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Outcomes of anti-PD-(L)1 therapy with or without
chemotherapy (chemo) for first-line (1L) treatment of
advanced non-small cell lung cancer (NSCLC) with PD-
L1 score 250%: FDA Pooled Analysis

Oladimeji Akinboro®, Jonathon Vallejo’, Erica Nakajima’, Yi Ren’, Pallavi Mishra-Kalyani', Erin Larkins', Paz Vellanki', Nicole Drezner’,
Mathieu Luckson’, Shenghui Tang’, Martha Donoghue'-?, Richard Pazdur'2, Julia A. Beaver'2, Harpreet Singh'2

1Center for Drug Evaluation and Research, U.S. Food and Drug Administration
20ncology Center of Excellence, U.S. Food and Drug Administration

Oladimeji Akinboro, MD, MPH

Study Design

Pooled Analysis Population Exploratory Primary
Outcome measure

= Advanced NSCLC
+ 0S5

* PD-L1TPS 250%
»  Excluded staining by tumor-
infiltrating immune cells Clther Exploratﬂr}'

+ No sensitizing EGFR outcome measures

mutations or ALK « PFS
alterations + ORR

* Clinical trial supported
Sub-group analyses
FDA approval of 10-based +  Age (yrs) <65 vs 65-75vs 275
regimen + ECOGPS:0vs 27
+ Smoking history: Mever vs. Ever




Clinical trials of first-line Chemo-lO and 10
regimens included in FDA pooled analysis

Trial

Chemo-lO Trials
‘ Investigational Regimen

Trial

|0-only Trials
Investigational Regimen

FUA

KEYNOTE-021*
KEYNOTE-189
KEYNOTE-407
IMpower150
IMpower130
CheckMate-9LA

Pembrolizumab + Chemo™
Pembrolizumab + Chemo**
Pembrolizumab + Chemo™*
Atezolizumab + Bevacizumab + Chemo
Atezolizumab + Chemo**

Nivolumab + Ipilimumab + Chemo™

e

CheckMate 026
KEYNOTE-024
KEYNOTE-042
IMpower110
CheckMate 227
EMPOWER-Lung 1

Nivolumab™
Pembrolizumab™*
Pembrolizumab™
Atezolizumab™
Nivolumab + Ipilimumab™

Cemiplimab™

Abbreviations: Chemo-lO=platinum-based doublet chemotherapy Immunotherapy, IOsimmunotherapy

*Cohort G

** Control arms. Platinum-based doublet chemotherapy
*** Control amm in IMpower150: Bevacizumab plus platinum-based doublet chemotherapy
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OS in 10-only and Cheme-IO Arms of Randomized Tnials
Supporting Approval in 1L NSCLC
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PFS in 10-only and Chemo-IO Arms of Randomized Trials
Supporting Approval in 1L NSCLC

1004 -
5
\ v \
- 0751
g . =
8 S,
o - -
bt !
& 0501 \
) -
e - —
c —
5 | \\'%_;:-
s8] e - — S
gt~
Median PFS (months) - -
10-only: 7.1 months (95% CI. [6.3, 8.3)])
0004 Chemo-10: 9.6 months (95% CI: [8.4, 11.1))
0 L] 12 L2 o4 10
Time (moaths)
Number at nsk (rumber of events)
= |
E {45500 279 (154) 119 (240) 29 (265) 6270 1(211)
o 11298 |0 660 (533) 340 {739) 'suam 58 (335) 8 (B44)
3 —— e ———— E— MU —— — S
0 5 12 18 24 30

250% in selected subgroups

Hazard Ratio
Median PFS (85% CI)

Rap 2 Chemo-IO
Overall 17583 H 968(84 11.1)
age

<65 years 898 - 94(82 134)
65-74 years 642 - 9.7 (8.3. 11.1)
>w75 years 185 - 11.8 (4.9, NE)
ECOG

0 602 - 13.7 (10.2, 17.4)

1+ 1148 -y 8.2(6.8 9.7)
Smoking Status

Current/former smokers 1549 2 3 9.3(8.3. 11.1)
Never smokers 197 F—a— 10.2 (7.7, 23.4)

T
0.25 1020

<-=ChemaiC Seter- A0-0ny Beder-

10-Only
7.1({6.3 8.3)

7
6
7.

N~
Do
-.-.N
© o
SeS

N
—
.

an®
w>®
asa
~

En

wo
~ N
N

» @
o @
25

Median PFS (95% CI)




2022ASCO

ANNUAL MEETING

A Phase Il study (TACTI-002) in 15t line metastatic non-
small cell lung cancer (NSCLC) investigating eftilagimod
alpha (soluble LAG-3 protein) and pembrolizumab:
updated results from a PD-L1 unselected population

E Felip’, M Majem?, B Doger®, T Clay*, E Carcereny®, | Bondarenko®, J Peguero’, M Cobo Dols?,
M Forster®, G Ursol'?, E Kalinka'', G Garcia Ledo'?, L Vila Martinez'®>, MG Krebs™, W lams'>,
B Campos Balea'®, C Mueller'’, and F Triebel'®

Trial Design — TACTI-002

TACTI-002 is a Phase |l, multinational, open label trial with patients from 3 indications unselected for PD-L1.
KEY ELIGIBILITY CRITERIA COMBINATION THERAPY MONOTHERAPY

o “d:nmm .ABIA_QHLI.C et PartA (N=114) « efti Q2W + pembrolizumab (pembro)
Leiansrecnsyimrors &‘,:':g; — T RN Q3W for 8 cycles . pembroQIW _ PFS&0S
« Not amenable to ALK/EGFR based Ie::'t‘. dfo P(c) L1 « Then efti + pembro both Q3W for § for 16 cycles follow up

theraples or therapy with curative unse ° r cycles
intent
+» Treatment naive for advanced or - ~ uptoiysar - ' < up to 1 yoar
metastatic disease 7~

>

Part B (N=36) N\ &l efiagmod alpha, 30 . subcutaneous admn
o pembro: pembrolzumab, 200 mg, intravencus admn
ALL PARTS 2 line NSCLC refractory QIW/ QAW every 2/ 3 weeks
* Measurable disease per RECIST 1.1 to PD-1/PD-L1 based 1 cycle= 3 weeks
+ ECOG PS 0-1 — oy
* Tumor tissue available for central \ - /
PD-L1 testing

2 Part C (N=39) h Primary endpoint: overall response rate (ORR) by iIRECIST.

Part C: 2% line HNSCC Secondary endpoints: ORR by RECIST 1.1, DoR, safety,

o '}:?2?;”“,"\"“'_"3 PFS, 0S, and PK/PD (including potential biomarkers)
\. \erapy J
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JL1 assessed by central assessment > ki) m=79; “local assessment inchoded due 0
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Probability of Survival
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2 complete responses and 19.4% of patients with a target lesion decrease 250%. 0 3 6

68/103 (66.0%) of patients with a post-baseline assessment had a decrease in target lesions.
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Frequent TEAESs (incidence =15%) by PT

ardless of relationshi

Adverse event by PT A':r Qrache Grade 3 Grade 4 Grade 5

Yo

Exposure & Safety! — TACTI-002

« Mes@an ¢ sure of el was 23.1 weeks (range 1
52 4) and 21.8 weeks for pambro (range 0.1-103.3)

Salety parametar' n %)
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IASLC {w 2022 World Conference
<§8— & on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

JAVELIN Lung 100: a multicenter, randomized, phase 3 trial

Before protocol amendment Post protocol amendment
Randomization 1:1 Randomization 1:2:2
Stratified by histology Stratified by histology and PD-L1 expression
s e Primary endpoints
Key eligibility criteria Avelumab Q2W Avelumab Q2W OESt and gs’ 'npat L
. . I I

« Metastatic or recurrent NSCLC 10 mg/kg IV 10 ma/kg IV with higheex ressFi)on PD.L1+

(Stage IV)* n=205 =161 with high-exp

: _ tumors$
* No EGFR mutation or ALK :
¢ Key secondary endpoints
roaTangemen Platinum-based Platinum-based PES and OS in patients wi
L d oy patients with
* PD-L1 expression in 21% of doublet chemotherapy doublet chemotherapy _
moderate-to-high-expression
tumor cells Q3w Q3w -
n=205 n=321 PD L1+ tumors

* Measurable disease according OS in patients with PD L1+

to RECIST 1.1 >1% tumors
« ECOG PS Oor 1 Avelumab QW

Rand Vi Nt 214 10 markg IV * Best overall response!

andomized patients: N= 5
Saf P N=10 Safety run-in * Duration of response?
afety run-in: N= =

‘Patients with pretreated and stable bramn metastases were eligible for enroliment. TPer ndependent review committee. *0S was changed to a pnmary endpoint in the protocol amendment 5
that added the avelumab QW arm. ¥PD-L 1 exprassion on 280% of tumor cells determined by Dako PD-L1 IHC 73-10 pharmDx assay, whech is comparable to the TPS 250% cutoff for the
PD-L1 IHC 22C3 phamDx (pembrolizumab) assay. PD-L1 expression on 250% of tumor cells determined by Dako PD-L1 IHC 73-10 pharmDx assay :
Grote HJ, et al. J Thorac Oncol, 2020:15¢8) 1306-1316

ECOG PS8, Eastemn Cooperative Oncology Group performance status; IHC, immunohsstochemistry; IV, intravenous, NSCLC, non-small cell lung cancer, OS, overall surnvival, PFS_progression-free
survival, QW, once weekly, Q2W, avery 2 weeks, QIW, every 3 weeks, R1, randomization before protocol amendment, R2, randomization afles protocol amendment, TPS, lumor proportion score



| 2022 World Conference
48— & on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Primary endpoint: OS in the high PD-L1+ populations*

Avelumab Q2W vs chemotherapy Avelumab QW vs chemotherapy

Avelumab Q2W | Chemotherapy Aveiumab QW Chemotherapy
1004 (n=151) (n=216) 100 4 =130) (n=129)
No. of events 106 156 No. of events 83 93
901 90 -
0S, median (95% CI), months 20.1 (15.0-24.3) | 14.9(11.8-18.6) 0S, median (95% CI), months 19.3(14.0-28.1) | 15.3 (11.6-19.1)
80 Stratified HR (95% Cl) 0.85 (0.67-1.09) 80 Stratified HR (95% Cl) 0.79 (0.59-1.07)
70 64.7% Stratified p value (1-sided) 0.1032 701 3.0% Stratified p value (1-sided) 0.0630
3 Significance threshold 0.0019 Significance threshold 0.0057
80 4 80 4
® 2
- 50_ - 50 - 2 U
72 0 2] —LH—\,__R 43.7%
3 56.99 42.5% 3 58.2%
40 401 W
o 36.5% 301 35.0% e H—i
20 20 1
10 Treatment 10 1 Treatment
= Avelumab Q2W — Avelumab QW
o Chemotherapy P2 s Chemotherapy
O 3 8 © 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 68 60 6 3 & 8 12 15 18 21 24 27 30 33 38 30 42 45 48
No. at risk Months r— Months
\velumab Q2W 151 125 118 101 982 83 74 @87 50 57 58 53 50 43 37 28 24 29 19 117 10 5§ ! 0 Avelumab QW 130 107 a3 24 75 6o 83 58 52 50 48 47 48 35 20 7 0
hemotherapy 218 178 156 135 113 08 80 70 70 68 ©5 58 51 47 236 26 20 1@ 17 168 9O 3 1 0 Chemotherapy 1286 107 o5 82 L] 50 5 48 40 38 s a3 28 24 16 8 )
OS analyses favored avelumab vs chemotherapy but differences were not statistically significant
Median follow up in primary analysis populations across all arms was 41.7-48.8 months (data cutoff: October 15, 2021) é
*High-expression PD-L1+ (280% of tumor cells) determined by Dako PD-L1 IHC 73-10 pharmDx assay (avelumab QW vs chemotherapy: in patients randomized post protocol amendment). \ C P

lung cancer
research




firld) 2022 World Conference
-«@— &/ on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Primary endpoint: PFS by IRC in the high PD-L1+ populations*®

