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KEYNOTE-024 5-Year OS Update: First-Line
Pembrolizumab vs Platinum-Based Chemotherapy
In Patients with Metastatic Non—-Small-Cell Lung
Cancer and PD-L1 Tumor Proportion Score 250%
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KEYNOTE-024 Study Design (NCT02142738)

Second-Course
Pembrolizumab¢

Key Eligibility Criteria Pembrolizumab Pembrolizumab
Untreated stage IV NSCLC 200 mg IV Q3W 200 mg Q3W
PD-L1 TPS >50% 35 cycles (2 years) 17 cycles (1 year)
ECOG PS 0-1

No activating EGFR mutation or
ALK translocation

« No untreated brain metastases Platinum-Doublet Pembrolizumab

 No active autoimmune disease Chemotherapy? 200 mg Q3W
requiring systemic therapy (4—6 cycles) (2 years)

Crossover
Pembrolizumab

End Points
Primary: PFS (RECIST v1.1 per blinded,

independent, central review)
Key secondary: OS

Pemetrexed + carboplatin®
Pemetrexed + cisplatin®
Paclitaxel + carboplatin

Secondary: ORR, safety, PFS (RECIST v1.1 Gemcitabine + carboplatin
per investigator review) Gemcitabine + cisplatin
Exploratory: DOR

aQptional pemetrexed maintenance therapy for nonsquamous disease. "Permitted for nonsquamous disease only. °Patients randomized to pembrolizumab who completed 2 years of therapy or who
stopped pembrolizumab after achieving CR and then had PD were eligible for a second course of pembrolizumb monotherapy. YBefore the DMC recommendation and amendment 8, which permitted
those in the chemotherapy arm to be offered pembrolizumab (based on interim analysis 2 data), patients were eligible for crossover when PD was confirmed by blinded, independent, central radiology
review.



Overall Survival2
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0 6 12 18 24 30 36 42 48 54 60 66 72
Time, months
No. at risk
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0

aTT population.

bEffective crossover rate from chemotherapy to anti-PD-L1 therapy, 66.0% (99 patients in total crossed over to anti—-PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during the study, and

16 patients received subsequent anti—-PD-L1 therapy outside of crossover; patients may have received >1 subsequent anti—-PD-L1 therapy). Data cutoff: June 1, 2020.



Is 1L Pembrolizumab good enough in PD-L1 1-49%"~
PH Il KEYNOTE-042 Study

Overall Survival: TPS >50% Overall Survival: TPS 21%
Events HR (95% ClI) P Events HR (95% CI) P

Pembro 157 (52.5%) 0.69 0.0003 - Pembro 371 (58.2%) 0.81 0.0018
(0.56-0.85) (0.71-0.93)

Median (95% Cl) R § Median (95% Cl)

12.2mo (10.4-14.2) " 12.1 mo (11.3-13.3)

18 24
Months

18 24

Months
No. at Risk

Overall Survival: TPS 21-49% (Exploratory Analysis?)

Events HR (95% CI) P
Pembro 230 (55.7%) 0.77 0.0020 Events HR (95% CI)

(0.64-0.92) \ Pembro 214 (63.3%) 0.92
(0.77-1.11)

Median (95% Cl)
Median (95% CI)

13.0mo (11.6-15.3)
12.1mo (11.0-14.0)

*No alpha allocated to this comparison.

Mok. Lancet. 2019 May 4;393(10183):1819-1830.



1L Platinum-pemetrexed +/- Pembrolizumab
KN189 Non-squamous NSCLC 1L (PD-L1 unselected)

Overall Survival, ITT

1004
904
804
704
604
50

Events

HR (95% CI)

P

Pembro/Pem/Plat
Placebo/Pem/Plat

69.2%
49.4%

31.0%
52.4%

0S8, %

407
304
201
104

0

0

3 6 9 12 15 18 21
Months

No. at Risk

410
206

377 347 278 163 I 18 0
183 149 104 59 25 8 o]

OS HR 0.49%*; P<0.00001
PFS HR 0.52; P<0.001

ORR 47.6% vs. 18.9%

*median follow-up of 10.5 months; 1/3 cross-over

Gandhi Letal. N EnglJ Med. 2018 May 31;378(22):2078-2092.

0.49
(0.38-0.64)

<0.00001

Median (95% CI)

NR (NE-NE)

11.3 mo (8.7-15.1)

No. of Events/
No. of Patients

Hazard Ratio for Death (95% CI)

Overall 235/616 —— 0.49 (0.38-0.64)
Age

<65 yr 133/312 —— 0.43 (0.31-0.61)

=65 yr 102/304 —a— 0.64 (0.43-0.95)
Sex

Male 143/363 —— 0.70 (0.50-0.99)

Female 92/253 —a— 0.29 (0.19-0.44)
ECOG performance-status score

0 74/266 —a— 0.44 (0.28-0.71)

1 159/346 —a— 0.53 (0.39-0.73)
Smoking status

Current or former 211/543 —i— 0.54 (0.41-0.71)

Never 2473 i 0.23 (0.10-0.54)
Brain metastases at baseline

Yes 51/108 — 0.36 (0.20-0.62)

No 184/508 —— 0.53 (0.39-0.71)
PE-Li-tumer-proportion

<1% 84/190 —a— 0.59 (0.38-0.92)

=1% 135/388 —— 0.47 (0.34-0.66)

1-49% 65/186 —a— 0.55 (0.34-0.90)
=50% 70/202 —a— 0.42 (0.26-0.68)

Platinum.-based-drug

Carboplatin 176445 —— 0.52 (0.39-0.71)

Cisplatin 59/171 —_—l 0.41 (0.24-0.69)

1.0

Pembrolizumab Combination
Better

Placebo Combination
Better




1L Carboplatin/taxane (pac/nab-pac) +/- Pembrolizumab
KN407 Squamous NSCLC 1L (PD-L1 unselected)

