Sex, n (%) Female
Male
Smoking history, n (%) Never smoked
Ex-smoker
Current smoker
ECOG status, n (%) 0
1
22

71 (49-90)
14 (20.3)
31 (44.9)
24 (34.8)
48 (69.6)
19 (27.5)

2(2.9)

40 (58.0)
29 (42.0)
40 (58.0)
27 (39.1)

2 (2.9)
16(23.2)
52 (75.4)

1(1.4)

Cohort 5b
(METAex14; 1L)
n =28
71 (57-86)
3(10.7)
14 (50.0)
11 (39.3)
23 (82.1)
4(14.3)
1(3.6)
18 (64.3)
10 (35.7)
18 (64.3)
9(32.1)
1(3.6)
7(25.0)
21(75.0)
0

DISEASE CHARACTERISTICS AND PRIOR THERAPIES (COHORTS 4 AND 5B)

Cohort 4 (METAex14; 2/3L) Cohort 5b (METAex14; 1L)

Adenocarcinoma 53 (76.8) 25 (89.3)
At Squamous / Others® 6(8.7)/ 10 (14.5) 2 (7.1) /1 (3.6)
Key metastatic site of cancer, Brain 11 (15.9) 3(10.7)
n (%) Liver 16 (23.2) 5(17.9)
Bone 41 (59.4) 15 (53.6)
Concurrent MET amplification, <4 GCN 18 (26.1) 4(14.3)
n (%) 24-6 GCN 15(21.7) 10 (35.7)
26-10 R 17(2a6) 3(10.7)
>10 GCN 11(15.9) 4(14.3)
Missing or not available 8(11.6) 7(25.0)
Number of prior antineoplastic 1 51 (73.9)
regimens, n (%) 2 15 (21.7) NA
3 3(4.4)
Prior antineoplastic therapies, 1L platinum based chemo 61 (88.4)
n (%) 2L platinum based chemo 7(10.1)
1L immunotherapy 8(11.6) NA
2/3L immunotherapy 10 (14.5)
Any line single agent chemo 8(11.6)

rge cell carcinosarcoma, and undifferentiated etc)

ESMO HIGHLIGHTS

19-23 DE OCTUBRE 2018, MUNICH

Clinicopathologic features:

Older patients

Less proportion of never smokers
Mutually exclusive with other
drivers

15-20% with concurrent MET
amplification
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TUMOR RESPONSE BY BIRC (PRETREATED COHORT 4)

Best % change from baseling (%)

Confirmed ORR by BIRC is 39.1%; most patients show deep responses

reasurable disease at baseline and 21 post-baseline assessment

TUMOR RESPONSE BY BIRC (TREATMENT NAIVE COHORT 5B)

Confirmed ORR by BIRC is 72%, deep responses were observed in almost all patients

[ Y
n=24'/25 HFR  H D

Best % Change from baseline (%)

*Patients still on treatment
tnumber of patients with measurable disease at baseline and 21 post-baseline assessment

MOST COMMON ADVERSE EVENTS (2 10% ALL GRADES, ALL PTS)
Suspected to be Drug-Related

AE, n (%) Cohort 4 (METAex14; 2/3L)

n =69

All grades Grade 3/4
Any 60 (87.0) 33 (47.8)
Peripheral edema 31 (44.9) 10(14.5)
Nausea 24 (34.8) 0
Vomiting 13 (18.8) 0
Blood creatinine increased 15 (21.7) 0
Fatigue 9(13.0) 4 (5.8)
Decreased appetite 10 (14.5) 1(1.4)
Diarrhea 8 (11.6) 0

Overall, 31/302 (10.3%) patients discontinued for AEs suspected to be related to the study treatment

Cohort 5b (METAex14; 1L) All Patients
n=28 N =302

k

All grades Grade 3/4 All grades Grade 3/4
27 (96.4) 14 (50.0) 253 (83.8) 100 (33.1)
18 (64.3) 1(3.6) 122 (40.4) 19 (6.3)
11 (39.3) 0 99 (32.8) 5(1.7)
4(14.3) 0 58 (19.2) 6 (2.0)
7 (25.0) 0 58 (19.2) 0
2 (7.1) 1(3.6) 40 (13.2) 10 (3.3)
5(17.9) 0 40(13.2) 3(1.0) o
3(10.7) 0 35 (11.6) 0