IASLC 4

Avelumab Q2W vs chemotherapy Avelumab QW vs chemotherapy
Avelumab Q2W | Chemotherapy Avelumab QW | Chemotherapy
1004 (n=151) (n=216) 100 4 n=130) (n=129)
” No. of events 98 137 a5 No. of events 92 80
PFS, median (95% CI), months 8.4 (54-126) 56(54-68) PFS, median (95% CI), months 75(4.2-111) 56(5.0-68)
80 Stratified HR (95% CI) 0.71 (0.54-1.93) 80 1 Stratified HR (95% CI) 0.72 (0.52-0.98)
70 Stratified p value (1-sided) 0.0070 70 Stratified p value (1-sided) 0.0196
Significance threshold 0.0039 L\_ Significance threshold 0.0103
80 - 80 -
B B
) 50 o 50
-z 42.5% & !
40 40 i
s 29.6% =) |
21.0% —‘H_'_"-—A—._.,__‘_‘_‘ |
201 — iy 201 3 t H—
H“_“—-\_H_ 11.2% ! L‘
10 Treatment L + S 10 | Treatment } "
— Avelumab Q2W e Avelumab QW ! t i
e Chemotherapy 8 B Chemotherapy !
0 3 6 © 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 67 60 63 66 0 3 8 O a3 45 o 25 & Lr ‘H0 B89 9% S0 435 A& 49
5 Months X Months
No. atrisk No. at risk
AvelumabQ2w 151 88 80 55 48 41 36 31 31 28 25 23 22 20 18 13 10 @ © 8 4 0 O AvelumabQW 130 72 80 52 43 34 20 24 23 23 2 2 19 15 12 4 0
Chemotherapy 218 128 €9 39 23 16 14 11 © 7 5 4 4 3 3 3 3 3 3 3 3 1 0 Chemotherapy 120 74 38 18 10 6 5 4 4 3 1 1 0 0 0 0
b
PFS analyses also favored avelumab vs chemotherapy but differences were not statistically significant )

er

*High-expression PD-L1+ (280% of tumor cells) determined by Dako PD-L1 IHC 73-10 pharmDx assay (avelumab QW vs chemotherapy: in patients randomized post protocol amendment).
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IASLC w) 2022 World Conference
-«¢8— %" on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Association Between KRAS/STK11/ KEAP1 Mutations
and Outcomes in POSEIDON: Durvalumab
Tremelimumab + Chemotherapy in mMNSCLC

Solange Peters,' Byoung Chul Cho,2 Alexander Luft,® Jorge Alatorre-Alexander,* Sarayut Lucien Geater,* Sang-We Kim,® Grygorii Ursol,”
Maen Hussein,? Farah Louise Lim,®” Cheng-Ta Yang,'° Luiz Henrique Araujo,'' Haruhiro Saito,'? Niels Reinmuth,'® Ross Stewart, 4
Zhongwu Lai,"® Ruth Doake, ' Lee Krug,'® Edward B. Garon,'” Tony Mok, '® Melissa L. Johnson'®

‘Centre Hospitaber Universitaire Vaudoss, Lausanne University, Lausanne, Switzerland; “Yonsei Cancer Center, Seoul, Korea; *Leningrad Regional Clinical Hospital, St Petersburg, Russia;
‘Health Pharma Professional Research, Mexico City, Mexico; *Prince of Songkla University, Songkhla, Thadand, *Asan Medical Center, University of Ulsan College of Medicine, Seoul, Republic of
Korea, "TAcnus, Kropyvnytskyi, Ukraine; *Flonida Cancer Specialists — Sarah Cannon Research Institute, Leesburg, FL, USA; "Queen Mary University of London, London, Unded Kingdom,
"*Chang Gung Memonal Hospital, Taoyuan City, Taiwan; "'Instituto Nacional de Cancer-INCA, Rio de Janeiro, Brazd; ““Kanagawa Cancer Center, Yokohama, Japan; "*Asklepios Lung Clinic
Munich-Gauting, Germany, “*AstraZeneca, Cambndge, UK; ""AstraZeneca, Waltham, MA, USA; "AstraZeneca, Gaithersburg, MD, USA; "David Geffen School of Medicine at UCLA, Los Angeles,
CA, USA. "*Chinese University of Hong Kong, Hong Kong, China, '"Sarah Cannon Research Institule, Tennessee Oncology, PLLC, Nashville, TN, USA
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POSEIDON Study Design

Phase 3, global, randomised, open-label, multicentre study in 1L mNSCLC

Stage IV NSCLC
N=1013 (randomised)

T+D+CTT T (week 16 only)

* EGFRIALAWA q3w 4 cycles + D 4w until PD Alpha-controlled
« ECOGPS0Dor1 endpoints
+ Treatment-naive for D+CT vs CT-

metastatic disease D+CTH _ . PESt
« Tumour biopsy* and baseline g3w 4 cycles U géwuntii P . 0S

plasma sample (for ctDNA)

T+D+CT vs CT:

Stratification factors . PFSt
* PD-L1 expression Platinum-based CTt - OS

(TC 250% vs <50%)
+ Histology (NSQ vs SQ)
+ Disease stage (IVA vs IVB)

g3w up to 6 cycles

* Durvalumab 1500mg % limited-course tremelimumab 75mg + CT g3w for 4 cycles
— One additional dose of tremelimumab post-CT (week 16; 5" dose)

+ Followed by durvalumab q4w maintenance until PD, and optional pemetrexed qdw5

"Mewly acquired or archival (<3 months), TOT options: gemcitabme + carboplatin/cisplatin (30), pemetrexed + carboplalinicisplatn (NS0) or nab-pacliaxe] + carboplatin (efther histology);
#Bv BICR (RECIST wi.1k SPatients with NSO histolooy who initialiv received pemetrexed only (if elioible): cemerexed 0iw also permitted in thg CJ O -

lung cancer
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OS by STK11 Mutation Status

OS benefit observed for T+D+CT vs CT in STK11m with HR 0.56 and estimated 32.3% alive at 2 yrs vs 4.5%

STK11m STK11wt
T+D+CT D+CT cT T+D+CT D+CT CcT
Events, n/N 24/31 29/34 21/22 Events, n/N 118177 123/169 141179
mOS, mo (95% CI) 15.0 (8.2-23.8) 6.9 (3.6-12.9) 10.7 (6.0-14.9) moOsS. me (95% ClI) 17.2(149-22.1) 17.1(13.3-22.3) 13.4(11.5-17.5)
HR* (95% Cl) 0.56 (0.30-1.03) 1.03 (0.59-1.84) - HR* (95% CI) 0.73(057-0.93) 0.81(0.64-1.04) -
1.0 1.0
0.8 + 0.8+
72 (7]
(o} (o]
S 06 © 064
2 2
¥ 8
X 049 32.3% 2 041
g M 2
Q. 20.6% o
0.2+ I IRl ' — 0.2-
4.5%
00 T L) T L L) L) L) L) L) L} L) L} L] L) 00 L) L} L] Al L] L) 1 L] L) L L) L) L) 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
T+D+CT | 24 21 |5 | I 9 { 7 ¢ | | T+D+CT r'7 5 140 12 107 100 5 £ ( 4 ; ¢ )
D+CT 34 26 18 14 12 9 a 7 7 5 5 4 2 1 0 0 D+CT 169 155 130 114 100 87 79 73 63 56 52 33 23 10 4 0
ol 2 22 L) 13 10 ) 5 4 ! ! | U ) 0 4] U CT 179 154 131 116 97 &0 11T 60 52 45 ) 1o ) 4 U
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OS by KEAP1 Mutation Status

OS benefif observed for T+D+CT vs CT in KEAP1m with HR 0.43 (small sample size)

KEAPTmM
T+D+CT D+CT CT
Events, n/N 16/22 19023 66
mos, mo {(95% Cl) 13.7 (7.2=26.5) B.A (4.0=-12.9) B.7 {5.1=ME]}
HR* (35% Cl) 0.43(0.16=1.25) 0.77 (0.31=2.15) -
1.0
0.8 4
W
o
T 06-
g
E 0.4 350"
e |
o _Iﬁ_mzﬁ.-'
0.2 _I{I ] ]
Gl:] || ] ] ] L] L I::”I:Ir-II ] ] L ] ] ] 1
0 3 6 © 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)
Mo, at rizk
T+D+CT 22 19 17
D#+CT 23 19 13 10 7 6 5 4 4 4 3 1 0 0 0 O
cT 6 6 4 3 2 0 O 0 0 0O O O 0O O O O

Probability of OS

KEAP1wt
T+D+CT D+CT CT
Eveants, i 226/303 241/307 2621312
mOS, mo (95% CI) 140 (11.8-16.1) 13.5(11.7-149) 122 (10.5-139)

HR* (95% CI)
1.0

0.79 (0.66-0.%4) 0.85(0.71-1.01) -

0.89

0.6

0.4 -

0.2 -

0.0

0 3 6 © 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

Mao. at risk
T+D+CT i TiT " r . . . 1

D+CT 307 272 230 198 165 134 119 106 M 7 T6 49 313 15 5 0

CT 312 264 221 192 153 120 1082 88 70 &1 51 38 M 13 @ 0

HR (95% Cl) vs CT in NSQ KEAPTm was 0.33 (0.10-1.153) with T+D+CT and 0.67 (0.23-2.17) with D+CT
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OS by KRAS Mutation Status

OS benefit observed for T+D+CT vs CT in KRASm with HR 0.56 and estimated 51.7% alive at 2 yrs vs 25.6%

KRASmM KRASwt
T+D+CT D+CT CcT T+D+CT D+CT cT

Events, n'M S8eld 5169 43753 Events, n/M 1047148 1017134 119148
mOS. mo (95% CI) 25.7(9.9-365) 126(7.5-169) 10.4(7.5136) mOS, mo (95% CI) 17.1(13.4-20.1) 17.1(12.3-226) 14.4(12.6-18.3)
HR* (95% C1) 0.56 (0.36-0.88) 0.80 (0.53-1.21) - HR* (95% CI) 0.80 (0.62-1.04) 0.86 (0.66-1.12) -
1.0 1.0
0.8- 0.8+

T 06- s T 06

= 1.4 >
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Time from randomisation (months) Time from randomisation (months)
Mo. at risk Mo. at risk
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D+CT &0 61 47 41 35 27 25 22 21 20 20 14 9 4 1 O D+CT 134 120 101 &7 77 &0 63 58 49 41 37 23 % 7 3 0O
CT 53 44 37 290 21 17 16 14 13 11 9 7 3 0 0 O CT 148 132 110 100 &6 60 60 S50 40 35 29 22 12 8 4 O

w

lung cancer
research




Durvalumab (D) £ tremelimumab (T) + chemotherapy (CT) in 1L metastatic (m) NSCLC: Overall
survival (0S) update from POSEIDON after median follow-up (mFU) of approximately 4 years (y)

Study Design

Stage IV NSCLC
N=1013 irandoenised) T (week 16 only)
. EGFRIALKW + D gdw until PD
+ ECOGPS Dor 1

+ Trealment-naive for

metastatic disease D+CTH

o Tumaur biapsy® and baseline
Py q3w 4 cycles

plasma sample (for ciDNA)
Stratification factors
* PO-L1 expression (TC 250%
v <50%) Platinum-based CT!

« Disease stage [IVA vs IVE) q3w up to 6 cycles
* Histology (NSO vs 50)

D qdw until PD

*  Durvalumab 1500mg + limited-course tremelimumab 75mg + CT q3w for 4 cycles
= (One addtional dose of tremelimumab post-CT (week 16; 5th dose)

* Followed by durvalumab qdw maintenance until PD, and optional pemefrexed qdw!