. No. of Events/
Subgrou No. of Patients Hazard Ratio for Death (95% CI|
[} P
Events HR (95% CI) P Overall 205/559 —-— 0.64 (0.49-0.85)
Pembro + Chemo 30.6% 0.64 0.0008 Age !

i PI a  0A430:80) ! 0.52 (0.34-0.80]
004 acebo + Chemo  42.7% <65 yr 88/254 —— .52 (0.34-0.80)
80 =65 yr 117/305 —_— 0.74 (0.51-1.07)

i Sex i
701 Male 167/455 T 0.69 (0.51-0.94)
® 601 Female 38/104 —_— | 0.42 (0.22-0.81)
g 50 !‘V'segian ((915:;%’20'\?5 ECOG performance-status score H
.9 mo ¥ |
g —— . 29-0.
40 11.3mo (9.5-14.8) 0 48/163 : 0.54 (0.29-0.98)
304 1 157/396 —a— 0.66 (0.48-0.90)
204 Region of enrollment !
104 East Asia 34/106 — m 0.44 (0.22-0.89)
0 . . . ; . . i Rest of the world 171/453 —.— l 0.69 (0.51-0.93)
0 3 6 9 12 15 18 21 PD-L1 tumeor proportion score i
R Months <1% 73194 —a— 0.61 (0.38-0.98)
0. al { ! —
. = i i i 7 3 " =1% 129/353 —a— 0.65 (0.45-0.92)
281 246 175 93 45 16 4 0 1-49% 76/207 — 0.57 (0.36-0.90)
=50% 53/146 e— — 0.64 (0.37-1.10)
Taxane-based drug i
Paclitaxel 140/336 . 0.67 (0.48-0.93)
. n— Nab-paclitaxel 65/223 — 0.59 (0.36-0.98)
OS HR 0.64%; p=0.0008 . ‘ |
0.1 0.5 1.0

P FS H R 0 . 5 6, p < O . OOO 1 Pembrolizumab Combination Placebo Combination

Better Better

ORR 58% vs. 38%

* H . o,
medlan f/U 7.8 months’ 276 crossover Paz-Ares et al. N EnglJ Med. 2018 Nov 22;379(21):2040-2051.



Combination Immune Checkpoint Blockade

PD-1 acts as an “off-switch”
for T cells when interacting

Wlth PD_Ll Priming phase Effector phase
Tumor PD-L1 expression -
allowing cancer cells to evade =
immune attack o
Antibodies against PD-1 °§,g\jﬁ e
and PD-L1 boost the immune : (Dstom =
response against cancer cells
. Negativey@gulation

CTLA-4 acts as an “off-switch” 1 A

- . / CTLA-4
for T cells when interacting T "
Combination strategies ey anibody
combine both CTLA-4 and PD- Fibas A NEIM, 2012

1/PD-L1 blockade
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CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

NIVO + IPIP
Part 1a n = 396
PD-L1.
Key Eligibility Criteria »| éxpression - <
» Stage IV or recurrent NSCLC 2 1%
+ No prior systemic therapy N =1189 Independent primary endpoints:
+ No sensitizing EGFR mutations NIVO + IPI vs chemof
or known ALK alterations ] e e . R e e PFS in high TMB (> 10 mut/Mb)
+ No untreated CNS metastases NIVO + IPIP population'
* ECOG PS5 0-1 Fart1b n =187 » 0SinPD-L1 > 1% population?
3 PD-L1 . J
Stratified by SQ vs NSQ »| expression
<1%
N = 550 NIVOe + chemo*

n=177

Database lock: February 28, 2020; minimum / median follow-up for 0S: 37.7 months / 43.1 months.

Treatment was continued until disease progression, unacceptable toxicity, or for 2 years for immunotherapy; ANCT02477826; ®PNIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); °NSQ: pemetrexed + cisplatin or

carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine +

carboplatin, Q3W for < 4 cycles; 9NIVO (240 mg Q2W); =NIVO (360 mg Q3W); ‘Both endpoints were met; results were previously reported. 3
1. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104; 2. Hellmann MD, et al. N Engl J Med 2019;381(21):2020-2031.



3-year update: OS with NIVO + IPl vs chemo (PD-L1 2 1%)

CheckMate 227: 3-year update

100

Part 1a

NIVO + IPI

NIVO + IPI Chemo
(n = 396) (n = 397)
Median OS, mo 17.1 14.9
80 - HR (vs chemo) 0.79
(95% CI) (0.67-0.93)
__ 60
xR |
9 | 40%
40 | :
|
: | I NIVO + IPI
I
20 - | | o
: i 22% | Chemo
I
: : .
0 I I I | | I I i I I | : I I | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO +IPl 396 341 295 264 244 212 190 165 153 145 132 124 121 97 67 27 5 0
Chemo 397 358 306 250 218 190 166 141 126 112 98 87 80 62 32 13 4 0

Database lock: Februa

subsequent immunotherapies were received

28, 2020; minimum follow-up for OS: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/k%Q6W). Among patients who were alive at 3 years, subsequent systemic therapy was received by 35% in the NIVO + IPl arm and 76% in the chemo arm;
y 13% and 71%, respectively, and subsequent chemotherapy was received by 28% and 30%, respectively.



