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A Phase I/l trial of dasatinib and osimertinib in TKI naive patients

with advanced EGFR mutant NSCLC LUNG CANCER
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Demographics and disease characteristics (n=10) Dose limiting toxicities

Study design

Median age 705 (range: 48-83) Dose levels | # of patients | # of DLTs | Details
+ Open-label, single-arm phase /1l trial of osimertinib and dasatinib (NCT02954523). ot Female e 2 } 0
- " " . " " . Male 1 (10%) (3 headache, myalgia
+ EGFR-TKI naive patients with advanced EGFR-mutant NSCLC. Patients with pleural or pericardial e pr 1 6 (o) | Garetopen
effusions excluded. Race o Py y 1 -
+ Phase | utiized 3+3 design. Phase Il uses two-stage sequential design (n=28). —— tovr 100 * atent with istry of AL  erission
Former 3(30%)
Dose escalation schedule Key outcome measures botomarcosans | 5(50%) Treatment-related adverse events (TRAEs)
) ! 5 (B0%) * Most TRAEs were grade 1 or 2 (92%).
Dose Level Osimertinib | Dasatinib + Phase |: Maximum tolerated dose (MTD) and Menacadhama | 6(60% g - (%22
recommend phase 2 dose (RP2D) pr— * No grade 4 or 5 toxicities.
Level 2 80mgQD  |70mgBID Histoogy WN%“WN - + Common side effects: pleural effusion (n=10), diarrhea (n=8),
Leve|_1 QmgQD  |50mgBD + Phase I Rate of non-response stratified by g:r:'i:i:zl'a'“ 1(10%) rallsh (n=7), théor:tacy:oper}ia (n=76), neutropenia (n=7), AST
(starting dose) Cripto-1 expression in tumor | o odoeton | 8 6% elevation ("'_ ), ALT elevation (n=6)
Level -1 80mgQD  |70mgQD EGFR mutation P "o * Pleural effusion: Grade 1 .(n=5), Grade 2 (n=4), Grade 3 (n=1)
(4 underwent thoracentesis, 2 had PleurX placed).
Level -2 80 mg QD 50 mg QD Braln metastases at baseline 4 (40%)

Kim C et al. MA09.01
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Long-term outcomes to tepotinib plus gefitinib in patients with (NG CANCER
EGFR mutant NSCLC and MET dysregulation: 18 months follow-up Il.]iP(DATEs
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PHASE Il INSIGHT STUDY (NCT01982955)

» Tepotinib is a highly selective, potent MET TKI with promising Due to low recruitment, enrolment was halted early
activity in NSCLC harboring MET alterations™-2 with 55 of 156 planned patients enrolled

EGFR TKl-resistant Asian patients with locally advanced/metastatic NSCLC,
EGFR+, T790M—, MET+

L +  MET2+ or 3+ by IHC (D1C1 antibody) J

MET amplification by ISH (GCN 25 and/or MET/CEP-7 22) Median age, years (range) 61.0 (42-76) 58.3 (42-82)
R Male 11 (35.5) 12 (50.0)
Adenocarcinoma 30 (96.8) 24 (100)
Chemotherapy:
Tepotinib 500 mg + Pemetrexed 500 mg/m? + Never smoker SalSll MK (2L
gefitinib 250 mg cisplatin 75 mg/m2 or Pre-pl d subgroup ly

carboplatin AUC 5 or 6
i.v. on Day 1t MET amplification 12 (38.7) 7(29.2)

MET IHC3+ 18 (61.3) 15 (62.5)

orally once daily*

Primary endpoint: investigator-assessed PFS (RECIST v1.1)
Secondary endpoints include: ORR, OS, safety

Stratification factors: MET status (IHC2+ vs IHC3+ vs MET ampilification),
and prior EGFR TKI (gefitinib vs erlotinib vs icotinib vs afgli/&ip\)

L 17-Dec2 AUC

We report 218-month follow-up data on
primary and secondary endpoints

Data o

es. EGFR, apiderma facta
val; RECIST, respon

1HE
nhibiter. 1. Gheng ¥, et al
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PFS AND ORR BY INVESTIGATOR 0§