Alpha-controlled
endpaints

D+CT ws CT:
+ PFSE
= 05

TH+CT e CT:
+ PF5E
» 05

QOverall Survival
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Medan follow-up in cersomed patients 81 OG0 46,5 months [ange 010-56 5]

Overall Survival by histology
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IPSOS: Results from a phase Il study of first-line (1L) atezolizumab (atezo) vs single-agent
chemotherapy (chemo) in patients (pts) with NSCLC not eligible for a platinum-containing

regimen
Study design
Treatmeni-nawe stage IIBAY (AJCC Tth edition| HSCLC
Alrolirumak
¢ Sl of hoh-sqmarmous Msliagy 1200 mg IV gdw
* Pigfinem insligble because of
t ECOGPS 2003
+ ECOG PS 0 or 1 permitied ¥ 270 years of age
Winone|bma
with subskaniial comaorbiites of ofher Oral or ¥ dosing
eonaindicions 1o platnum chemotheragy pov hocl Y
= EGFR# (LESHR or exon 19 debebon) or ALK+ exchuded
_ _ ) Gemcisbing
* Patients wilh trealed asymplomatic brain metasizses N dasing
w et local Pl
n=433
Stratification fackors: Primary endpoint: Secandary endpomis:
v Hislokgy {SqUaMOUS 6F RON-SqUamous| » 05 r (5 rates gl 6, 12, 10 and 24 monts
»  PO-LY emprassion hevel by 5P142 IHC assay » PF5
(TG or IC3 v TCOMNZ or ICOAZE v unknown) » (lbpacive responss rab
*  Bean mislastases (wesing) »  Duration of response

» (5 and PFS in POL1 posiive subgroup®

Other endpaints:

Overall Response Rate

PR CR
u Atezolizumab
[ | Chemotherapy
A BO(95% CI: 2.4, 15.5)
25 -
16.9%
— 20 4
£
g 15 7.9%
]
o
r 10 4
5
0 +—Riezolizumab Chemotherapy
e obia 14.0 7.8
(95% CI) (8.1, 20.3) (4.8,9.7)

A" A ) O o
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Progression Free Survival Overall Survival

0{1-,_‘
100+ — Alezoizumad — Alehumad Atero  Chemo
= Chemotherapy = Chematheaapy (n=302) (e=151)
Atezo Chemo n 0 Eveals n (%) M9(825) 130(85.9)
3 0 [n=302)  (n=151) - = ‘ 103 02
-E Events, n (%) 26(914) 138 {91.4) E ROSEROAM | o4 14 g (59,112
[« \
acn: o &2 40 3 % HR (35% CIp 0.78 0.83,097)
% 04 mPFS ($5% O mo (47.55) 29, 54) ; ‘
: 3 Pusie 0.0
£ HR (36% CIp (.87 {0.70, 1.07) ';r
§ 40+ v N Madiontllou 5 418 motike
: Medmum foliow-op: 320 monks
g .
a 2 2
0 (1
T 1] 1 1 1 1 1 1 i ] !
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MEDI5752 or pembrolizumab (P) plus carboplatin/pemetrexed (CP) in
treatment-naive (1L) non-small cell lung cancer (NSCLC): A phase Ib/Il trial

Treatment-naive patients with non-squamous NSCLC; EGFR and ALK wild-type

NSCLC randomised cohorts NSCLC single-arm cohort

— R

MEDISTS2 1500 mg + CTx QIW x 4 Pembrolizumab 200 mg + CTx QW x 4' MEDIST52 750 mg # CTx Q3W x 4'
(n=20) (n=21) (n=64)

WEDSTR o pesbetitursh + catopiatr ALK 5+ pemetened 330 gy ¢ mibl matmet IV OO0V 1 4 sycies Slowet by mamtensnce wih NEDIST) o penboieured « pemedennd 'Y U0 ol unacoeotatie
Katdy Ssdese progeason o alhdraad o corse!

o Asof 12 July 2022, 105 patients were enrolied in two 1L non-squamous NSCLC dose expansion cohorts

v Resulis from 91 pabients are presented

o 41 pahents in the randomsed cohorts (MEDISTS2 1500 mg + CTx, n=20; pembroizumab 200 mg + CTx n=21) o .
o First 30 palients in the segle-am oohort (MEDISTS2 750 mg + CTx) who had & least 8 wasks of follow-up GecCP




MEDI5752 1500 mg + CTx improved DOR, PFS and OS over
pembrolizumab + CTx in first-line non-squamous NSCLC

Randomised cohort (N=41) PFS

1L Non-squamous NSCLC MEDIS752 1500 mg Pembrolizumab

+ CTx (n=20) + CTx (n=21) 104
. og-
Median follow-up, months (range) 22.8(0.8-26.9) 14.5 (1.6-27.9) 08
ORR, n (%) 10 (50.0) 10 (47.6) g;:
Disease control rate, n (%) 17 (85.0) 20 (95.2) é 05-]
' 04
Median DOR, months (95% Cl) 20.5 (4.1-NE) 9.9 (2.8-NE) 03
Median PFS, months 15.1 89 o
Median OS, months NR 16.5 T8 3 4 6 & W momewm D WoE =
ORR, PD-L1 <1%, /N (%) (95% CI)  5/9(55.6) (21.2-86.3) 3/10 (30.0) (6.7-65.2) Patients at risk A
MEDIS7S2+CTx 201917161513 101010101010 ¢ 9 8 8 7 7 7 7 6 4 3 2 00 00O
Medlaﬂ st. PD‘L‘ <1%' momhs 134 9 Pembo+CTx 2121 181717 131210101010 9 8 8 7 6 5 5§ 4 4 4 3 3 3 2 2 200
o ongress
2022 m CTx, chemotanipy. CR complete meporse. DOR. durstion of reaponse (TT. mtent 2o-teat. PFS. medan rr;{t?‘-x: ':;: Zf@ﬁi;'s:;?'?’ &;’i}: :-:‘:‘:3:;:?:' ;:J: ~:;!; -:;:va-:c (;t:" (;,; :':nwoc:: >

Data cutoff 12 My 2022 P
- W W




MEDI5752 + CTx — Safety and tolerability

Randomised cohon (N=41) Single-arm cohort

MEDI5752 1500 mg + CTx Pembrolizumab + CTx | MEDI5752 750 mg + CTx

(n=20) (n=21) (n=50)
Median duration of exposure to MEDIS752, cycles (range) 4.5 (1-32) NA | 40(1-12)
Any TEAE, n (%) 20 (100.0) 21 (100.0) | 49 (98.0)
I TEAE leading to treatment discontinuation 14 (70.0) 6 (28.6) 10 (20.0)
 Any TRAE*, n (%) 20 (100.0) 21 (100.0) | 46 (92.0)
Grade 3/4 TRAE 16 (80.0) 13(61.9) 25 (50.0)
TRAE leading to death 0 1(4.8)! 1(2.0)
AllGrade | Grade3/4 | AllGrade | Grade 3/4
Rash 55 10 9.5 0 24 2
ALT increase 55 30 143 0 10 2
AST increase 55 20 9.5 0 8 2
Hyperthyroidism 40 0 0 0 12 0
Pneumonitis 20 S 9.5 48 0 0
Diarrhea 10 5 4.8 0 4 2

“Gecp
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Cabozantinib Plus Atezolizumab or Cabozantinib Alone in
Patients With Advanced Non-Small Cell Lung Cancer
Previously Treated With an Immune Checkpoint Inhibitor:
COSMIC-021 Study Cohorts 7 and 20

Lol W, Negl ' Armando Santono,.f Santago Vien, " Santiago Ponce Al Bruno Fang.” Farah Louse Lim.* Ryon
Gentzier,” Jarcme Goldschmd! * Paica Khrizman * Ermmenis Massorelt,'* Shiven Paied, ' Sones Pun,'' Ramu
Sudhogon!. ™ Creston Scheltoid, ™ Dominic Curran, ™ Enrqueta Fedp'

Baardond Cenctt vaate. Paic ABO. CA. LA Mamaniss Lnweosty 80 15000 Mumanies Ressatn wompie M Ry ‘wainao Onooxiica Or Aaset. O Taknor
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222 ASCO =

All patients

#y of *pe Coarvpestasyve Cerwer Come Duarw TA BN vty of Lhae Bt Lode Ty

COSMIC-021 Study Design for NSCLC Cohorts

Koy Eligiblinty Criteria

« Stage IV non-squamous NSCLC wan
radlographic progrossion on or after one —e
priar 1C] for mueliatalic dasaase N per RECIST v1.1 by

v 52 poice e of Syslumic antcanoe FIesigalon avery B

tharapy* wooks for the first yoor
+ Patents with knawn EGFR, ALK, ROS1, " Cohart 20¢ :;:‘“ oamotd 12 wooks
or BRAF VSOOE sumar mutations exchuded Wﬁﬂwm & | tharaafter

Primary andpoint:
Secondary endpoint.
Exploraary endpoines

Caobott 71
Cahacartinet: #0 mg QO PO »
Alpsolsurmust 1200 myg QOW 1Y

- Tumor assossment

ORA per RECIST wt | by investigalor
Sefuly (Alls, SAEs, AESN)
DOR. PFS per RECIST w1 1 by inwestigaier, OS5

TFne bashresl il Rl lesed Chmrsaiieragry Aes S0l reguead TFalaris Aere selaly etraied o aetert T e8| Fodioweryg an v el assessrmel of ¢ hew el
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+ Atezolizumagp

(N=.81) Cabozantinib
PD-L1 <1% PD-L1 21% PD-L1 unknown | (=31)"

(N=81)

ORR. n (%) 15 (19)
Best overall response. n (%)
Complete response 0

Partial response 15 (19)
50 (62)
13 (16)
Missing / not evaluable 3(4)

65 (80)
4.5 (3.5-5.6)
5.8 (4.2-6.9)

13.8 (7.2-15.7)

Stable disease

Progressive disease

Disease control rate, n (%)
PFS, mo (95% CI)

Median DOR, mo (95% CI)
OS, mo (95% CI)

6.8 (5.1-154)

(n=19) (n=21)
2(11) 8 (20) 5 (24) 2 (6)

(n=41)

0 0 0 0
2 (11) 8 (20) 5 (24) 2 (6)
12 (63) 25 (61) 13 (62) 18 (58)
3 (16) 8 (20) 2 {(10) 6 (19)
2 (11) 0 1(5) 5 (16)

14 (74) 33 (80) 18 (86) 20 (65) “
4.0 (2.6-5.6) 4.7 (2.7-5.6) 5.4 (2.9-10.9) 3.4 (1.4-5.6) 35
3.4 (2.6-NE) 6.5 (3.5-NE) 6.2 (4.2-NE) 10.6 (6.3-NE)t

10.4 (5.9-17.1)

17.4 (9.4-NE)

9.4 (4.5-11.7)



Cabozantinib + Atezolizumab Cabozantinib
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Cabozantinib + Atezolizumab Cabozantinib Cabozantinib + Atezolizumab Cabozantinib

N (events) Median (95% CI), mo N (events) Median (95% CI), mo N (events) Median (95% Cl), mo N (events) Median (95% CI), mo
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Cabozantinib + Atezolizumab Cabozantinib®

Seguridad el it
Patients on study treatment at data cut-off, n (%) 6 (7) 2 (6)
Duration of exposure, median (range), months

Cabozantinib + Alezolizumab* 52(0.3-28.8) 48(07-19.4)
Cabozantinib 52(0.3-288) 48(07-194)
Atezolizumab 4.6 (0-28.0) 1.6 (0-11.8)
AEs leading to cabozantinib dose reductions, n (%) 32 {40) 18 (58)
AEs leading to cabozantinib dose hold. n (%) 60 (74) 25 (81)
AEs leading to atezolizumab dose delay. n (%) 41 {51) 2 (6)
Discontinuation due to TRAEs, n (%)
Cabozantinib 11 (14) 3(10)
Atezolizumab 8(10) 1(3)
Either 13 (16) 3 (10)
Both 5(6) 1(3)

Cabozantinib + Atezolizumab (N=81) Cabozantinib (N=31)7 Cabozantinib + Atezolzumab P em—
Any grade Grade 3/4 Any grade Grade 3/4 (N=81| N=31)

a1{10% 43 (53) 31190 2

Ary TEAE,

Any grade Grade 34 Any grade Grade 34

Clanhes 3% &) 1 16452 3%

Decrassad appatine RN 1 11 (35) 13 N 2 oL ey .
Faligue 2(%) 4(5 11 (25| 2 18) Any adverse evens of special inkerest (AZSH) n () %73 2 (26 2374 4[13
Nausea 23 (35) 22 15 {48) 215) Rash H42) F(9 12{38 2%
Asthena 24130 506 12 {39! 3(%) : ad A e o :

Corstpatin 21 28) : 5 (161 0 Hepaths (&b abnormaizs) 28 (395) 36) 4 1
Pyraed 20125 0 206 0 Panceaits 1417 516 %) 0
AST nereased 202 229 0

Hypertensicn 58 10432, 72 i o, v 13(15) . L 4
\omitng 0 825 13 Colts 34 i %) 1
ALT ncreased (4 10 {32 3) X -

= o 300 s 1%} p HyperPyTociss I 0 0 0
HypoTagesema 16 (22) 1 (1) 5 (16) 0 Sraumonis 304 0 0 0
Yieight cecreased 16 (20) 34 4(13) 216 g s oo . -

Pneumonts 314 0 0 0 FEpeLDs \agriss| £l il £V .