CheckMate 227: 3-year update

3-year update: OS with NIVO + IPl vs chemo vs NIVO (PD-L1 > 1%)

Part 1a
NIVO + IPI
100  Chemo |
NIVO +IPI  NIVO Chemo SSSEREMo S
(n=396) (n=396) (n=397)
Median 05, mo 7.1 15.7 4.9
80 - HR (vs chemo) _ 0.79 0.90
63% (95% CI) (0.67-0.93) (0.77-1.06)
60
é 1
% :
o 1
40 !
1
i 36% | NIVO + IPI
1
20 ! 33% | i NIVO
| : I Chemo
i ! 22% !
]
0 1 1 I I ) 1 1 i I 1 1 : I I I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO + IPI 396 341 295 264 244 212 190 165 153 145 132 124 121 97 67 27 5 0
NIVO 396 330 299 265 220 201 176 153 139 129 119 112 108 83 45 21 4 0
Chemo 397 358 306 250 218 190 166 141 126 192 98 87 80 62 32 13 4 0

Database lock: February 28, 2020; minimum follow-up for OS: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W) and NIVO (240 mg Q2W). Amon%patients who were alive at 3 years, subsequent systemic therapy was received by 35% in the NIVO + IPl arm, 45% in 6
the NIVO arm, and 76% in the chemo arm; subsequent immunotherapies were received by 13%, 21%, and 71%; and subsequent chemotherapy was received by 28%, 33% and 30%, respectively.



CheckMate 227: 3-year update

3-year update: OS with NIVO + IPI vs Chemo vs NIVO + Chemo (PD-L1 < 1%)

Part 1b
NIVO + IPI

100 NIVO + IPI NIVO + chemo Chemo | Chemo |
(n=187) (n=177) (n=186) NIVO + chemo
Median 05, mo  17.2 5.2 2.2
80 - . HR (vs chemo)  0.64 0.82
60% (95% CI) 0.51-0.81  0.66-1.03
60
* 40%
n 35% 34%
° 40- : 20%
|
1
9 : 5 NIVO + IPI
| A
I I J Chemo
1 1
1 1 1 NIVO + chemo
0 1 I I : 1 1 I : I 1 1 : I I I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO + IPI 187 165 142 120 110 100 87 80 73 69 65 62 59 43 23 16 6 0
NIVO + chemo 177 159 139 119 102 88 78 67 60 48 42 39 34 25 15 < 0 0
Chemo 186 164 135 107 92 74 62 49 41 35 33 29 27 17 12 9 3 0

Database lock: February 28, 2020; minimum follow-up for OS: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), and NIVO (360 mg Q3W) plus chemo. Among patients who were alive at 3 years, subsequent systemic therapy was received by 49% in the NIVO + IP] arm, 7
38% in the NIVO + chemo arm, and 78% in the chemo arm; subsequent immunotherapies were received by 12%, 12%, and 74%; and subsequent chemotherapy was received by 46%, 35% and 33%, respectively.
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CheckMate 9LA study design?

CheckMate 9LA: NIVO + IPl + 2 cycles of chemo in 1L NSCLC

Key Eligibility Criteria
» Stage IV or recurrent NSCLC
* No prior systemic therapy

* No sensitizing EGFR mutations
or known ALK alterations

+ ECOG PS 0-1

Stratified by
PD-L1b (< 1% vs > 1%),
sex, and histology (SQ vs NSQ)

n =361

N=719

9_

EkLLY With optional pemetrexed maintenance (NSQ)

NIVO 360 mg Q3w + IPl 1 mg/kg Q6w

-4
Chemod Q3w (2 cycles Until disease
: ( ) progression,
unacceptable
toxicity,
or for 2 years
Chemod Q3w (4 _cycles) for immunotherapy

Primary endpoint

Secondary endpoints

* PFS by BICR®

* ORR by BICR®

» Efficacy by tumor PD-L1 expression

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.

Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.

aNCT03215706; “Determined by the PD-L1 IHC 28-8 pharmDx assay (Dako); <Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
dNSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; ®Hierarchically statistically tested.



CheckMate 9LA: NIVO + IPl + 2 cycles of chemo in 1L NSCLC

Primary endpoint (updated): Overall survival?®

100 NIVO + IPI + chemo Chemo
(n =361) (n = 358)
81% Median OS, mo 15.6 10.9
80 - 2 (95% ClI) (13.9-20.0) (9.5-12.6)
HR (95% CI) 0.66 (0.55-0.80)
I
—~ 60 - : .
wn : ' NIVO + IPI + chemo
O 4 - | i MIAA AAAM A
1 1
: | Chemo
20 ! !
1 1
I 1
| 1
I I
0 1 I 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO + IPI + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0

Minimum follow-up: 12.7 months.

aPatients remaining in follow-up were censored on the last date they were known to be alive; 47% of patients in the NIVO + Pl + chemo arm and 32% of patients in the chemo arm were
censored. Subsequent systemic therapy was received by 31% of patients in the NIVO + IPl + chemo arm and 40% in the chemo arm; subsequent immunotherapy was received by 5% and

30%, and subsequent chemotherapy by 29% and 22%, respectively. Among patients with BICR-confirmed disease progression on study, subsequent systemic therapy was received by 40% 8
in the NIVO + IPl + chemo arm and 44% in the chemo arm; subsequent immunotherapy was received by 7% and 34%, and subsequent chemotherapy by 38% and 24%, respectively



Overall survival by PD-L1 expression level

CheckMate 9LA: NIVO + IPl + 2 cycles of chemo in 1L NSCLC

100 - PD-L1 < 1%
80 A HR 0.62 (0.45-0.85?)
£ 601 :
sy I NIVO + IPI + chemo
O 40 4 1 5 Al
I |
I |
20 1 ' !
1 1 Chemo
I I
0 ) = ) II 1 ) 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30

Months

Minimum follow-up: 12.7 months.
295% Cl.

0S (%)

100

80

60 -

40

20

PD-L1 2 1%

HR 0.64 (0.50-0.822)

NIVO + IPI + chemo

Months

11



CheckMate 9LA: NIVO + IPl + 2 cycles of chemo in 1L NSCLC

Treatment-related select AEs with NIVO + IPl + chemo?P

50

Patientsc with an event (%)

17

Skin Endocrine Gastrointestinal Hepatic Renal Pulmonary Hypersensitivity/
Infusion reaction

aTreatment-related select AEs are those with potential immunologic etiology that require frequent monitoring/intervention; PIncludes events reported between first dose and 30 days 17
after last dose of study drug; <The total number of patients treated with NIVO + IPI + chemo was 358.