Grupo Espariol de Cancer de Pulmdn
Spanish Lung Cancer Group




LBA52. Results of the GEOMETRY MONO-1 phase Il study for evaluation of
LUNG CANCER

the MET inhibitor Capmatinib (INC280) in patients with METAEX14
mutated advanced ngn-small c(eII lun )canrc)er UPDATES
8 ESMO HIGHLIGHTS
19-23 DE OCTUBRE 2018, MUNICH
CONCLUSIONS

METAex14 oncogenic mutations represent a novel driver mutation in advanced NSCLC and are

recognized as a poor prognostic factor

Capmatinib is a selective MET inhibitor and highly potent against METAex14

+ Capmatinib has demonstrated a clinically meaningful response rate and manageable toxicity
profile in patients with METAex14 advanced NSCLC regardless of the line of therapy

Efficacy in treatment naive patients with ORR by BIRC of 72%

*

« Durability data are not mature at the time of this analysis
The differential benefit observed between patients treated in 1L and 2L/3L highlights the need of

early diagnosis and prompt targeted treatment of this challenging patient population with

’\‘,

METAex14 advanced NSCLC
Capmatinib showed preliminary activity in brain metastases
Overall, these encouraging data characterize Capmatinib as a very promising MET inhibitor for

patients with METAex14 advanced NSCLC
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13770. Phase 2 study of tepotinib + gefitinib (TEP+GEF) in MET-positive

(MET+)/epidermal growth factor receptor (EGFR) - mutant (MT) non-small wgﬁﬁTEs
cell lung cancer (NSCLC) S50 HICHLIGHTE
19-23 DE OCTUBRE 2018, MUNICH

PHASE Il STUDY DESIGN

lepotinib

500 mg oral QD

21-day cycles

Asian patients with By until PD or

« Locally advanced/metastatic stage IV Gefitinib toxicity » Endpoints:
NSCLC, EGFR+, T790M-, MET+ 250 mg oral QD » Primary Investigalor-assessed PFS
» MET2+ or 3+ by IHC (D1C1 anbbody) L g » Secondary. ORR, safety

ang/of .
«  MET amplfication by ISH Rt : Pre-plann?d analyses:
{GCN 25 and/or MET/CEP-7 ratio 22) . Mf:l IHC3+ subgroup
Resistance to pnor EGFR TKI «  MET amplification subgroup
{(Jackman cntena)"
No pnor HGF/IMET pathway-directed

Pemetrexed

Up to 6 x 21-day
500 mg/m? 1.v. on day 1

cycles (or 4

« |Initial plan to enrol 156 patients

cycles plus
therapy pemetrexed » Enrolment halted after 55 patients
maintenance) randomized due to difficulties in

Stratification factors:
« Type of MET+ \ J
(IHC2+ vs IHC3+ vs MET amplification)*
« Pnor EGFR-TKI treatment

until PD or toxicity identifying patients who met the

eligibihty cntena

* Prior treatment with gefitinib, erlotinib, icotinib, or afaimb, Jackman D et al. J Ciin Oncol. 2010:357-360
tIndtially 1 1 and changed to 2:1 on implementation of protocol amendment (30 Sep-2016) . ! Patients with co-existence of MET amplification
ongress and MET IHC overexpression were included in the MET amplification group. AUC, area under the curve, EGFR, epidermal growth factor
M receptor, GCN, gene copy number, IHC, immunohistochemistry, ISH, in situ hybndization, 1.v., intravenous, NSCLC, non-small cell lung cancer;
ORR, objective response rate, PD, disease progression, PFS, progression-free survival, QD, once daily, TKI, tyrosine kinase inhibitor.
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13770. Phase 2 study of tepotinib + gefitinib (TEP+GEF) in MET-positive

(MET+)/epidermal growth factor receptor (EGFR) - mutant (MT) non-small
cell lung cancer (NSCLC)

LUNG (ANCER
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19-23 DE OCTUBRE 2018, MUNICH

PATIENT DISPOSITION

Biomarker screening

Tepotinib/gefitinib
ITT n=31

salety (all trealed patients) n=3

Chemotherapy
ITT n=24

Safety (all treated patients) r

-M;mgmss MET amplification, defined as mean GCN 25 and/or MET/CEP-7 copy number rafio 22

EGFR. epidermal growth factor receplor, GCN, gens copy number; IHC. immunohis

‘NldpatmlﬂveMETa‘npiﬁcabm' b
lochemistry, ISH, in situ hybridization, ITT, intent-to-treat
=