Gasiic ulosr hemomhas 0 0 1 (3 0 mhsson-eiated reachons 202! 1) I 0




IASLC 4 \‘\ 2022 World Conference
oe!.!— s~¢_~/ on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

.t" “*s

f \ » Locally advanced or metastatic NSCLC ( : ; \
H U DSO N : - Previous platinum-based chemotherapy Primary endpoint: ORR
S - Failure of prior anti-PD-(L)1 immunotherapy i .
Phase " mu It]-a rm » Suitable for new tumor biopsy / biopsy post-progression on anti-PD-(L)1 therapy Secondary endpomts.
+ No targetable alterations in EGFR, ALK, ROS1, BRAF, MET, or RET DCR, PFS, OS, safety and
umbrella study tolerability
k j Central molecular screen,! n = 255 (Jan 26, 2018-Apr 14, 2021) k j

Group B: biomarker-non-matched, n = 169

Group A: biomarker-matched, n = 86

) T e N ,
Acquired resistance (disease progression >24 weeks)*

D | + olec! b(CD73 mAb), n=9 D | b + olecl CD73 mAb), n=25
i
HERZ2m (RER2Y Durvalumab + cediranib (VEGFI)!

*Ongoang  *Data not mature. Simmunchistochemistry was also performed. 2/® Progression on pnor anti-PD<L)1 therapy within 24 weeks / after > 24 weoks >
ATM, ataxia telangiectasia mutaled, ATRI, Maxia tefangiectasia recepior inhibtor, CD7N). (high expression of) cluster of differentiaton 73, DCR, disease control rate; HER2e/Um, human epicermal growth faclor receplor 2
expressioninhibitor/mutated HRRm nomoiogous recon\bm;r’on remlr numed LKB1 LKB1 STK11 aberration m-\b monocbcml amnbo", NSCLC non-smal cell lung cancer, ORR obn:-ctwe fesponse rale uS o.era!su wval, F'-\RPn poly ADP P

i m— B S Uc
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Baseline characteristics by regimen (Group A + Group B)

Durvalumab + ceralasertib Durvalumab + olaparib Durvalumab + danvatirsen Durvalumab + oleclumab
n=66 n=87 n=45 n=57

Median age (range), years 64.0 (45-80) 63.0 (35-85) 65.0 (39-80) 64.0 (37-79)
Male, n (%) 43 (65.2) 50 (57.5) 23 (51.1) 30 (52.6)
Histology, n (%)

Adenocarcinoma 44 (66.7) 62 (71.3) 31(68.9) 38 (66.7)

Squamous cell carcinoma 17 (25.8) 18 (20.7) 12 (26.7) 13 (22.8)

Other 5(7.5) 7(8.0) 2(44) 6 (10.5)
Metastatic sites, n (%)

0 2(3.0) 1(1.1) 2(4.4) 3 (5.3)

1-2 28 (42.4) 40 (46.0) 37 (82.2) 31(544)

23 36 (54.5) 46 (52.9) 6(13.3) 23 (404)
PD-L1 status, n (%)

Positive (TC 21%) 26 (39.4) 22 (25.3) 21 (46.7) 31(544)

Negative 22 (33.3) 27 (31.0) 11(24.4) 13 (22.8)

Unknown 18 (27.3) 38 (43.7) 13 (28.9) 13 (22.8)
Prior regimens, n (%)

1=2 33 (50 0\ 51 (58 6) 25 (55 68) 32 (56 1)

23

33 (50.0)
58 (87.9)

36 (41.4)
63 (79.3)

20 (44 .4)
40 (88.9)

25 (43.9)
52 (91.2)

Current/former smoker, n (%)

Treatment efficacy by regimen

Durvalumab + Durvalumab + Durvalumab + Durvalumab +
ceralasertib olaparib danvatirsen oleclumab
n=66 n=87 n=45 n=57

Median treatment duration, months
Durvalumab*
Other agentt

3.7 2.8 2.9
3.2 2.8 2.9
Organizado por

36.8 26.7 29.8 '&
17.2 133 15.8 GecCP

lung cancer

4 . 6%) 00/0 1 ,8‘% research

12-week disease control rate, %

24-week disease control rate, %

ORR, %




PFS

Key results 1.009 = Progression-free survival
£ 0.754 Durvalumab + ceralasertib
a —— Other regimens
2 0.50 4
Q
7]
'8
o 0.25
1
1
0 : —
: 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time, months

Otherregimens 189 71 30 18 13 9 6 4 3 2 0 0 0

Durvalumab + Durvalumab + Durvalumab + Durvalumab +
ceralasertib Other regimens olaparib danvatirsen oleclumab
(n=66) (n=189) (n=87) (n=45) (n=57)
mPFS, mo (80%Cl) 6.0(46,7.5) 2.7(1.8,2.8) 2.7(1.6,3.0) 29(1.7,3.1) 1.8(1.6,2.7)
OS 6-mo PFS, % (80%Cl) 46.3 (37.9, 54.2) 18.0(14.5, 21.9) 18.7 (13.5, 24.5) 18.8 (11.5, 27.6) 16.6 (10.8, 23.6)
Key results 1.00 1~ Overall survival
= 0751 Durvalumab + ceralasertib
.g —— Other regimens
8 0.50 1
G
w '
O 0.25 - : :
‘h.‘—"q’—.-.-'—t_‘
|
I
O 2 T T T T ; T T T T T T T T T T T
) 0 3 6 9 12 15 18_21 24 27 30 33 36 39 42 45
No. at risk Time, months
Otherregimens 189 154 117 91 72 59 51 45 36 22 17 7 2 A1 1 0
Organizado por:
Durvalumab + Durvalumab + Durvalumab + Durvalumab +
ceralasertib Other regimens olaparib danvatirsen oleclumab b
{n=686) (n=189) (n=87) (n=45) (n=57)
mOS, mo (80%Cl) 15.9(14.1, 20.3) 9.4 (7.5, 10.6) 9.4 (6.9, 10.8) 7.9(6.0, 10.6) 11.0(7.6, 13.5) G e‘ P
|68-mo OS, % (80%Cl) 61.6(53.4,68.8) 39.7(35.1,44.3) 40.8 (34.0, 47.5) 28.8(20.2, 38.0) 46.2 (37.5,54.5) i eanger
research
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Sintilimab Plus Anlotinib Versus Platinum-based Chemotherapy
as First-line Therapy in Metastatic NSCLC (SUNRISE): An Open
Label, Multi-center, Randomized, Phase 2 Study

SUNRISE STUDY DESIGN

Baohui Han' Tianging Chu', Zhuang Yu?, Jing Wang’, Y; An Open Label, Multi-center, Randomized, Phase 2 Study
Xinmin Yu*, Xun Shi®, Qqingming Shi°, Maojing Guan®, C

Sintilimab (Sint) 200mg iv D1 +
Anlotinib (Anlo) 12mg PO D1-14

* Metastatic NSCLC" (Stage IV) Q3W Treatment until PD,
intolerable toxicity,

patient withdrawal,

Key Eligibility Criteria

Respratory Department, Chest Hosplal ASiiated to Shanghal Jiso Tong University, Shat
Affilated Hosgital of Qingdao University, Qingdas. China, Depariment of Respiratory Me:
sancor Hospital of Zhengzhou University, Zhengzhou. Ching, ‘Dopartment of Thoracks Me
Affikated 1o the University of Chiness Academy of Scences, Hangzhou, China, *Medcs C * EGFR/ALK/ROS1 negative
Hospilsl, Hefei, China *Departmeant of Respratory Medicine. The Fourth Hospital of Hebe = No prior systemic treatment for - "

s i . ¢ St

metastatic disease i gt Sintilimab or death
Chemotherapy | permitted -»  200maiv D1

« ECOGPSOorl Q3W, 4-6 Cycle' after PD 9

* 18 to 75 years N=98 pemotiened maintenance (NSQ) Q3w

Stratification Factors Endpoints * Panients with asymptomat brain metastases are elgible

* Histology [Squamous vs noqundmum] * Primary. ORR | NSQ: pematruxed + carboplaten: SGQ: gemetabee + carboplating

* PD-L1 expression|=1%vs < 1%} % * Secondary: DCR, PFS. OS. Safety § Assessed usng the PDLY IHC 22C3 pharmDx assay

Statistical Consideration
® Asample size of 87 patients was required under the assumption of an ORR improved from 25% (Platinum-Doublet Chemetherapy) to 50% (Sintilimab+Aniotinit)
with a power of 80% and one-sided a=0.05, With an expected drop-out rate of 10%, a tolal of 98 patients 1o be enrolled for 43 particpants n each arm

A preliminary intenm analysis was conducted when 89 paricipants were enrolled. (Data cut off. Jul. 15", 2022




PRIMARY ENDPOINT : ORR

Tumor Response by RECIST 1.1 (investigators assessment)

80 -

55 | i || sint+Anio i lh
— (95%CI:33.8-66.2) -
£ 50 , s
2 45 - :‘ ..I-_,"
: oRR: 32.6% | ——————— |
g 40 (95%C1:19.1-48.5) P - i
Ml CR=0% o
§30 PR=47.5% Py ERREERE PR ERRERPRAVEREREEDREENDPRE .
® 25 4 (19/40) Chemo ~ brldhclied
§ 20 4 15R22/(93°/;c;l:5 ; " “ln-..‘.. " ._!“"' .
515 2%(-4.1,34.5) : 1 """“"“““"“I"
il PR=32.6% ; |
5 (14/43)
0 - Av'zdr-.ii‘-r-"' SRgRENADRETHURA 't:";i'ﬂ';-:':'.w.--'-::'i'

Sint+Anlo Chemo

*83 patients received at least one tumor assessment at data cutoff (Jul. 15, 2022) .

ORROCR wins calcdatnd with bnomial dsmtaton mathod, RD wara cakcdaned using syatfied Matinen. Neominen mahos, RO cata lieenca

BEESMD™™™ crcsoureosy.siobusin,no | _ —
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SECONDARY ENDPOITS

Duration of Response and Progression-Free Survival
DOR PFS

104 — 4
Ne- 9% — 1 CAQ#v) wmmm—
, ‘
o4 Ir 4 .
)7 - ] -L—’.
: 141 mDoR 2 0 L\_ | mPFS
; ' 16.3m0 (11,3, NE) ._. v 1 _10.8mo (8.02,19.23)
s | . | mees h ,
5 04d mDoR . 04157mo (3.48,6.99) . ’Lx '
2 | 6.2mo (1.6,13.2) s . :
) 1 ’ . l 0
C L] 0 - : 33 ) ]
ND w Tittss (i NO a8 vk Time (mie
“\.’. ' . > ' '!.I- -5 ) 1
Patients Events median DOR (85%Cl) Patients Events HR (95%Cl) -
Sint+Anlo 20 8 (40.0) 16.3 (11.3, NE) Sint+Anilo 43 24 (55.8)
Chemo 14 12 (85.7) 6.2(16,13.2) Chemo 48 41(89.1) 04(025074) 0002

HR was calculated with stratitied Cox model, and was stratified by Hsiology(Squamous vs non-Squamoeus) PD-LY exprassion(2 1% vs < 1%)

mmongress P valsa was caloulated with saratifiac log rank tast); Data cutoff - Jul. 15th 2022 | Madian follow-up 13.1 months Organizado por.
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SAFETY SUMMARY

Sint+Anlo Chemo
N=43 N=46

reatment-related AES, n (%) G?;ge (;;a‘(:e Gﬁ:gze

Any TRAE 32(74.4) 5(11.6) 40 (87.0) 20 (43.5)
Immune-related TRAE 20 (46.5) 2(4.7) 2(4.3) 0
TRAE leading to any treatment discontinuation 0 0 2(4.3) 0
TRAE leading to any treatment interruption 9 (20.9) 4 (9.3) 13 (28.3) 7(15.2)
TRAE leading to death 0 0 1(2.3) 0

Serious TRAE 6 (14.0) 3(7.0) 9 (19.6) 7(15.2)

€ Hypothyroidism, hyponatremia and AST increased were most frequently observed in Sint+Anlo Arm. 2 pts experienced

treatment discontinuation and 1 died due to TRAE in Chemo Arm, while none were observed in Sint+Anlo Arm.
€ No unexpected toxicities was observed in either of Arm.