Progress in Targeted Therapy for NSCLC-Adenocarcinoma

MET 3%
~ Afatinib ® L = I > 1 Mutation 3%
e EGFR HER22%
~ Rociletinib 3 Ohen &% ROS1 2%

BRAF 2%

W

RET 2%

7

~~__NTRK1 1%

PIK3CA 1%

Unkoonn MEK1 <1%

Oncogenic Driver
Detected
31%

EGFR:
gefitinib, afatinib, erlotinib, osimertinib, dacomitinib

ALK:
Crizotinib, ceritinib, alectinib, brigatinib, lorlatinib, ensartinib,
entrectinib

ROS1:
Crizotinib, cabozatinib, ceritinib, brigatinib, lorlatinib, entrectinib,

KRAS G12C
MTRX-849, AMG 510

PI3K
LY3023414, PQR-309

MEK
Trametinib, selumetinib, cobimetinib

EGFR exon 20 insertions
TAK-788, poziotinib, JNJ 372

o

ropotrectinib ()
>

BRAF:

Dabrafenib/trametinib, vemurafenib, dabrafenib

MET:

Crizotinib, cabozatinib, capmatinib, tepotinib, savolitinib,

merestinib, glesatinib

HER2:

Transtuzumab emtansine, afatinib, dacomitinib, poziotinib,

neratinib-temsirolimus, XMT-1522, TAK-788, DS-8201a

RET:

Cabozatinib, alectinib, vandetanib, sunitinib, ponatinib,

lenvatinib, apatinib, selpercatinib, BLU-667, RXDX-105 S
>

NTRK:
Larotrectinib, entrectinib, LOX0O-195, DS-6051b, ropotrectinib

Adapted by L Bazhenova from Tsao AS, et al. J Thorac Oncol. 2016;11:613-638.




Spectrum of KRAS mutations and Co-
Mutations in NSCLC

G125
G13C 2%
Q61H 2% [_ KRAS‘
4% \ Other n=102
KEAP1/NFE2L2

6130 B 5%

n=17

*KRAS (n = 102) Iisted above represents number of
patients with KRAS mutatons but without cooccunmng
mutations n TP53, STK11, KEAPT or NFE2L2

Arbour et al CCR 2018



KRAS G12C Inhibitors Bind, Inactive GDP
oound RAS and Trap It In Inactive State

WR}J\Q inhibitor xp\{\ ‘\)W’J\i\

GTPase

GAPs

“Trapped’ GDP-bound GTP-bound
inactive, non-cycling inactive, cycling active, cycling

From P. Lito et al. Science 2016



AMG510: Best Response in NSCLC

Evaluable patients

Efficacy in NSCLC Patients Al evaluable patients  treated with 960me

Efficacy outcomes N=23 ENE

Bestoverall response

Pl edd -
1004 - onneddose E180mg [ 360me Partial response—n (%) 11 (48) 7 (54)
80 - O0720mg MO960m Stable disease—n (%) 11 (48) 6 (46)
_ & Progressive disease—n (%) 1[4)® 0o
E ﬁ 604 Objective response rate —% 45 54
o = 407 Dis ease control rate®—% 96 100
2 2 204
- ] # ¥
58 ol s Sy 3 ST
g O =T T ]
ﬁ’u%’ 20+ SO sDT spfF spf oow
E sp¥
5 5 —40- PR PR® PR pRF o -
*
* E —60- PH# pR¥*

PR®

—80 # Study ongoing
_1004 * Confirmed response
1 1 1 I I I 1 1 1 I I 1 1 1 1 I I 1 1 1 1

Evaluable NSCLC Patients With Available Post-baseline Tumor Data, (N = 22)p

pR#t:
| |

*One patient discontinued study due to PD prior to the 1st assessment, and the post-baseline tumor burden data are missing. °PR or 5D at week 6. Patient had complete response
to the target lesions. Evaluable patients: patients who had the first &-week scanorearly PD

Govindan R. etal. WCLC2019. Abstract PRO2.02. Govindan R. et al. WCLC 2019; Abstract PR02.02



AMG510: Best Response in Other KRAS G12C mutant Cancers

100 4

80 - ORR 3/19
50 - PD

40 4

Longest Diameters

Best Percent Change from Baseline in Sum of

Three patients are not included due o missing postbaseline tumor data: 2 patients with appendiceal cancer (1 PD, 1.5D) and 1 with pancrealic cancer (PD)
Palients had unconfirmed PR, *Of 3 palients with confirmed PR, 1 with appendiceal cancer received 720 mg and the other 2 received 960 mg.

Hong et al. ASCO 2020



VIRTUAL -
ERESVD Phase 1 study design (CodeBreaK100: NCT03600333)

Phase 1, Multicenter, Open-label Study — Dose Escalation
Cohort 4
rE8

(;%f(;ort 2 + 2-4 patients/cohort
r LB . Oral daily dosing
* Tx until progression
Cohort 1 + Radiographic scans
180 mg every 6 weeks

Key Eligibility

— Locally advanced or

metastatic malignancy Patients with KRAS

p.G12C mutant
advanced tumors

n~20
(maximum 60)

Received prior
standard therapies

KRAS p.G12C mutation
assessed by molecular
testing of tumor biopsies

Safety Follow-up &
Long-term Follow-up*

Expansion dose
determined

Screening / Enroliment
Screening / Enroliment
Safety Follow-up &
Long-term Follow-up*

No active brain
metastases

Primary endpoint: safety

Secondary endpoints include: PK, ORR, DOR, DCR, PFS, duration of SD

*30 (+7) days after end of treatment for safety follow-up; every 12 weeks for long-term follow-up.