\*
Overall population o MET IHC3+ " MET amplification it Overall population MET amplification
i witnh Cieno 10 —_wiinb Chemo  J geinb Chem
" W dn e L L
E BRC) (3969 4268 BRG] (41165 4168 BHCh B3 (147
Su BR(Q0% 0 06T 035,128 15 HR{E0RCl) 035017074 M5 HRIE0% L) 043(004,043
2
I3
EUJ 04
I
502 0z
[] [
0316 1 % F3 k1 03 03 1 L] * kil
Time imorts) Time (narts|
Teszinh
Wﬂ" 1 H ] 0 1 3 R : ) 2 . ? '
Ceme % 1 [ Dhem 3 B M 1 " H ¥ [ 1 L BRI 10 £ 1 L] L] ] T § 3 [} L] ] [}
ORR, n (%) [90% CI] Median 08, months (30% CI) HR Median 08, months (30% CI) HR Median 08, months (30% CI) HR
Tepotinib + gefitinib_ Chemotherapy eiitinh Chemotherapy  OR Tepotinib + gefitinib Chemotherapy (0% C))  Tepotinib + gefitinib Chemotherapy (90% Cl}  Tepotinib +gefitinib Chemotherapy  (80% CI)
et =12 =t (90%Cl) 173 187 069" 3 179 033 u3 131 009
14 (45.2) B(86.7) 3(429) 267 (127, 37.3) {158,207 (0.34,141) (42,373 (120,207 {0.14,0.76) (ne, ne) [3.3,ne) (0.01,0.54)
.87 128713 (0.37,1856) o o e o B
o K + Three patients with MET amplificafion are stil receiving treatment with tepoinib plus gefiinib for 227 months
o ol estmable; DRAL chiectve rsounse ale; OR, oées "Skalfed by r2ndumiehnn slrla. Chamo. chemotheragy: G, cunlidenca el HR. harard rta; G, mmunahieiichenstry, s, notestmable, OS, averal survval.

ORR 45.2% ORR 66.7%

mPFS 4.9 m mPFS 16.6 m
mOS 17.3 m mOS 37.3 m
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A Multicenter, Open-label, Single-arm, Phase Il Study: The Third Generation
EGFR Tyrosine Kinase Inhibitor Olmetinib (HS-10296) for Pretreated EGFR LUNG CANCER
T790M-Positive Locally advanced or Metastatic Non-Small Cell Lung Cancer UPDATES

IASLC HIGHLIGHTS

S . Demographics and Baseline Characteristics
tudy Design
o Olmetinib (HS-10296)
Characteristics (N=244)
\ / . Age, median (range), years 61.0(27~87)
P, . Primary endpoint: \
Key eligibility criteria Olmetinib (HS-10296) - Sex, %:
+ Locally advanced or metastatic NSCLC o, + ORRbyICR (RECISTv1.1) Female / male 582/418
. . - N=244; 110 mg orally , QD Secondary endpoints:
+ Evidence of disease progression following first- 5 (0CR) I Brain metastases", %: 373/627 I
i + Disease control rale . g
fine EGFR THls therapy RECISTv1.1 assessment performed . A(
« Central confirmation of tumor EGFR T790M rery 6 weeks untl objective disease * Progression-fee suniva (PFS) ECOG performance status %:
mutation from a tissue biopsy taken after disease gression; patients could receive + Duration of response (DoR) 0/ 3481652
rogression on firstine EGFR TKls treatment study treatment beyond RECISTv1.1 .
ey . defined progression as long as they + Overall sunvival (0S) Smoking status, %:
+ Asympiomatic CNS metastases allowed experienced clinical benefit. &Salely and tolerabilty / Never | current/ former 1301161254
EGFR mutation with T790M" %:
Ext9Del/ L856R oerst L
+ The ORR by investigator (RECIST v1.1) for sensitivity analysis.
Previous anti-cancer treatment lines, %:
+ A sample size of 238 patients achieving > 85% power to detect a difference of 0.1 (P0=0.45, P1=0.55) using a 2 sided binomial test with a significance level of 0.05. 11213 7671193140

+ 244 Asian patients entered the study from 36 sites in mainland China (189 patients) and Taiwan (55 patients) between May 16, 2018 to Oct 23, 2018.

*, Brain metastases determined from basefine data of CNS lesion site, medical history, and/or surgery, and/or radiotherapy. #, EGFR mutation identified by cobas®

+ RECIST, Respanse Evaluation Criteria In Solid Tumors. ICR, independent central review. EGFR Mutation Test. &, four patients without Ex19del or L858R mutation; one with G719X combined S7681 mutation; other three without sensitizing EGFR mutation.