MO“EWSS - Grganizado por é
GecCP
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* EGFR

c MET exon 14
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IASLC furddh 2022 World Conference
~f}— % on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Real-World Landscape of EGFR C797X
Mutation as a Resistance Mechanism to
Osimertinib in NSCLC

Suresh S. Ramalingam’, Nicole Zhang? Junhua Yu?, Carin
Espenschied?, Teresa Green?®, Joshua Infantine?, Brenton G. Mar®

'Emory University, Atlanta, GA, United States, 2Guardant Health, Redwood City, CA, United
States, *Blueprint Medicines Corporation, Cambridge, MA, United States

Real world data integrating Guardant360 cfDNA and INFORM data

+ INFORM is an aggregated commercial payer
claims database with de-identified records of
over 174,000 U.S.-based advanced cancer
patients with clinical cfDNA" resuls. mﬁc’g Z‘

i _
S
%o
1EX gl Treatments
o
g
Patients receiving clinical [} -
P LB dal o] Procedures
cfDNA testing g o Median
g,g follow-up
HTOoM Demographics 21 months
0
0
- =4 Pathology

aNSCLC with ciDNA =
65,273

detecled = 60349

With Osimerinib

trealment record = 4268

Median
follow-up
26 months

CT97X detecied after C797X detected after
Osmertinb = §7 Osmertinb = 99

(6.5%) (13.9%)

Ramalingam S, et al. MA 07.03
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Early vs late resistance

MET amp is most common acquired resistance mechanism in 1st year EGFR C797X is the most common on-target or off-target resistance
of 1L osimertinib, while EGFR C797X is most common after the 1st year mutation, cumulatively, after osimertinib treatment
6-month Incidence of Common Acquired Resistance Mutations after osimertinib Cumulative incidence of common resistance mutations after osimertinib initiation*
N0 g 2 o
After 1L osimertinib (n=1 N4 After 2L osimertinib (n=713
Atter 1L osimertinib (n=1337) After 2L osimertinib (n=713) il o P

= o EGFR CT97X % e g1
§ 3 3 s
3 H § ]
~§ 3% %30&; e ¢ QU]
- - 2 3
£ EGFR C797X 2 £ g
-3 . . g.“ 0 % Si'h‘
g 15% § 15%
z ' : § 74 N d0% i)

o = == T ) AR 0\-.5 nfmon ‘;a: % BEEXEEEEEREY

K .(L .@ ..s .3 R .,p .y & ime sece {moath) Time sirce Osi infiaton {month)
‘Jﬁf 'ff 9 ‘;\) \'f’ 4 6"& v(‘/l i 'L b W '?@ w—CEFRCTET CONEt emp™ o NET 3" ws PKICA ESS = EGFRLTIE weeefWGCA EM2 - BRAF VON
¢ 6§ mocth ntenvals 6 month imervals « The cumulative incidence of EGFR C797X in a subset of likely 1L osi progressors (n=600) was 12.5%"
wmEGFRCTST  weMETamp  ——BRAF V00 ~——EGFRLTIE ~CONETamp  =——PKICAEMY emmPKICAEMS *ncluding pks who et Sequenced anyime aker csimatind “When analyes imied ko those who disconinued csimeding witin 6 days of G50 Pty progressrs).

Piasras copy Rssber 221, per chical nporting *ncuding ocal MET anp, per checal reporing. **nciuding bt focal asd ansuplocy of CONE! anpificason, per cincal raporting

MET amplification is the most common initial resistance mutation in the first year of 1L osimertinib, but EGFR C797X

mutations subsequently emerge and are the most common resistance after the first year

Cumulatively, EGFR C797X mutations were 1.25 times more common than MET amplification after 1L osimertinib and

2.4 times more common after 2L osimertinib \
In patients likely progressing after 1L osimertinib, the cumulative incidence of EGFR C797X was 12.5%

- W Wi
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IASLC fuplh 2022 World Conference
44— %L on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

IASLC w 2022 World Conference
=% on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

P The antitumor efficacy of JIN-A02 in xenograft mouse model

JIN-A02, a Highly Effective 4th Generation b s b s o

0% 2000 - & Vebck 20 GO =8
. . | 3 1 -+ t:-w'n zs-'.:: 20, o:' :116
EGFR-TKI, Targeting EGFR C797S Triple fom fuo |+ smamnee
i 4 1 . = | 4 INAQ Swghy. PO GO, p=tt
° . E‘”- [ 2 12004 . o HAD Opmerting, 3035mphg POVO, G030, mit
Mutation in NSCLC {om] /A i ;
- bl 4
= e._.ﬁ_: ' s - 0.—-.-—’: ': 2 SR ot
Byou ng Ch U| Cho ' Days lfl:f the start or:utmm 2‘ " Days m:‘ the start ol:uuunt >
Yonsei Cancer Center
P Conclusions: JIN-A02 showed robust activities against EGFR resistant mutations including C7975 and T790M and
Korea sensitizing mutations. JIN-AD2 is a potential best-in-class fourth-generation EGFR TKI with high potency and selectivity.

JIN-A02 showed robust activities against EGFR resistant mutations including

C797S and T790M and sensitizing mutations.

Cho et al. MA 07.08
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Sunvocertinib in NSCLC pts with EGFR ex20ins e

Passi Janne, et al

Sunvozertinib is an oral, irreversible, Phase 1 study design (WU-KONG1 and WU-KONG?2 trials)
selective EGFR TKI:

- Exon 19 deletions/L858R
- T790M
- EGFR exon 20 insertions

Dose Escalation Dose Expansion

807 m EGFR waonilies
B EGFR nessunoafsensdizing mutalions
B EGFR uncommon mutations
- -
H
£ Cohont 2
2 404 100 mg QD
£ ——— { Food effect cohort
L. [ wc"mq'“ ool ] NSCLC with EGFR or HERZ mutation
o. ) .
50 mg 100 mg 200 mg 300 mg 400 mg Total
e e & M WA .,p? Characteristics :
RS ALLALAS jf £ N=3)  (N=2)  (N=9)  (N=20)  (N=9)  (N=52)
bt Median age. y (range) 48(36-72) 58(55-61) 61(36-83) 59(32-82) 54 (47-85) 59 (32-85)
Female. n (%) 3(100.0) 1(50.0) 7(77.8) 15 (51.7) 5 (55.6) 31(598)
Race. n (%),
White 0(0.0) 0(0.0) 0(0.0) 7 (24.1) 1(11.1) 8(15.4)
Asian 3 (100.0) 2(100.0) 9(1000)  22(75.9) 8(889) 44 (846)
Previous cancer therapy
Lines, Medsan (range) 5 (2-5) 4(3-5) 3(14) 2(1-10) 1(1-3) 3 (1-10)
Baseline BM. n (%) 1(33.3) 1(50.0) 2(222) 13 (44.8) 4(44d)  21(404) iR
Post radiotherapy, n(%) 1(33.3) 0(0.0) 0 (0.0) 4(138) 0(0.0) 5(98) ..' ;

BM: brain metastasis. Data cut-off date: 30 July, 2021, G e C P
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M w
Previous therapies "
median (range;) % (1~10) % ‘: =
Brain Mets 21 (40%) | .,, |
Prior Immunotherapy 15 (29%) £
ORR (%) 40.4% HE
DCR. (%) 84.6% 7 | oot
mDOR (months) 5.9 ': l‘__=.=' “ :§S w
Tumor Response W% D (es)
Confirmed ORR, n (%) 0(0.0) 1(50.0) 5(55.6)
Confirmed DCR, n (%) 2(66.7) 2(100.0) 7(77.8)
Median DoR, months NA 59 Not reached*
e ni':) ai’!’u
With prior anti-PD(L)1 treatment (N = 15) 8(53.3) 4(26.7)
Without prior anti-PD(L)1 treatment (N = 34) 13 (38.2) 17 (50.0)
Total (N = 49) 21(429)  21(429)

0 m\\[i]\'a\\\\\\\\\B\\\\N\\\S\\\\S\
Basclme BM B\ \.\E‘\\- \\EEE\ \E]\\ % \EB\.'\ » ”EE'\EEE]

FRINEx v x v x ] fx w i~

\‘.\N\'\N\'B\'\.\'\\

T N P R R o JONI
Y YN AN Y N R RN ¥ YN Y ST 52
300 mg 400 mg Total
(N=29) (N=9) (N=52)
13(448) 2(22.2) 21(404)
26(89.7) 7(77.8) 44(846)
5.5 9.7 5.9
PD DCR
n (%) n (%)
3(20.0) 12 (80.0)
4(11.8) 30 (88.2)
7{14.3) 42(85.7)

r
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RIS Mongr €ss

Sintilimab with or without IBI305 plus
chemotherapy in patients with EGFR
mutated non-squamous non-small-cell
lung cancer (EGFRm nsqNSCLC) who
progressed on EGFR tyrosine-kinase
inhibitors (TKIs) therapy: second interim
analysis of phase 3 ORIENT-31 study

Shun Lu, MD
Department of Medical Oncology, Shanghai Chest Hospital, School of
Medicine, Shanghai Jiao Tong University, Shanghai, China

September 11, 2022

| Study design

Stratification Factors
« Gender (male vs female)
*  Brain metastases (yes vs no)

Primary endpoint

First stage, N=480

Arm A (N=160)
Sintilimab + 181306 + Pemetrexed + Cisplatin
IV Q3W for 4 cycles

Maintenance Therapy
Sintilimab + 1Bi306 + Pemetraxed, [V QW

Arm B (N=160)
Sintilimab + Placebo 2 + Pemetrexed +
Cisplatin

V Q3W for 4 cycles

Maintenance Therapy
Sintilimab + Placebo 2 + Pemetrexed, IV Q3W

Arm C (N=160)
Placebo 1 + Placebo 2 + Pemetrexed +

Cisplatin
IV Q3W for 4 cycles

Maintenance Therapy
Placebo 1 + Placebo 2 + Pemetrexed, IV Q3W

L
1
* PFS assessed by independent radiological review committee (IRRC) :
1

per RECIST v1.1

| S N P PP PRI PG G R S PN S G T I R S S NS S S S S PG SC g N RS S S U S S P

Treatment sntbmab/placebo 1 (200 mg) B1305placebo 2 (15 mgky). pemetraxed (500 mgm®) csplate (75 mg/m®)

Second stage, N=150

Arm A (N=60)
Sintilimab + 18308 + Pemetrexed + Cisplatin
IV QW for 4 cycies

Maintenance Therapy
Sintilimab + 181308 + Pemetrexed, IV Q3W

Arm B (N=60)
Sintilimab + Placebo 2 + Pemetrexed +
Cisplatin

W for 4 cycles

Maintenance Therapy

Sintilimab + Placebo 2 + Pemetrexed IV Q3W

Arm C (N=30)
Placebo 1 + Placebo 2 + Pemetrexed +
Ci
IV Q3W for 4 cycles

Maintenance Therapy
Placebo 1 + Placebo 2 + Pemetrexed [V Q3W




Stud)(/: met primary endpoint of PFS (by IRRC) in Arm B vs
Arm

100 1] Arm A ArmB Arm C

R %1 Events, n (%) 102 (64 6%) 108 (68.4%) 125 (78.1%)
= 80 1 Median PFS, 72 55 a3
2 month (95% CI) (686 93) (45 61) (4153)
e 70 h
= HR (95% CI)’ Achieved at  0.72 (0.55, 0.95)
‘g 60 4 P value’ 11A analysis 0.0181
£ 50 4
& 40 -
3

30 9
g, Arm B

1

Q.