"
P
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13770. Phase 2 study of tepotinib + gefitinib (TEP+GEF) in MET-positive

(MET+)/epidermal growth factor receptor (EGFR) - mutant (MT) non-small

cell lung cancer (NSCLC)

Che

emotherapy 24 16 7
ESIESMD

PFS IN MET-POSITIVE TUMORS

Investigator-assessed PFS in ITT population

At risk

ESMO HIGHLIGHTS
19-23 DE OCTUBRE 2018, MUNICH
e
INCREASED PFS WITH TEPOTINIB/GEFITINIB
IN HIGH MET-EXPRESSING TUMORS
= = i + subgroup(n=34 - —
Tepotinib + gefitinib Chemotherapy ”!:’FS n MET IHC3 < g p{ ) inib + gefitinib C
n=31 n=24 08 n=19 n=1§
i Events 12 12
12,68] 087 Median PFS, months (90% Gl 83[41,212]  44[41,68]
a 07 o (Unstratified) HR [90% CI] 035(017,074]
208
Eo0s
04
203
02
01
00
y 0 3 6 12 18 2 30
At risk Time (months)
. Tepotinib+ 19 1% 9 1 0 0
% cnam&m:l:;':: 15 10 4 0 0 0 ]
MLINIC! nﬂgmss Chemotherapy metrexed + cisplabin or carl in
e

Median PFS:

In MET-positive tumors: 4.9 m
(TEP+GEF) vs 4.4 m (CT); HR
0.71 (n.s.)

In MET IHC 3+: 8.3 m
(TEP+GEF) vs 4.4 m (CT); HR
0.35 (significant)

In MET amplified: 21.1 m
(TEP+GEF) vs 4.2 m (CT); HR
0.17 (significant)

HIGH ORR WITH TEPOTINIB/GEFITINIB IN PATIENTS WITH
HIGH MET-EXPRESSING TUMORS OR WITH METJ AMPLIFICATION

Investigator-assessed responses (RECIST 1.1)

Tepotinib + gefitinib

Analysis Set

Responders* ORR, %

Responders*
n/n (90% CI) n/n

Pemetrexed + cisplatin/carboplatin

Odds Ratio
ORR, % (90% CI)

(90% Cl)

| Overall (N=55) 14/31 45.2 (29.7,61.3) 8124 33.3(17.8,52.1) 1.991(0.56, 6.87)
\¥ ] C3+ 4 13/19 68.4 (47.0, 85.3) 5/15 33.3(142,57.7) 433(1.03,18.33)
! MET amplification (n=19) 8/12 429 (129,77.5) 267 (0.37, 19.56)

66.7 (39.1, 87.7) 37
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13770. Phase 2 study of tepotinib + gefitinib (TEP+GEF) in MET-positive

(MET+)/epidermal growth factor receptor (EGFR) - mutant (MT) non-small LUNG (ANCER

cell lung cancer (NSCLC) UPDATES
ESMO HIGHLIGHTS
19-23 DE OCTUBRE 2018, MUNICH

CONCLUSIONS

« This is the first randomized study to compare tepotinib plus gefitinib with chemotherapy in relapsed
EGFR-mutant NSCLC with MET overexpression (IHC3+) and/or MET amplification

» Enrolment was halted early due to low recruitment

« Patients whose tumors harbor MET amplifications experienced improved PFS with the tepotinib/gefitinib
combination compared with chemotherapy (HR 0.17 [90% CI 0.0, 0.57])

« MET can be considered a suitable biomarker for treatment with tepotinib

« Higher ORR with the tepotinib/gefitinib combination (45.2%) than chemotherapy (33.3%)
» ORR was highest in patients with MET IHC3+ and MET-amplified tumors in the tepotinib/gefitinib combinaliok
arm (68.4% and 66.7%, respectively)

« Treatment with tepotinib and gefitinib was generally well-tolerated and most AEs were mild to moderate
in severity

ungress MET-amplified, defined as mean gene copy number 25 and/or MET/CEP-7 copy number ratio 22
E;Bl{g“m M AE. adverse event. CI, confidence interval; EGFR, epidermal growth factor receptor; HR, hazard ratio; IHC, immunchistochemistry,

NSCLC, non-small cell lung cancer, ORR, objective response rale; PFS, progression-free survival
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