ClinicalTrials.gov |dentifier. NCT02981108
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Primary Endpoint: ORR (ICR)

604 -~
Olmetinib (HS-10296) (N=244) Shoow  Responsespatens e goimiosncr) £
40+ ORR(95%Cl) 684 (62.2,74.2) g
5 =
N DCR (95%C) 934 (80.6%6.2) vﬂe 63102 — 67.7(57.7:76.6) ’
- —mm - Female %/142 -+ 69.0(60.7-76.5)
y Age at screening
>=65¥r 6491 — 70.3(59.8.795)
<5 Y1 103153 -+ 67.359.3747)
EGFR Mutation
Deld 112155 -

723(645-79.1
LB5ER. 5385 — 624(51.2
204 Brain Metastases
Yes 5691

1183

Mo
Smoke History

3 6 9 12 15

Best Change From Baseline in target lesion size (%)

40 Yes
w ¢ No. at risk Time since first dose(months)

40 O Complete response ‘ Olmetinib 244 209 157 69 6 0
u] ;:gal rdsponse PES Olmetinib (HS-10296)
= pmg-,: ;wm 658(585725) (N=284)

0 78.7(64.3-69.3) Events (%) 97 (39.8)

W Not evaluable 700(348933) Progression-free at 6 months (%) (95% CI)*  71.2(64.9,76.6)

684(622.74.2)

Progression-free at 9 months (%) (95% CI) 57.8 (50.8,64.1)
Progression-free at 12 months (%) (95% Cl)  53.0 (44.9,60.4)
Median, months (95% Cl) NA (9.5,NA)

-1004 *, indicating patients with CNS metastases at baseline.

—T T
0 40 60 30 100

*, Estimated using the Kaplan-Meier method

ORR 68.4%

DCR 93.4%
PFS 12m 53.0%

Lu Setal. DA02.03
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0+ ' . : - :
0 3 1] 9 12 15

No. at risk Time since first response(months)

Olmetinib 167 151 105 22 0

Olmetinib (HS-10296)

DoR (N=167)
Estimated percentage remaining in response*
at 8 months(95% CI) 88.8(82.7,92.8)
at 9 months(95% CI) 74.4 (66.2,80.9)
at 12 months(95% Cl) 69.0(58.6,77.3)
Median, months (95% CI) NA (NA,NA)

*, Estimated using the Kaptan-Meier mathod
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ALK...still debating the sequencing
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National . . .
comorenensive. NCCN Guidelines Version 7.2019 NCCN Guidelines Index
NCCN anc%re e Non-Small Cell L C Table of Contents
Network® on-omail Gell Lung Lancer Discussion
ALK REARRANGEMENT POSITIVER®
SUBSEQUENT THERAPY™™
+ Consider definitive local therapy (eg,
SABR or surgery) for limited lesions
Asymptomatic + Continue crizotinib
or
» Alectinib"™WWXX or brigatinibPn-WW:xx
or ceritinjp"™ WX
. . " Progression
Progression on » Consider definitive local therapy (eg, b o
crizofiny SRS) for limited losions Loriatnib® of

Brain ——

Symptomatic
Isolated
lesion

» Alectinib™"WXX or brigatinib™™"W** or
ceritinib"-WW.Xx
» See NCCN Guidelines for CNS Cancers

+ Consider definitive local therapy (eg,
SABR or surgery)
+ Continue crizotinib

See Initial systemic
»|therapy options’

Adenocarcinoma

(NSCL-28) or

Squamous Cell
Carcinoma (NSCL-29)

Systemic

» Alectinib™"WXX or brigatinib™"W** or
ceritinip"™*W*

Multiple
lesions

Planchard D, et al. Ann Oncol 2018

ur
+ See Initial systemic therapy options't
Adenocarcinoma (NSCL-28) or

Squamous Cell Carcinoma (NSCL-29

Stage IV lung carcinoma with ALK translocation

Crizotinib [I1, A; MCBS 4]
Alectinib [I, A; MCBS 4]
Ceritinib [I, B; MCBS 4]
Brigatinib [I, B

Disease progression
|

|
Oligoprogression

Local treatment
(surgery or R)

and continue targeted
systemic treatment

Systemic progression

!