10 | Arm C ¢ lﬁll

0 T T T Y v - - y - \
0 3 6 9 12 15 18 21 24 27 30
Time, months
Number at nsk
AmB 158 m 52 N 19 15 7 4 1 0
Am C 160 97 a1 21 10 7 6 3 0

Compared with Arm C MR and P value were calculated with siratded Cox mode! and 109 rank 165!, and were strathed by gender (male vs female) presence of bran metastases (yes

¥ no) and pnor EGFR-TK) Weatment (1 kne vs. 2 knes) The two-sided o boundary is 0 0444 as caiculated using Lan-Demels spending function with O Brien-Fleming approximaton
Data cutoff. 31 Mar 2022 macian folow up. 13 1 months 1A mntenm anatysis. MR, hazard raso. CI, confidance interval

Organizado por:
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Secondary endpoint: ORR, DCR and DOR (by IRRC)

60 RD 18.6 (95% CI 7.8, 29.0)°

RD 5.3 (95% CI -5.0, 15.5)*

34.8%
95%Cl
(27.4, 42.8)

29.4%

95%Cl

(22.4, 37.1)

Arm A
DCR 86 1% 816% 75 6%
(95% ClI) (79 7%, 91 1%) 74 7%, 87 3%) (68 2%, B2 1%)
Median DOR. month a5 74 57
(95% ClI) (56 117) (47 120) 4171

ORR, otyechve response rate, DCR. dsease conbol rate. DOR, curation of response. RD. rate diffierence. Cl configence nterval

*RD and CI was calcudated using Mietanen & Nurmmen method stratifed by gender (male vs famale) presence of bram matastases (yes vs no) and pnor EGFR-TKI treatment (1 lme vs 2 ines)
Organizado por:

v
GecCP
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Amivantamab and lazertinib in patients with EGFR-mutant
NSCLC after progression on osimertinib and platinum-based CT:
updated results from CHRYSALIS-2

Catherine Shu, et al
/

Dose Expansion Cohorts e »
RP2CD: Lazertinib 240 mg PO + Endiolnits
Enapoints

Amivantamab 1050 mg (1400 mg for 280 kg) IV
Cohort A: EGFR ex19del or L858R * Overall response rate (primary)
* Duration of response

Clinical benefit rate®
* Progression-free survival

Post-osimertinib and platinum-based chemotherapy (n=162)

Cohort B: EGFR ex20ins
Post-standard of care and platinum-based chemotherapy

Cohort C: Uncommon EGFR mutations :
Treatment naive or post-15 or 27 generation EGFR TKI * Overall survival

Cohort D: EGFR ex19del or LB58R o Adverse events
Post-osimertinib, chemotherapy nalve, biomarker validation T S S U S S e S S S S S S S R S STk F

- 4
Characteristic,n (%) | __n=162___J Characteristicn(%) | n=162 |
Median age, years (range) 61.5(31-83) Smoking history
Male / female 57 (35) / 105 (65) Non-smoker 111 (69)
Race Smoker 49 (30)
White 42 (26) Unknown 2(1)
Asian 99 (61) | Median number of prior therapy lines (range) 3 (2-14) l
Black 1(0.6) 2-3 117 (72)
Not reported 20 (12) >4 45 (28)
ECOG PS 0/1 49 (30)/ 113 (70) | Prior therapy regimens S
Brain metastases at baseline? 66 (41) Frontline osimertinib = platinum-based chemo 39 (23)
Untreated 30 (19) 1s2rd-gen EGFR TKI = osimertinib = platinum-based chemo 67 (42) )
Treated 36 (22) Heavily pretreated or out of sequence 56 (35) el




Amivantamab and lazertinib in patients with EGFR-mutant NSCLC after progression on

osimertinib and platinum-based CT: updated results from CHRYSALIS-2

Catherine Shu, et al

Antitumor Activity of Amivantamab + Lazertinib

N ORA (5% CI)
BicRassessed Response =162 _____ [ e
Age. years
ORR 33% (95% CI, 26-41) s v TIAT 24.0% (4 7%, 449%)
Median DOR 9.6 mo (95% Cl, 7.0-NE) -t . 28 23NN, 510
Sex
Bes’ resw‘se' n (%) Maa . 157 20% 027%™
Complete response 2(1) female = 417205 39.0% (25.7%, 49.1%)
Partial response 52 (32) "‘:m
reod W LN A
Unconfirmed partial response 1(0.6) Y RS RS
Stable disease 69 (43) Basatiee ECOG Performance Status
ngte&dve disease 28 (17) ° Vot 1749 34.7% (21 7%, 49.0%)
1 v INIL3 12.7% (AN, 422%)
NE 10 (6) Hazory of Smoking
Clinical benefit rate* 57% (95% CI, 49-65) - (R 1449 20.06% (16.6%, 42.9%)
b b 407111 36.0% (27.1%, 45. 7%
Investigator-assessed ORR=28% (95% Cl, 22-36) Price fne of thecapy
Investigator-assessed median DOR=8.4 mo (95% CI, 5 6-NE) Ouemartinib as 1ot Une - W 20.5% 19I%, 16.5%)
. Oumertinib as 2nd Line e 2487 35.8% (249, d8.5%)
Heavily trested or out of sequence B 22156 39.3% (26.5%. 53.2%)
Mataton Type
Exon 19 del ol 36200 7% Qan 2
Exon 2] LESSR e 18750 36.0% (22 9%, 50 %)
*Porcartage of paharts wih corfirmed sesponse or dorablo Watle dsoase ideation of 11 w %) O 20 40 60 0 W00
RCR bhinded sdepandent cantrnl rewew: Gl confidence et DOR, duration of resporsie, ECOG, Eastern Cooporatwe
Oncology Growp. mo, montess: NE, rat evakable ORR, overal response e 3%
60 Prior Therapy Groups BICR ORR (95% CI) INV ORR (95% CI)
50 3 B Osimertinib 2 platinum-based chemotherapy (n=39) 21% (9-37) 26% (13-42)
40 3 1¥/2™.generation EGFR TKI - osimertinib - platinum-based chemotherapy (n=67) 36% (2549) 30% (1942)
30 3 B Heavily pretreated or out of sequence (n=56) 39% (27-53) 29% (17—42)
e 20 - - - - = T —— e e e g - e -
£ 103 '
§ 03
2 -103
-
g 203
=3
E -30 3
5 -403
3 503
n
60 3
-70 5
803
.90 3
-100 3

10 efficacy-evaluable patients did not have any evaluable post-baseline target lesion measurements

TEAES (215%) by Preferred Term, n (%)
EGFR-related
Rash
Dermatitis acneiform
Paronychia
Stomatitis
Diarrhea
Pruritus
MET-related
Hypoalbuminemia
Peripheral edema
Other
Infusion related reaction
Increased ALT
Nausea
Decreased appetite
Constipation
Asthenia
Dry skin
Vomiting
Increased AST
Dyspnea
Thrombocytopenia
Fatigue
Headache
Anemia
Hypocalcemia

All grade

71 (44)
55 (34)
84 (52)
63 (39)
36 (22)
30(19)

70 (43)
43 (27)

108 (67)
46 (28)
40 (25)
39 (24)
38(23)
37 (23)
37 (23)
36 (22)
35 (22)
33 (20)
33 (20)
32 (20)
29 (18)
27 (17)
26 (16)

#9006

Grade 23

4(2)
8(5)
6 (4)
2(1)
1(1)
1(1)

1(7)
2(1)

13 (8)
5(3)
3(2)
1(1)
0
7 (4)
0
1(1)
3(2)
13 (8)
2(1)
4(2)
2(1)
4(2)
1(1)
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Tepotinib + osimertinib for EGFRm NSCLC
with MET amplification (METamp) after
progression on first-line (1L) osimertinib:

Initial results from the INSIGHT 2 study

Julien Mazieres, Tae Min Kim, Boon Khaw Lim, Marie Wislez,
Christophe Dooms, Giovanna Finocchiaro, Hidetoshi Hayashi,
Chong Kin Liam, Jo Raskin, Lye Mun Tho, Filippo de Marinis,
Ernest Nadal, Egbert F. Smit, Xiuning Le, Sabine Brutlach,
Aurora O'Brate, Svenja Adrian, Barbara Ellers-Lenz,

i Krachalos TCong e Study Design of INSIGHT 2

Toulouse, France
An open-label, two-arm Phase |l study of advanced EGFRm NSCLC with METamp after progression
on 1L osimertinib (N=~120)

Primary objective

Key inclusion criteria
-~ ORR by IRC for patients with

- Locally advanced or metastatic NSCLC Tepotinib 500 mg QD METarmp oonfiraly confiined by

with activating EGFR mulation + .

: : ; < Osimertinib 80 mg QD! TBx Fl&_}H trggted with tepotinib

- Acqguired resistance to 1L osimertinib plus osimertinid
- METamp .detected by either central or !ocal‘ Sinandicy chiesives batiie:

FISH :estmg (TBx) or central NGS testing ~ ORR by IRC In patients with:

(LBx) « METamp by LBx NGS treatad with tepotinio
- ECOG PS Of 0 or 1 Tem“n‘b UUs osimeslinib
- Stable, treated brain metastases allowed monotherapy arm* * METamp centrally confirmed by TBx

FISH treated with tepotinido monotherapy

Initial results are presented; global enroliment is complete,
primary analysis is planned when all patients have 29 months’ follow-up




Objective Response Rate of Tepotinib plus Osimertinib

Tepotinib plus osimertinib (IRC) Tepotinib monotherapy (IRC)
METamp by METamp by METamp by
central TBx FISH central LBx NGS central TBx FISH
Follow-up 29 months 23 months 29 months 23 months Follow-up 26 months
(N=22) (N=48) (N=16) (N=23) (N=12)
ORR 54.5% 45.8% 50.0% 56.5% ORR 8.3%
(95% CI) (32.2, 75.6) {31 4, 60.8) (24.7,753) (34.5, 76.8) (85% CI) {0.2. 38.5)
BOR, n (%) BOR, n (%)

PR 12 (54.5) 22 (45.8) 8 (50.0) 13 (56.5) PR 1(8.3)

sD 2(9.1) 5(10.4) 1(6.3) 1(4.3) SD 2(16.7)

PL 4(182) 10 (20.8) 5(31.3) 5(21.7) PD 8 (667)

NE 4(18.2) 11 (228) 2(12.5) 4(17.4) N= 1 (83)
Similar ORRs were reported according lo METamp GCN [TBx FISH) Seven pa‘ients swilched o teporinib plus
Patlents with 23 monchs' follow-up (N=48): 210 GCN: 51 9% (95% CI 31.9, 71.3) (N=27); osimertinib and five of them are still on

5-<10 GCN: 40.0% (85% CI: 19.1. 63.9) (N=20)! combination treatment
> oy
Confirmed ORR was 54.5% in patients with METamp detected by TBx FISH
with 29 months’ follow-up

“Incomplete post-baseline assessments (n=2), SD <12 weaks [n=3) CCVID-'9+elaled early discontinualion (n=1), and POVAE -1eizted early discovinuatons (n=31. TOn2 patient had CCN 4.9€ and envclied thecugh
£ ME 1/CeM/ rato 22
_rnnarace

Organizado por:

v
GecCP
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Responses to Tepotinib Plus Osimertinib were Rapid and Long-lasting

Time on treatment in responders (IRC) with METamp detected by central TBx FISH and/or LBx NGS treated
with tepotinib plus osimertinib (N=26)

-
-
|
— Best overall response:”
METam i
oo w;-. — P Partial response
18x FISH L
WmiExNGS ™ Time of:
-— * € Partal response”
—-_— ¥ 1
& Disease progression®
[ L ]
— » Treatment ongoing
-_—
-
0 3 6 g 12 15
| W [PRpOY TR U S —— NP S Gap—"