DCR, disease control rate; DLT, dose-limiting toxicity; DOR, duration of response; KRAS, Kirsten rat sarcoma viral oncogene homolog; ORR, objective response rate; PFS, progression-free survival;
PK, pharmacokinetic; RP2D, recommended phase 2 dose; SD, stable disease; Tx, treatment.



EREM ™
2020

Durability of clinical benefit and progression-free survival

Patients with NSCLC
Receiving Sotorasib

+

A First Response

® Death

® Progression

- Treatment ongoing

Dose 180 mg 360 mg []720 mg M 960 mg

0 2 4 6 8 10 12 14 16
Months

Patients with SD, n = 33

Duration of stable disease?

Confirmed PR, n =19

Duration of response*

Median of 10.9
(1.1+ to 13.6) months

Median of 4.0
(1.4 to 10.9+) months

10/19 responders still in response’

Event-free Probability

L] L L] L] L]

6 7 8 9 10 11 12 13 14 15

L] ] L] Ll

2 3 4 5
Months Since Study Start

Number of Patients at Risk:

59 56 51 39 32 25 23 18 16 9 7 4 3 3 1 0O

Median PFS: 6.3 (range 0.0+ to 14.9) months

‘Duration of response was measured from first evidence of PR/CR to disease progression or death due to any cause, whichever was earlier. *Duration of SD was measured from the start of the treatment until the criteria for
disease progression were met or death, whichever was earlier. YAt data cutoff of June 1, 2020; + Indicates censored value; median follow-up time was 11.7 (range 4.8-21.2) months.

NSCLC, non-small cell lung cancer; PR, partial response; SD, stable disease. PFS, progression-free survival



Direct G12C inhibitors in Development and
Rational Combination Strategies

Direct G12Ci Mechanism of Action Drug

JNJ-74699157 PD-1 PembrOIizumab
EGFR-TKI Afatinib
MTRX849
EGFR moAb Cetuximab (CRC)
AMG>510 CDK4/6i Palbociclib

LYA399446



Progress in Targeted Therapy for NSCLC-Adenocarcinoma

MET 3%
~ Afatinib ® L = I > 1 Mutation 3%
e EGFR HER22%
~ Rociletinib 3 Ohen &% ROS1 2%

BRAF 2%

W

RET 2%

7

~~__NTRK1 1%

PIK3CA 1%

Unkoonn MEK1 <1%

Oncogenic Driver
Detected
31%

EGFR:
gefitinib, afatinib, erlotinib, osimertinib, dacomitinib

ALK:
Crizotinib, ceritinib, alectinib, brigatinib, lorlatinib, ensartinib,
entrectinib

ROS1:
Crizotinib, cabozatinib, ceritinib, brigatinib, lorlatinib, entrectinib,

KRAS G12C
MTRX-849, AMG 510

PI3K
LY3023414, PQR-309

MEK
Trametinib, selumetinib, cobimetinib

EGFR exon 20 insertions
TAK-788, poziotinib, JNJ 372

o

ropotrectinib ()
>

BRAF:

Dabrafenib/trametinib, vemurafenib, dabrafenib

MET:

Crizotinib, cabozatinib, capmatinib, tepotinib, savolitinib,

merestinib, glesatinib

HER2:

Transtuzumab emtansine, afatinib, dacomitinib, poziotinib,

neratinib-temsirolimus, XMT-1522, TAK-788, DS-8201a

RET:

Cabozatinib, alectinib, vandetanib, sunitinib, ponatinib,

lenvatinib, apatinib, selpercatinib, BLU-667, RXDX-105 S
>

NTRK:
Larotrectinib, entrectinib, LOX0O-195, DS-6051b, ropotrectinib

Adapted by L Bazhenova from Tsao AS, et al. J Thorac Oncol. 2016;11:613-638.




mcongress FLAURA: Osimertinib vs Gefitinib/Erlotinib
in EGFR-mutated NSCLC

Patients with locally advanced

or metastatic NSCLC
_> —

Key inclusion criteria Stratification by
> * i

218 years msut;attt:(sm RECIST 1.1 assessment every
« WHO perform:ance status 0/ 1 Bxon 18 Randomised -1 6 weeks? until objective
* Exon 19 deletion / L858R deletion / ' progressive disease

(enrolment by local* or central? eietion

EGFR testing) L%E’BR) EGFR-TKI SoCS:
« No prior systemic anti-cancer / a(g\si;ancf Gefitinib (250 mg p.0. qd)

EGFR-TKI therapy or Erlotinib (150 mg p.o. Crossover was allowed for

non-Asian) )

(n=277)

patients in the SoC arm, who
could receive open-label
osimertinib upon central
confirmation of progression and
Endpoints T790M positivity
 Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)
»  The study had a 90% power to detect a hazard ratio of 0.71 (representing a 29% improvement in median PFS from 10 months to
14.1 months) at a two-sided alpha-level of 5%
 Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall survival,
patient reported outcomes, safety

FLAURA data cut-off: 12 June 2017; NCT02296125
*>20 years in Japan; *With central laboratory assessment performed for sensitivity; *cobas EGFR Mutation Test (Roche Molecular Systems); Ssites to select either gefitinib or erlotinib as the sole comparator prior to site initiation; TEvery 12
weeks after 18 months

CNS, central nervous system; EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer; PFS, progression-free survival; p.o., orally; RECIST 1.1, Response Evaluation Criteria In Solid Tumors version 1.1; qd, once daily; SoC,
standard-of-care;

TKI, tyrosine kinase inhibitor; WHO, World Health Organization

« Stable CNS metastases allowed

Ramalingam S, et al. ESMO 2017. Abstract LBA2_PR



EEEMD
2017

PFS and OS from FLAURA

1.0
Median PFS, months (95% Cl)
= e Ogimertinib 189 (15.2, 21.4)
E 08 - — SoC 10.2 (9.6, 11.1)
® HR0.46
£ | (95% C10.37, 0.57)
g 06 p<0.0001
4
S 04
[=]
2
=
[1-]
g 02 -
[~
0.0 | | | | | | | | 1

0 3 6 9 12
Time from randomisation (months)

Osimertinib 279 262 233 210 178
SoC 217 239 197 152 107

No. at risk

15 18 2 24 27

139 I 26 4 0
78 37 10 2 0

PFS in patients with brain mets (n=116) HR=0.47
PFS in patients without brain mets (n=440)
HR=0.46

mOS 38.6 vs. 31.8 months

Ramalingam et al. ESMO 2017, NEJM 2020.