Re-biopsy recommended

Systemmic progression (not mandatory for decision)

Alectinib I, A; MCBS 4]
Ceritinib [1, A; MCBS 4]

Systemic progression

Platinum-based ChT (see Figure 2)
In selected cases, alternative new generation ALK TKis

if available (lorlatinib, brigatinib) [ll, B]*
Carbolatin/paclitaxel/bevacizumab/atezolizumab [, B]*
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The impact of sequential therapy of crizotinib followed by alectinib:

real world data analysis of 840 ALK-inhibitor naive patients with
NSCLC harboring ALK-rearrangement. WJOG9516L
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Enrolled patients
N=864

A 4

\ 4

Analysis
N=840

Exclusion
N=24

No ALK-TKI therapy during the
designated period N=15
Enrollment for other clinical trial N=4
No OS data N=2
Duplicate N=2
Received ceritinib as first ALK-TKI N=1

A\ 4

Treated with CRZ as first ALK-TKI
(CRZ group)
N=535

Treated with ALEC as first ALK-TKI
(ALEC group)

N=305

Treated with ALEC after CRIZ
(Sequential treatment group)
N=301

Watanabe S, et al. 0A02.06

Consort diagram

v A total of 846 patients with NSCLC
harboring ALK rearrangement were
enrolled in this research.

v Group definition as below: CRZ
group, 535 patients received CRZ as
first ALK-TKI; ALEC group, 305
patients received ALEC as first ALK-
TKI; Sequential treatment group,
patients received ALEC after CRZ
failure in the CRZ group.
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Patients treated with CRZ followed by ALEC (Sequential treatment group vs ALEC group)
Combined TTF vs. TTF of ALEC.

%

" e CRZfolowed  ALC
&+ Sequential reatment group by ALEC N=302 Medan 5362 MR
0r
60 5

HR, pvalug  0.549, <0.0001

.....

=2

k)

M A 5 ¢ A
... ALEC group T 183 [~ ALEC group —
"mh_ 80 +

. HRpvee 0dot,<00001 | |70 e B pyake  1008,0979

initiated ALK- L M
e | 80 } CRZ group

TKI therapy
after approval of
ALEC

CRZ group

HR [95%CI) 0.954 [0.689 - 1.319]

caRssEaNee St

p value 0.7758 036 912151821242730333%394245(mo] 0 20 40 60 80 100 120 140
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Final results from ALUR: efficacy, safety and biomarker data from a

randomised, phase lll, open-label study of alectinib versus pemetrexed or LUNG CANCER
docetaxel in patients with previously-treated ALK+ NSCLC UPDATES
IASLC HIGHLIGHTS

7-10 DE SEPTIEMBRE 2019

Study design & patient demographics PFS (investigator assessed) Overall survival

Blectinib  Chemotherapy Alectin  Chemotherapy
) -, Alectinib Chemotherapy L (neTd) (re=d0)
Baseline characteristics (n=78) (n=40) 10 Paswinemnll) 005  WEBY g Penswiheenin(%) W@ 1600]
* Advancedor Median PFS,months 109 14 Metin S, montrs 278 NE
fererens Median age, years (range) 55.0 (21-82) 58.5 (37-80) § ] B8 (1218 5% (B0 [5AE)
ALK+ NSCLC Alectinib Ogtlozal Male, n (%) 46(58.2) 20(50.0) 084 HR {85% CI) 020 {0.12-033) 08 HR (35% CI 091 (048-170)
* Open label §00mg bid Sontruarn R, g Lograncetpce ] q Logrank s pialue 018
Olnl:l priorl:lno i) clinical benefit Asian 6(756) 8(200) 5 05 @ 06 -
platinum-base 2
chemotherapy Non-Asian 66 (86.1) 32(80.0) 3 N I e | TEE \E
& [
* Progression on PD Unknown 5(6.3) 0(0.0) 504 1 : =044 : 278 months
glﬂ:{:{;« Smoking status ] ) i 10.9 months § i '
Never, n (%) 38 (484) 19.475) g | | |
* ECOGPS0-2 Pemetrexed Crossover to ECOGPS g 024, ! 0.2+ '
500mg/m? lectinib = Alectinb == Alectinib
* ALKIHCFSH qgwg",r a||:“dr:, n ¢ | : = Chemotherapy L= Chemotherapy
positive by local Ruckd RECIS'?D 0ort (2 00%) 130024\ 6 8 35(875)/5(125) ! . 4 Cemost LT conoed
testing T5mgim? q3w vi1-based CNS metastasis present, n (%) 52(65.8) 28(70.0) ] 'TrTrrrrrrrrr | rrrr T T T T
o I s pos —_— 003 6 9 12151 20 24 27 W B 03 6 9 2151 2AHTNB KN
Prior radiotherapy and CNS T i
metastases status, n (%) ime (monifs) Time (months)
) + 17 (22.1%) patients received alectinib after disease progression
Primary endpoint Key secondary endpoint  Exploratory endpoint No bassline CNS metastases 30(38.0) 12(300) Dt cutoft 28 Stenber 2016 ) %5%; ﬂim crossed over from cmmmﬁﬁmﬂﬁb
PFS (INV, RECISTv1.1)  CNSORR(IRC) Biomarker analysis Baseline CNS metastases 211266 10250
without prior radiotherapy 268) 250
*Recruitment of patients continued after the primary analysis, in which 107 patients were enrolied gr?:f Iri:gicﬁlrjes rar;;mlases e B(34) 18(450) 0 R R ( I R) 48 1!y
43w, every three weeks O (Y