Safety Profile of Tepotinib plus Osimertinib

TRAES of any grade Tapnlinl:"-l-.::lmlﬁnla — AEs led to a dose reduction in 16 patients
in >10% all patients, (18.2%)
n (%) Any grade Grade 23 + Tepofinib dose was reduced in 14 patients (15.9%)
+ Osimertinib dose was reduced in four pelients (4.5%)
Ay o L 2 + Two patients had a dose reduction in both drugs
Dlarhea 36 (40.9) 0 — Primary reason for treatment discontinuation
Peripheral edema 21(23.9) 4 (4.5) was AEs in six patients (6.8%)
Paronychia 15 (17.0) 1(1.1) — Two patients had AEs leading to death that Gxganizado;pon
" i " were considered potentially related to ;b
o (185) either trial drug by the investigator
Decreased appetite 10(11.4) 2(2.3) * One patient had pneumonia/ipneumnonitis G e C P
Vomiting 10(11.4) 1(1.1) * B patient e P Hsion e



Osimertinib+Necituzumab+Trastuzumab in refractory EGFR mut NSCLC

IASLC furkdh 2022 World Conference
<}~ on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

/et 2022 World Conference
4% on Lung Cancer
AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Trial Introduction, Objectives and Design ,
Phase 1b/2 study of combined HER inhibition in refractory EGFR- Trial Background: /i

mutated metastatic non-small cell lung cancer (NSCLC)

J. Goldman', HK.T. Huang', A. Cummings', Z. Noor', S. Slomowitz', E. Kirimis', O. Olevsky',
K. Arzoo', S. Ashouri’, B. DiCarlo’, E.H-L. Hu', D.J. Wong', J. Chauv',
E.B. Garon' Y. Yarden2, D. Slamon'

+  Preclinical models (A, westem blot; B, orthotopic murine model) show that osimertinib, cetuximab, and 'Z S Sl
trastuzumab overcome osimertinib resistance. Necitumumab was substituted for cetuximab due to higher
binding affinity and lower hypersensitivity reactions. (Romaniello, Yarden, et al. Clin Can Res, 2018)

Key Objectives:

Determine the recommended phase 2 dose (RP2D), safety, tolerability, and preliminary efficacy of the
combination of osimertinib, necitumumab and trastuzumab (ONT). 18-{

Exploratory endpoints include patient reported outcomes (PRO-CTCAE) and quality of life (FACT-L) data. o -[erewemmcr
Study Design:

185 - o R

185 - ! HERD

“ -I- - MET

4244w o o ERK
+ Inphase 1b, we utilized an accelerated dose-escalation to determine the RP2D. - = T

+ Inphase 2, a Simon'’s two-stage optimum design will be used to treat up to 20 patients at the RP2D. “'E‘m
'David Geffen School of Medicine at UCLA, Los Angeles/CA/USA _ . 5[ = -
2\eizmann Institute of Science, Rehovot/IL e B 2

) . . 1 40 qd 600 g2w 6. followed by 4 q2w a0

University of California, Los Angeles (UCLA), USA 2 80 qd 600 2w 6. followed by 4 g2 ol

80 qd 800 q2w 6. followed by 4 q2w o] \

Goldman J, et al. MA 07.05



Patient Demographics Treatment-related AEs Objective responses

*  Number of patients: 15 Gender Total =15 % : | Figure . Selcted Tedtmenteed Advers Evnts [AEs) Obsved 22 . 004
. Male 3 20.0% Pafisnts, grouped by Dosa Les! (L)
+ Median Age: 61, Range: 54 - 82 Female 2 80.0% rorgem
Age Group Total =15 % Heafach: i il
>508 <60 7 46.7% | Dydin " i ORR 12,5% (1/8)
>604<70 3 200% Nae: (} £ £ I
>706580 4 267% Dt " § 0 ¢
>80&<90 1 6.7% Mucositisord »QE’ 0 1 @
Race Total = 15 o, Vonitng s?p 3‘ L -
Asian 5 32.3% EETY : -
Decline to Answer 1 6.7% Fetipe _— L, - s
Other 1 6.7% Rash maculs papular L L ogp
White 7 467% —_— ; 9
Unknown 1 6.7% (L — 0 0m 5
Ethnicity Total =15 o | Mo U A
Hispanic or Lating 1 6.7% Prorius -
Not Hispanic or Latino 14 93.3% Dry mouth o
Smoking History Total = 15 % | e
Former Smoker 3 26.7% Hopeci 0 —
Current Smoker 1 6.7% 0% 0% 0% Bl BIC% 110 % DosLivd " y 41 -1000
Never Smoker 11 73.3% | DL (Grade 14) | DL (Grade 14) DDLY (Grade14) WDLS Grade34) 0 DL2 race 34) MOLL [Gade 3] W 15D #FD
anizado por.
3CCP
Goldman J, et al. MA 07.05 privi
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Amivantamab in NSCLC patients with MET
exon 14 skipping mutation: Updated results

RP2D
from the C H RYSALIS Stu dy Bart 1; Dose Escalation 1:;zlvanta::)a:
M40y ‘ 1400 mg {280 kgz
Objective: Establish RP2D Intravenous dosing
C1 QW, C2+ Q2W

Eligibilit
+ Metastatic or unresectable/advanced NSCLC

+ Failed or ineligible for standard of care therapy

Median duration of response is not estimable
* 11/15 patients who responded
are ongoing

* 10 patients (67% of responders)

with response duration 26 months + Atotal of 46 patients were efficacy evaluable

Part 2: Dose Expansion
MET-2 Cohort: METex14 n=55*

{up to 100 planned)
Objective; Safety and efficacy at the RP2D

Eligibility for METex14 Cohort

+ Measurable disease
+  Primary METex14 mutation by NGS of tumor or ctDNA

Clinical benefit rate=59%3 .

IBost Overall Response: mPR #SD mPD sNE/UNK

* Treatment-naive: 71% £ I
20
o 10
0

* No prior MET: 53%
* Prior MET: 58% P

Median PFS=6.7 mo (95% CI 2.9-15.3)
* Treatment-naive: NE (95% CI 2.6-NE) mmgﬁ
* No prior MET: 8.3 mo (95% Cl 1.5-15.3) m
* Prior MET: 4.2 mo (95% CI 2.9-NE)

-30
-40
=50

Best Change from Baselne in
SoD of Target Lesions (%)

ECIETSE SN EESEE EEEE

Treatment-naive

4 PRs / 7*; ORR=57%

No prior MET inhibitor
7 PRs | 15% ORR=47%

Prior MET inhibitor All patients
15 PRs / 46; ORR=33% )

4 PRs" / 24; ORR=17%

Median time to response=1.6 mo (range, 1.2-9.9)

iy vanel
research

o KiEDS, ASCO, 2022 e
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Tepotinib in patients with MET exon 14 skipping
NSCLC: Primary analysis of the confirmatory
VISION Cohort C

Michael Thomas,' Marina C. Garassino,2* Enriqueta Felip,* Hiroshi Sakai ® Xiuning Le,® Remi Veillon,”
Egbert F. Smit * Julien Mazieres, Alexis B. Cortot.™ Jo Raskin,"" Santiago Viteri,'? James CH Yang,'* Myung-Ju
Ahn, * Yi-Long Wu, " Rui Ma,” Jun Zhao,"” Aurora O'Brate,  Karin Berghoff, ™ Rolf Bruns, 2 Gordon Otfo, ' Paul K,
Paik&%
Tepotinib is a once daily and highly selective MET TKI approved for METex14 skipping NSCLC
based mainly on Cohort A of the multi-cohort Phase |l VISION study’

Selected endpoints
Cohort A"

Primary.
« Advanced NSCLC (EGFR/ALK METex14 skipping o
wid-type, &l Ngiologes) (primary) Tepotinib Objecive response by IRC (RECEST v1.1}
V- g mos Satet
ME Texi4 skipping by Iigud . PFS. 05, Satety

daily Exploeatory RANO-BM analysis*:

BOR per RANQ-BM (pasents with 21 evaiuable post-
baseine tumor assessment): disease control was
defined as CRPRISD, or non-CRinon-PD

andlor Sssue biopsy

« First, second, of thrd lire
of heragy
.

Here, we report the primary analysis {>3-months’ follow-up) of the independent confirmatory
data cut-off February 20, 2022¢

J

research



Overall efficacy in and Cohort A was robust and durable across theragy Imes
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Tepotind showsd promising intracranial actrvity in patients wih brain metastases

|RANC-BN analysis)

Tepoinb creses e Sood ran baver 0 3 sgniicat eatart

el reporse i pilerts wi Seyd buoet 23

Eacing 1 concertaions of undosad lepatnb n e bee X 2%% ,‘ ]

comgaead o pasea Ko =0 23\ wiha 3 sl rangs o olber i’ m.

ONSDenetwt TS o, SES
R .. »

* Aomes Cohos A+C 43 patents wi bram metaslses acs !; :~
svalaiie by RAND-EM 1L n=23 A= r=20) . "

« X) pafents 158 %) =ccmed prior dran radofherany o surpery VT a—

+ |r pabents wih arpet o ronapet Bsons =43 intracranial g e . )
Sisease coolrol sale was SB4% (355 C1 748 %6 1/ v | = — et
intzacsanial mPFS of 208 months (354 C1 57 5 13 |

+ [ppadents o et ssors ralSl intracranisl ORR was 68 7% i
5% CL3E 4 832 w8 pbacaeial mOOR ne 135% CL 0.9, e - :

—- e we. ——
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KRYSTAL-1: activity and safety of adagrasib in pts with a/mNSCLC

harboring a KRAS®'2¢ mutation
Alexander Spira, et al

#IUUL

Phase 2 Adagrasib Monotherapy (N=118)p
NSCLC Monotherapy Treatment Median age (range), years 64 (25-89)
- Female sex, n (%) 65 (56%)
[ L
Key Eligibility Criteria Study Objectives oS, 1 (%) e
While 87 (84%)
¢  NSCLC wth KRASSIC mutation® « Primary endpaint Bfack or African Amarican 9 (8%
CIST 1 1) pe , Assan / Other 5 (4%) /5 (4%
* Unresectable or metastatic disease ORR (RECIST 1.1) per BICR ECO‘(:'P'S- . ';—“'> ol ol Al
. 0 (%)
s  Pror treatment with 8 PD-1/L1 PAOREIREYS NI I N0 = Secondary endponts 0/ 18 (16%) / 97 (B4%:
inhibitor in combination of in (Capsule, Fasted) DOR, PFS, OS, safety Smoking history, n (%)
saquence with chamotherapy 9 ry.n (% <
Newer smokes 5 1£9%)
« Treated, stable CNS metastasas Current smoker | former smoker 11 (109%) / 100 (86%)
were alowed “Prior lines of systemic therapy, n (%) B

3
Here we report data from a registrational Phase 2 cohort evaluating adagrasib 600 mg BID in Prior platinum-based therapy andlor checkpoint inhibitor therapy, n (%)
previously treated patients with NSCLC harboring a KRAS®'*¢ mutation (N=116) :r_":‘;"'gﬁ S“T D vy o 4 ;,gg
eceived both 114 {98%)
: Baseline metastases, n (%)

Enroliment period, January 2020 to December 2020 Brine 46 (40%)

CNS 24 (21
Adrena 22 (15%)

Liver 19 {16%)

w
lung cancer
research



Adagrasib Monotherapy

Efficacy Outcome

(n=112)

Objective response rate, n (%) 48 (43%)

Best overall response, n (%)

Complete response 1(1%)
Partial response 47 (42%)
Stable disease 41 (37%)
Progressive disease 6 (5%)
Not evaluable 17 (15%)
Disease control rate, n (%) 89 (80%)

Response Rite (%)

ORR in Patients Harboring KRAS®'? Co-mutations

58.0%
mnz

L8 oY
AR 8 "W
il Y was N ary
ares - -
oo 08 “H% 4 1025

40.5% »n MO%
1 1%

T Wt NT WT MT WT NT ST M
A

STEN KEAPY TPS3 COXNZA KEAF1 MT ¥EA

Tri-mutation

40
o 20 -
£
€
-
8 o
: l
o
s
L 204
9
5 40 -
&
E
3 - -
g Responses
= B Completa response
= 0 -