Probability of Overall Survival

No. at Risk
Osimertinib
Comparator EGFR-TKI

1.0+
Hazard ratio, 0.80 (95.05% Cl, 0.64-1.00)
0.9+ P=0.046
0.8+
0.7+
0.6+
0.5
Osimertinib
0.4+
Median Overall Survival
0.3+ EGFR-TKI
(95% CI) Comparator EG
0.2 mo
' Osimertinib  38.6 (34.5-41.8)
Comparator 31.8 (26.6-36.0)
& EGFR-TKI
00 T T T T T T 1 T T T T T T T T T T 1

0 3 6 9

279 276 270 254
277 263 252 239

12 15 18 21 24 27

30 33 36 39 42 45 43 51 54

Months since Randomization

245 236 217 204 193 180 166 153 138 123 8 50 17 2 0
219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

Favours osimertinib Favours SoC Ha(ﬁgé%tm
Subgroup
OveLra\I n=, E.’EE} )
°£ 5"' primary ::: 0.46(0.37,0.57
s n.aefn.a:r,o.s?l
ex
Male (n=206 ——
) Pl Taosko) — 838(345:88)
ge at screening
<65 (n=298 ——
B = 344632838
=3 —— 0.55(0.42,0.72
%ﬁ"n‘s’}an‘ln L209) — §32(845.8%3)
Smokln history N
.48 (0.34, 0.
T oo —— 848834858
metastas S
v —_— .47 74
e .= 843(8390%
0 perffg ance status — 0.39(0.27,0.56
n 455 —_— 0,5050.331066
EGFR mutation at randomisation®
A d“ oS — 0.43(0.32,0.56
EGFLg%ER? 3 15“ L"NA% — 8431635838
mutahon ct
;o%ytve n=3 l‘é 3h) . A 3Zﬁ§f3:§§: 8233]
Centra Iy confirmed EGFR mutation$ 0.43(0.34,0.54)
P —— .43 (0.34, 0,
Nggaweqn-s)? T T 1 T T 11171 T = NIC)
01 0.2 0.3 04 06 08 1.0 20 10.0

PFS hazard ratio and 95% confidence

interval




ADAURA: Osimertinib as adjuvant therapy in
patients with stage IB—IIIA EGFRm NSCLC after

surgical resection

Patients with completely resected stage? IB, I,
IIIA NSCLC with or without adjuvant

chemotherapy® Stratification Osimertinib Planned treatment duration:
. . . by stage (80 mg PO QD) 3 years

Key inclusion criteria (IBvs Il vs llIA), Follow up:
218 years old (Japan/Taiwan: 220) mutation * Until recurrence: Week 12
WHO performance status 0/1 status (exon 19 —> and 24, then every 24 weeks
Confirmed primary non-squamous NSCLC deletion/L858R until 5 years, then yearly
Exon 19 deletion/L858R¢ ) and race iacet o AfteLricurSrence: et\;]ery 24

. . . (Asian/non- acebo weeks for 5 years, then

Brain imaging, if not completed pre-operatively Asian) (D) —

Complete resection with negative margins?

Max interval between surgery and
randomization:

e 10 weeks without adjuvant
chemotherapy

e 26 weeks with adjuvant chemotherapy

*  Primary endpoint: DFS, by investigator assessment, in stage II/IlIA patients (designed for
superiority under the assumed DFS HR of 0.70)

* Secondary endpoints: DFS (overall population¢), DFS (2,3,4, and 5 years), OS, safety,
HRQoL

* Following data monitoring committee recommendation, the study was unblinded early due to efficacy; reported here is an unplanned

interim analysis
e At the time of unblinding, the study had completed enrollment and all patients were followed up for 21 year

apJCC 7t edition; PPrior, post, or planned radiotherapy was not allowed; “Centrally confirmed in tissue; 9Patients received a CT scan after resection and within 28 days prior to

treatment; ©Stage IB, II, llIA.
Herbst RS, et al. ASCO 2020. Abstract LBAS.



ADAURA: Disease-free survival

1.0

0.8

0.6

0.4+

DFS probability

0.2+

Primary endpoint: DFS in patients with
Stage II/IlIA disease

Median DFS, mo (95% Cl)

Osimerti
Placebo

nib

NR (38.8-NR)

20.4 (16.6-24.5)

HR 0.17 (95% Cl 0.12-0.23); P<0.0001

97%

|

61%

Maturity 33%:

90%

e

80%

44%

B

osimertinib 11%, placebo 55%
|

L

28%

No. at risk

Osimertinib 233
237

Placebo

6

219
190

128 82 5

1 27 9

Data cutoff: January 17, 2020. NR, not reached
Herbst RS, et al. ASCO 2020. Abstract LBAS.