icRR (IRC) 66.7%

mPFS 10.9 m
mOS 27.8 m
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Biomarkers: objectives & analysis

Objectives:
) _ . . o _ . Patients with ALK fusions
+ To explore molecular factors in plasma (baseline) or tumour tissue (pre-crizotinib or baseline) for their
association with treatment response 100« | TPEtissue (n=33) 100 - Plasma (n=59)
Next-Generation 67%
Sequencing (NGS) by " 80 + 22) - 80 - sa%
: Somati genetic £ 60 - Bgod ©9
, FrPEtssue [ ] 5% 5% ,
Totalpatients | WEGtattll 0 =0t = &€ 40 - s & 404 s
(N=119) =3 scroening ity 12% U] 12%
Local ALK 20 ~ (4) 20 ~ Q)
IHCIFISH positive 0 I 0 [
fest result was used : Somatic geneic EML4-ALK = Other ALK Not EML4-ALK Other ALK Not
for study inclusion E,MWWM aberations detected: n=59 fusion fusion detected fusion fusion detected
(n=74) =50
WS e o Exploratory analysis identified ALK fusions in tissue in 79% of patients
both achival (pre-crizoinb) fissue (n=26) and in plasma in 70% of patients (n=41)

and plasma (baseline)
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Response rate by biomarker group (baseline plasma)

Overall response rate (investigator assessed)

Patients were assigned to biomarker groups based Alectinib Chematherapy
on the presence of ALK fusions or mutations;
Biomarke 0 0
1. ALK fusiononly omaiergop 0 ORRnfh  n  ORn(y
2. ALK fusion & ALK “resistance” mutation m . C ‘0 1
3. ALK fusion not detected and mutations inother ALK Tusonnly e o)
genes AlKfusion&mutaion 10 6(80) 5 0(0)

ALK fusion not defected” 13 3(23) § 1(20)

‘and mutations in other genes

* Inthe alectinib arm, ORR was lower in patients without ALK fusions compared with patients that were ALK-fusion positive
» ORR was similar in patients treated with alectinib or chematherapy in the ‘other gene mutation’ group

* Incontrast to other groups, various driver mutations (i.e. KRAS, EGFR, HER2, BRAF), or a higher number of mutations,
were found in cfDNA of patients in the ‘other gene mutation’ group

Wolf et al. 0A02.07

Secondary ALK mutations in plasma after first-line crizotinib therapy

FHHUEN
GHNZRMTIT GIZBAINTIT

Litse
G
G

FiildL B
EMITK

city o ALK Muain

| oAk mmionsdeeces |
|

y ¥
Alectinib (n=11) Chemotherapy (n=5)
EMOTK(n=t) 14747 1=2) CH156Y (1)
GIIR(=Y)  LISP re) EFH2V r=1)
GI289A(1=2)  L1196M {n5) FI74L (1)
L1196M (1=2)

Crizotinib resistance mutations in ALK were found in 27% (16/59) patients
in plasma (baseline}; some patients had more than one mutation

% change in tumour size
from baseline

100 -
Treatment am
50 1 1 Aectnib
il
0
-50 1 PR
RR R g oo
)
-100 - . .
s §og o g
g pl SIS
@4"3&1@«‘¢ A
8 &

Patients with no post-baseline tumour assessment were not included in the waterfall pot
ORR confirmed by RECIST vi.1

Response Alectinib (n=11) ~ Chemotherapy (n=5)
CRIPR,n (%) 6(55) 0
SDIPDINE, n (%) 5(45) 5(100)
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