B Partial response
Stadle disease
400 - B Progressive disease

Evaluable Patients

= Objective responses were observed in 43% (95% Cl, 33.5-52.6); DCR was 80% (95% CI, 70.8-86.5)
= Responses were deep with 75% of responders achieving >50% tumor reduction

ORR by PD-L1 Subgroups*

Response Rate (%)

anm Treatment-Related Adverse Events
@
L R Adagrasib Monotherapy (N=116)
TRAEs, n (%) Any Grade Grades 3-4
Any TRAES 113 (97%) 50 (43%)
Most frequent TRAES®, n (%)
Darhea 73 (63%) 1 [<1%)
Nausea 72 (62%) 5(4%)
Vomiting 55 (47%) 1{<1%)
Fabgue 47 (41%) 5(4%)
ALT ncrease 32 (28%) 5 (4%)
. o oo Blood crestining norease a0 (26%) 1{<1%) Organizado por:
PD-L1 Expression AST norease 29 (25%) 4 (%)
Decreased appetite 28 [24%) 4 (3%) é

* Grade 1-2 TRAEs occurred in 53% of patients
¢ There were 2 grade 5 TRAES (cardiac failure [n=1] and pulmonary hemorrhage [n=1])

* TRAEs led to dose reduction in 60/116 (52%) patients® and to dose intemupbon in 71/116 (61%) patients
* TRAEs led to

lung cancer

continuation of study drug in 8116 (79%) patients research




SOTORASIB: CODE BREAK 200

i Key eligibility criteria N\
» Locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC
« 21 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*
« No active brain metastases Randomisation
« ECOG performance status < 1 1:1 (N = 345)

Sotorasib 960 mg oral daily

N=171

Stratification factors Docetaxel 75 mg/m? IV Q3W
» Prior lines of therapy (1 vs 2 vs > 2) N =174
» Race (Asian vs non-Asian)
\- History of CNS involvement (yes vs no) /

Primary Endpoint: PFS by BICR
Secondary Endpoints: Efficacy (OST, ORR, DOR, TTR, DCR), safety/tolerability, PRO

ITT population analysis included all randomised patients

Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patrents, and
crossover from docetaxel to sotorasib was permitted.

Enrollment period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022.
NCT04303780; EudraCT: 2019-003582-18

*Treatment with chemotherapy and checkpoint inhibitor could be concurrent or sequential; patients with medical contraindication to these therapies could be included with approval.
TAnalysis of OS planned if PFS was found to be statistically significant and when at least 198 OS events have been reached

>
cecrk

Johnson et al, ESMO 2022
S T U aaSESSSSSSSSSSSSSSS.....——



Patient Disposition

Docetaxel 76 mg/m? IV Q3W

Sotorasib 960 mg oral daily

Randomised: N = 171 Randomised: N = 174
Did not receive sotorasib L Did not receive docetaxel
n=2 n=23
v
Received treatment: N = 151 (86.8%
Received treatment: N = 169 (98.8%) G
Discontinued treatment:
: = 147 n Discontinued treatment:
Diseass progression, n = 103 < n=143
*  Adverse evenis, n = 29 « Crossed over to sotorasib per * Dmsease progreéssion n = U5
i Patenlidet et e protocal, n = 46 (26.4%) [ iSRS e Rt e
. = Wi ey > alien! requesl, n =
. &:i‘:é: by‘oponm, n=1 * Recelved subsecuent *  Deaath, n‘?o
- Altemnative therapy, n = 1 KRASG'zc hh‘uto‘, n=13 (7.5%) . Other,rn =/
* Ollwr,n=3
v -
Still on sotorasib: n = 22 Still on docetaxel: n=7

nizado por:

o
GecCP
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Jocelsa

1.0 pral di . =17

*g 0.9+ HR (95% CI)t 0.66 (0.51, 0.86)

= 0.8 P-value (1-sided)* I P = 0.002

= 07 Median PFS, months (95% CI)S 5.6 (4.3, 7.8) | 4.5 (3.0, 5.7)

oD o= :

c O -

= 0.6

= o 0.5+

B 044 12-month PFS* = 24.8%

§X a3 12-month PFS* = 10.1%

._g %

S 0.2 1 ) ) -

o 0.1 Median study follow-up: H "

o 5 17.7 months P - c t = |

0.0 T T T T T I T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation

Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 6 2 1 0
Docetaxel 174 93 62 36 20 10 7 L5 3 1 1 0

CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over
docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxel

Survival Probability
o
4]
1

Sotorasib 960 mg
oral daily (N = 171)

Sotorasib Docetaxel .

el 76 mg/m? IV
Q3W (N = 174)

Deaths, n (%) 108 (63.7) | 94 (54.0)
HR (95% CIjt 1.01 (0.77, 1.33) Any subsequent
P-value {1-sided)? P=053 treatment,“includ ing 36% 42%
Median OS, months | crassover
(959 CIje 10.6 (8.9, 14.0) 11.3 (9.0, 14.9)
Subsequent
KRASG2C inhibitor, 4% 34%
including crossover
H Subsequent chemo 21% 12%
Subsequent 1O 9% 6%

Organizado por:

0.0 |
) 2 4

Number of Patients at Risk:
Sotorasib 171 162 137
Dogcetaxel 174 135 115

119
103

28
90

T T T T
10 12 14 16

Months from Randomisation

81 73 56 56
81 65 81 44

v
G GecCP

lung cancer
research
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Tumour Response by BICR

1001

80

60 Sotorasib (N = 158)*

404 Ik Tumour shrinkage in

% (85% CI) Sotorasib |
ORR | 28.4(21.5,354)
DCR | 82.5(75.9.97.8)
Median DpR' 3 58.8

Docataxel
13.2(86,192)
60.3(527,67.7)
40.7

|

J

Docetaxel (N = 129)*

Tumour shrinkage n
62.8% of patients

B0.4% of patients

201 il

% Change from Baseln2 ir Sum of Diameters
o
i

-204
40
60
Confirmec BOR
-804 CR  [1SD
0 PR @ PD

40
] Sotorasib Docetaxel
183:1 [ Grade 1 + 2 1 Grade 1 +2
i mEm Grades =3 == Grades =3
30
25.2
=
[ 1 3
£ 0.5
= | <ex 19.9
S 20-| W85 = 17.9
[\
e ] 142 13.9
l 10.7 113 106 106 101 10.1 8.9
10 R 5 g
1 6.5
i 53
! ﬂ 3.0 4'1 3.0 I I l
1 1.2 06 1.2
o T T '_ll T T T r_‘l T T lo |o T o T
> < o 2> R N & xeg < =~ ~ 2> =)
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with docetaxel were neutropenia, fatigue, and febrile neutropenia

L e R R R R R R

I Most common Grade 3+ TRAEs with sotorasib were diarrhoea and elevated liver enzymes, and




ROS-1
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Entrectinib in Patients with
ROS1 Fusion-Positive NSCLC:
Updated Efficacy and Safety Analysis

Yun Fan,' Alexander Drion,” Chao-Hua Chiu,* Daniel W. Bowles ! Herbert H.F. Loong,” Salvatore Siena, 5
Koiohi Goto," Maciej Krzakowski,* Myung-Ju Ahn, ™ Haruyasu Murakami," Rafal Daiadziuszko, * Harakd Zeuner, ™
Bathany Pitcher, * Diaa Cheick, ™ Matthew G. Krebs"®

! Zheyanyg Caccer Hospdal Haogeou, Chang; 2 Mevrona Sloas Xeieng Cancer Cerer, and Wed? Comed Meckcal Coliege, New York, N, USA 3 Tape Veleans
Genaral Mospiel Taper Tt 4 Unacsty of Colorad, Aurora, 00, USA, § The Crnese Uiniversty of Mang Keng. Mong Keng SAR. Mong Kong 6 Nguavie Cancer
G, Grande Odpacs WelpoRtano Nguadts, Min, ki 7, Liskevald dsgk Suck of Wano, Adden, Xl & Nabora’ Cancey Cantar Hogpea’ East Xashioy, Jpan

9. M Stizclowsks Cune Netiond! Recaarch nsitute of Oncogy, Iarsaw, Posand 10, Saevsung Medicaf Cactar Sunptyatian Unkersly Schol of Medie, Sacul
Republc of Nasse, 11, S Cancer Caetsr, Shadwoks, Jspat: 12 Meoksl Unberaty of (s, Gansh, Podsed 13 F. Hoftrane-(a Auche (A Basel Swizerand
14 F Mafhoenda Roche LI, Assssaupa Cand 15 Gandereeh, g, Seuth Sun Francinca, CA, US98 T skl of Mavchasty ind The Chette IS
Foandaton Tros! Manchedtsr Azsoan Hasth Scans Cente, Maschater, Lot Kingdon

“Cormantly af Taipa Gancav Cankir and Taps! Modkcal Liokradty Fasptal Taipel Tabat

Patient demographics and baseline characteristics

Overall efficacy population
N=172

Medm age, years (range| 4.5 (20-%) 8.0 (33-86)
ECOG PS, n %)
0/112 66(384)/90(523)/16(83)  25(373)/37(85.2)/5(75)

Smoking status, n (%)

Never smoker / Previous or cument smaker 111(64.5)/61(35.5) 2(627)125(31.3)

Prior fines of systemic therapy in metastatic sefting, n (%)

67(39.0)/65(37.8)/40(23.3) NA

CNS metastases at baseline by investigator, n (%)
L 60{34.9)/ 112(65.1)

Daba cutof: 12 Aug 2821, "Patiens wha S net recewes ary pror ines o sysianic ey © e melistate setng
ONG, ooty servous sysee, EC0G PS, Earm Canperates Oncakogy oup pehrmance satas, HA, net appianle

26(36.8)/41(612)

Organizado por:

v
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Entrectinib demonstrated robust and durable responses regardless

of baseline CNS status

o]
—-25
—-50

Missing /
£ —75 unevaluable
;5 Median DoR,
&2-100 months
Individual patients 95% CI

Non CR / PD

= 100

3 75 I Patients who received entrectinib in 2L+

w

E= 1L cohort

@

£ °° ORR, h (%)
3 25 [95% Cl]
E-1 CR
5 PR

=

= SD

s PD

£

@

>

e

o

Overall
efficacy

population
(N=172)

116 (67.4)
[59.9-74.4]
23 (13.4)
93 (54.1)
16 (9.3)
16 (9.3)
10 (5.8)

14 (8.1)

20.4
[14.8-34.8]

Baseline
CNS
metastases”*
(n=60)

38 (63.3)
[49.9-75.4]
4 (6.7)
34 (56.7)
6 (10.0)

8 (13.3)
2(3.3)

6 (10.0)

14.6
[11.0—20.4]

No baseline
CNS
metastases™*
(n=112)

78 (69.6)
[60.2—78.0]
19 (17.0)
59 (52.7)
10 (8.9)
8 (7.1)
8(7.1)

8 (7.1)

28.6
[14.9-38.6]

46 (68.7)
[66.2—79.4]
10 (14.9)
36 (53.7)
7 (10.4)
5 (7.5)

6 (9.0)

3 (4.5)

35.6
[13.9-38.8]

Data cut-off: 02 Aug 2021. "Investigator-assessed CNS metastases; TExploratory analysis. 1L, first line; 2L, second line; Cl, confidence interval; CR, complete response; DoR, duration of response;
ORR, objective response rate, PD, progressive disease; PR, partial response; SD, stable disease; SLD, sum of longest diameters
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CONCLUSIONES

e Futuro de la inmunoterapia combinacion de anti PD-PDL1 con
nuevos farmacos inmunocheckpoints.

e Prometedores estudios con combinaciones inhibidores tirosin-
guinasa con inmunoterapia.

 Multiples avances en terapias dirigidas con nuevos farmacos en

— Progresion a farmacos en dianas conocidas (EGFR)
— Nuevas dianas terapéuticas (MET, KRAS). s
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