12 18 24 30 36 42
Time from randomization (months)
189 137 96 51 17 2

DES

DFS across subgroups in the overall population

Subgroup

Overall (N=682)

Sex

Age

Smoking status

Race

Stage

EGFRm

Adjuvant
chemotherapy

Stratified log-rank
Unadjusted Cox PH

Male (n=204)
Female (n=478)
<65 (n=380)

265 (n=302)
Smoker (n=194)
Non-smoker (n=488)
Asian (n=434)
Non-Asian (n=248)
Stage IB (n=212)
Stage Il (n=236)
Stage IlIA (n=234)
Ex19del (n=378)
L858R (n=304)

Yes (n=378)

No (n=304)

0.01

HR for disease-free survival (95% Cl)

HR 95% Cl
0.21  0.16,0.28
0.20 0.14,0.29
0.21 0.11,0.36
0.20 0.12,0.30
0.18 0.10,0.28
0.24 0.14,0.38
0.14  0.06,0.27
0.23 0.15,0.34
0.22 0.14,0.33
0.17 0.08,0.31
0.50 0.25,0.96
0.17 0.08,0.31
0.12  0.07,0.20
0.12  0.07,0.20
035 0.21,0.55
0.18 0.11,0.29
0.23 0.13,0.38

0.1

1

Favors osimertinib

Favors placebo



ADAURA: Disease-free survival by stage

Stage IB Stage llIA

— Osimertinib

1.0 —\_‘L\.__\—\h-_‘ — Placebo 1.0
Z 0.8 Z 0.8 —R_‘—L..‘__‘
- ——— N
o 0.6 o 0.6
S 0.44 S 0.44
bl bl
o 0.2 0 0.2
0 T T T T T T T 0 T T T T T T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
No. at risk Time from randomization (months) No. at risk Time from randomization (months)
Osimertinib 106 95 83 69 40 22 8 2 0 Osimertinib 115 109 98 68 49 23 9 1 0
Placebo 106 98 81 67 36 26 11 2 1 Placebo 119 91 54 33 20 12 2 0
104 Stage Il
z 08 2 Year DFS rate
3 06 % (95% Cl) Stage 1B Stage Il Stage IIIA
g_ 0.4 Osimertinib 87 (77-93) 91 (82-95) 88 (79-94)
E 0.2 Placebo 73 (62-81) 56 (45-65) 32 (23-42)
0 : : : : : : : | Overall HR 0.50 0.17 0.12
0 6 12 18 24 30 36 42 48 (95% ClI) (0.25-0.96) (0.08-0.31) (0.07-0.20)
No. at risk Time from randomization (months)
Osimertinib 118 110 91 69 47 28 8 1 0
Placebo 118 99 74 49 31 15 7 1 0

Data cutoff: January 17, 2020.
Herbst RS, et al. ASCO 2020. Abstract LBAS.



ADAURA: Overall survival in patients with
Stage II/1lIA disease

100%

1.0

0.8+

0.6 1

0.4 1

OS probability

0.2 1

osimertinib 3%, placebo 7%

93%

Maturity 5%:

Median OS, mo (95% Cl)

Osimertinib

Placebo

NR (NC=NC)
NR (NC=NC)

HR 0.40 (95% CI 0.18-0.90)

0
0

No. at risk
Osimertinib 233
Placebo 237

6 12 18 24

30

Time from randomization (months)

229 221 192 137
231 221 190 127

Data cutoff: January 17, 2020.
Herbst RS, et al. ASCO 2020. Abstract LBAS.

82
69

36 42 48 54
39 10
32 11 1 0

ADAURA met its primary endpoint of
improved DFS in Stage II/lIA disease (HR
0.17)

The trial was closed early by the safety
and monitoring committee, and OS
estimates are immature

It is unique in delivery of adjuvant EGFR
TKI for 3 years (compared to 2)

Not yet FDA approved

Lots of debate about whether to utilize
osimertinib or not in this setting



ADAURA: AE’s

All causality adverse events (210% of patients)

Median duration of exposure: osimertinib: 22.3 months (range 0 to 43), placebo: 18.4 months (range 0 to 48)

Diarrhea 46 | 2 ' 19
. « Grade 1/2 interstitial lung disease
Paronychia 25 1
y . :I (grouped terms) was reported in 10
Dry skin = I (3%) patients in the osimertinib arm*
Pruritis 19 9 = QTc prolongation was reported in 22
Cough 18 | 17 (7%) patients in the osimertinib arm
" and 4 (1%) patients in the placebo armt
Stomatitis 17 2| |4
Nasopharyngitis 15 | 10
Decreased appetite 13 1] 4
URTI 13 EI 9 [ Osimertinib, all grades
Dermatitis acneiform 1 | 5 H Osimertinib, Grades 3/4
. Placebo, all grades
Mouth ulceration 12 | 2

T T 1
100 9 80 70 60 50 40 30 20 10 0 10 20 30 40 S50 60 70 80 90 100
Patients with adverse event (%)

Herbst RS, et al. ASCO 2020. Abstract LBAS.



MET Exon 14 Alterations

e MET mutations that lead to

decreased MET degradation (~2-4% NSCLC) iii

— deletions, insertions, or base substitutions ( .

— many disrupt splice sites flanking MET exon 14 = exon 14

. . impaired CBL binding and
ski ppINg decreased MET degradation

mMRNA
— increased MET receptor on the tumor cell surface I

MET exon 14

Drilon et al Clin Cancer Res 2016; Kong-Beltran M et al. Cancer Res 2006;66. Ma et al. Cancer Res 2003;63. Frampton GM et al.
Cancer Discov 2015;5. Drilon A. Clin Cancer Res 2016.



Capmatinib in MET Exon 14 Skipping Mutation/MET
Amplification

Il Complete response W Partial response

Stable disease Ml Noncomplete response

B Progressive disease Unknown

or nonprogressive disease

A Best Response to Capmatinib — MET Exon 14 Skipping Mutation

No Previous

B Best Response to Capmatinib — MET Amplification with GCN =10

No Previous

100+ Previous Treatment : Treatment 100+ Previous Treatment Treatment
& 75+ i 8 75+
s 50 ; s 50
6 ‘g 25 E 6 'g 25
S © 0 3 S« 04 |
T I i | I “
g g -25+ g E 25 |
aE gl ' . aE gl
E 50 ﬁ 50
2 -75+ o Ll 2 -754
-100- . A -100-
Patients Patients
C Progression-free Survival — MET Exon 14 Skipping Mutation D Progression-free Survival — MET Amplification with GCN =10
| °
73 A
Previous Previous
Treatment Treatment
& =]
o
- = -
= =
2 B P—
P=- K
a =}
—a
— A
Ca A
D
* No Previous
Treatment | &
L}
Treatment
——po
Ty &
A T T T T T T T 1 T T T T 1
0 5 10 15 20 25 30 35 40 20 25 30 35 40

Months

Months

Met Ex14 MET Amp (CNG 10)

ORR

41%
68%

PFS ORR

5.4
124

29%
40%

4.1
4.2

Pretreated
Untreated

Tepotinib also with excellent clinical data
In MET Exon 14 skipping mutations.
ORR =48% in pretreated patients.

P. Paik et al NEJM 2020.



HER2 (ERBB2, neu) in NSCLC

* HER2 mutations are seen in 2-4% NSCLC patients, usually
mutually exclusive with EGFR, KRAS, and ALK gene alteration:

* HER2 mutation incidence up to 6% in EGFR/KRAS/ALK
negative pts

* HER2 mutations usually seen with adenocarcinoma in never
smokers and women

 HER2 mutations occur in exons 18 to 21 of the tyrosine
kinase domain, altering the ATP-binding pocket of the HER2
receptor

* 90% HER2 mutations are exon 20 mutations



Trastuzumab Deruxtecan (T-DXd; DS-8201) in
Patients With HER2-Mutated Metastatic

Non-Small Cell Lung Cancer:
Interim Results of DESTINY-Lung01

Egbert F. Smit, Kazuhiko Nakagawa, Misako Nagasaka, Enriqueta Felip, Yasushi Goto,
Bob T. Li, Jose M. Pacheco, Haruyasu Murakami, Fabrice Barlesi, Andreas Saltos,
Maurice Perol, Hibiki Udagawa, Kapil Saxena, Ryota Shiga, Ferdinand Guevara,
Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi A. Janne

On behalf of the DESTINY-LungO1 investigators
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T-DXd is a Novel ADC Designed to Deliver an Optimal
Antitumor Effect

T-DXd is an ADC with 3 components: Payload mechanism of action:
topoisomerase | inhibitor

* A humanized anti-HER2 IgG1 mAb with the same amino acid sequence as trastuzumab
* A topoisomerase | inhibitor payload, an exatecan derivative High potency of payload

* A tetrapeptide-based cleavable linker

High drug to antibody ratio = 8

Humanized anti-HER2 Deruxtecan®?*

1gG1 mAb®3 Payload with short systemic half-life

Stable linker-payload

Q n 9 H £ H e
7SR SNNRARLT AL

Tetrapeptide-Based Cleavable Linker Tumor-selective cleavable linker

Topoisomerase | Inhibitor Payload
(DXd) Membrane-permeable payload

The clinical relevance of these features is under investigation.
ADC, antibody-drug conjugate.
1. NakadaT, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185. 2. OgitaniY, et al. Clin Cancer Res. 2016;22(20):5097-5108. 3. Trail PA, et al. Pharmacol Ther. 2018;181:126-142. 4. OgitaniY, et al. Cancer Sci. 2016;107(7):1039-1046.
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DESTINY-Lung01 HER2-Mutated NSCLC
Best Change in Tumor Size

ORR=61.9%

n =392

Best % Change From Baseline
in Sum of Diameters

Based on independentcentral review. Baseline is last measurementtaken before enroliment. Shown is best (minimum) percentchange from baseline in the sum of diameters for all target lesions.
20ne patient was missinga baseline assessmentand 2 additional patients were missing post-baseline assessments.
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=
L AL
DESTINY-Lung01 HER2-Mutated NSCLC =
Progression-Free and Overall Survival
Progression-Free Survival (N = 42)° Overall Survival (N = 42)
Median: 14.0 months (95% cl, 6.4-14.0) Median: Not reached (95% cI, 11.8-NE)
1001 1001
g 801 = 801 S
: 3 i
& - i
R 3 407 "
E 207 ° 20 i
07 0
o 1 2 3 4 5 6 7 8 9 10 11 12 13 1 o 1 2 3 4 5 6 7 8 9 10 11 12 13 1 15
p— Months " " Months
No-=t 42 42 39 35 34 29 25 17 12 5 3 3 2 1 0 S 42 42 41 40 37 35 33 30 22 13 9 7 5 4 2 0

2 Patients were censored if they discontinued treatment; the median is estimated by Kaplan-Meier analysis.
Median follow-up, 8.0 months (range, 1.4-14.2 months). Dashed lines indicate upper and lower 95% Cl.

wesereo s, 2020ASCO
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summary — I\/IQre and Better Pieces of Pie

y - \'-i:\.“"v‘-' ” -
N — “‘\‘ .

MET 3% FDA Approvals

~ Afatinib ? | s o M > 1 Mutation 3%

~ Osimertinib 4
~ Necitumumab 4
» Rociletinib 3

HER2 2%

EGFR-mut — Osimertinib
ALK Fusion — Alectinib/Brigatinib/Lorlatinib
; RET 2% BRAF V600E — Dabrafenib and Trametinib
i N e ROS1 Fusion — Entrectinib and Crizotinib
Pksca1%  MET Exon 14 mut — Capmatinib
Unknown MEKL<® RET Fusion — Selpercatinib, Pralsetinib

Oncogenic Driver

Detected NTRK Fusion - Larotrectinib
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