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Avelumab vs chemotherapy for first-line
treatment of advanced PD-L1+ NSCLC:
primary analysis from JAVELIN Lung 100
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JAVELIN Lung 100: a multicenter, randomized, phase 3 trial

Key eligibility criteria
» Metastatic or recurrent NSCLC
(Stage IV)*
* No EGFR mutation or ALK
rearrangement

» PD-L1 expression in 21% of
tumor cells

» Measurable disease according
to RECIST 1.1

« ECOGPS0Oor1
Randomized patients: N=1214
Safety run-in: N=10

Before protocol amendment

Randomization 1:1
Stratified by histology

Avelumab Q2W
10 mg/kg IV
n=205

Platinum-based
doublet chemotherapy
Q3w
n=205

Avelumab QW
10 mg/kg IV

Safety run-in
N=10

Post protocol amendment
Randomization 1:2:2
Stratified by histology and PD-L1 expression

Primary endpoints

« PFStand OS# in patients
with high-expression PD-L1+
tumors$

Avelumab Q2W
10 mg/kg IV
n=161

Key secondary endpoints

* PFS and OS in patients with
doublet thgvn\;otherapy moderate-to-high-expression

n=321 PD L1+ tumorsT
* OS in patients with PD L1+
=1% tumors

Platinum-based

« Best overall responsef
« Duration of responsef
» Safety

*Patients with pretreated and stable brain metastases were eligible for enroliment. TPer independent review committee. ¥OS was changed to a primary endpoint in the protocol amendment
that added the avelumab QW arm. SPD-L1 expression on 280% of tumor cells determined by Dako PD-L1 IHC 73-10 pharmDx assay, which is comparable to the TPS 250% cutoff for the
PD-L1 IHC 22C3 pharmDx (pembrolizumab) assay. TPD-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 PS, Eastem Cooperative Oncology Group performance status; IHC, immunohistochemistry; IV, intravenous; NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free

survival; QW, once weekly; Q2W, every 2 weeks; Q3W, every 3 weeks; R1, randomization before protocol amendment; R2, randomization after protocol amendment; TPS, tumor proportion score.
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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

Key eligibility criteria Hierarchical testing procedure Famary ebdpoints
« Metastatic or recurrent NSCLC (Avelumab Q2W or QW vs chemotherapy)T * PFSTand OS* in patients
(Stage IV)* with high-expression PD-L1+

. tumors$
» No EGFR mutation or ALK Step 1: High PD-L1+

rearrangement (280% of tumor cells) Key secondary endpoints

* PFS and OS in patients with
moderate-to-high-expression
PD L1+ tumorsT

* OS in patients with PD L1+
=1% tumors

» PD-L1 expression in 21% of

Step 2: Moderate
and high PD-L1+
» Measurable disease according (250% of tumor cells)

to RECIST 1.1

« ECOGPSO0Oor1 Step 3: Any PD-L1+
=19%,

Randomized patients: N=1214 (21% of tumors celis)

tumor cells

Y
Y

« Best overall responsef

« Duration of responsef

Safety run-in: N=10 s i
ty Steps 2 and 3 were tested only if the null - Safety

hypothesis in step 1 was rejected

*Patients with pretreated and stable brain metastases were eligible for enroliment. TPer independent review committee. ¥OS was changed to a primary endpoint in the protocol amendment
that added the avelumab QW arm. SPD-L1 expression on 280% of tumor cells determined by Dako PD-L1 IHC 73-10 pharmDx assay, which is comparable to the TPS 250% cutoff for the
PD-L1 IHC 22C3 pharmDx (pembrolizumab) assay. TPD-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 PS, Eastem Cooperative Oncology Group performance status; IHC, immunohistochemistry; IV, intravenous; NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free

survival; QW, once weekly; Q2W, every 2 weeks; Q3W, every 3 weeks; R1, randomization before protocol amendment; R2, randomization after protocol amendment; TPS, tumor proportion score.
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| Chemotherapy
Male, n (%) 112 (74.2) 158 (73.1) 100 (76.9) 93 (72.1)
Median age, years (range) 64.0 (35-82) 63.0 (29-85) 64.0 (25-80) 64.0 (36-81)
ECOG PS, n (%)t

0 47 (31.1) 70 (32.4) 44 (33.8) 45 (34.9)

21 104 (68.9) 145 (67.1) 86 (66.2) 83 (64.3)
Race, n (%)

Asian 38 (25.2) 48 (22.2) 28 (21.5) 29 (22.5)

Black or African American 0 1(0.5) 1(0.8) 0

White 98 (64.9) 154 (71.3) 96 (73.8) 92 (71.3)

Other 6 (4.0) 6 (2.8) 4(3.1) 4(3.1)
Stage at study entry, n (%)*

[\ 150 (99.3) 215 (99.5) 130 (100.0) 129 (100.0)
History of smoking, n (%) 134 (88.7) 186 (86.1) 112 (86.2) 109 (84.5)
Non-squamous tumor histology, n (%) 104 (68.9) 150 (69.4) 84 (64.5) 86 (66.7)
Metastatic sites, n (%)

Brain$ 10 (6.6) 21 (9.7) 9 (6.9) 12 (9.3)

Visceral 59 (39.1) 70 (32.4) 55 (42.3) 44 (34.1)

Bone 28 (18.5) 49 (22.7) 40 (30.8) 30 (23.3)

Pleural effusion 41 (27.2) 61 (28.2) 34 (26.2) 41(31.8)

Patients with missing data are not shown.

*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).
TPatients had ECOG PS 0 or 1, except for one 1 patient in the avelumab QW arm with ECOG PS 2 (PS of this patient worsened from 1 at screening to 2 at the Week 1 Day 1 visit). ¥One
patient in the chemotherapy arm had stage 1I1B disease. SPatients with pretreated and stable brain metastases were eligible for enroliment.
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Primary endpoint: OS in the high PD-L1+ populations*

Avelumab Q2W vs chemotherapy

Avelumab QW vs chemotherapy

Avelumab Q2W | Chemotherapy
1004 (n=151) (n=216)
No. of events 106 156
90
0S8, median (95% CI), months 20.1(15.0-243) | 149 (11.8-18.6)
80 1 Stratified HR (95% CI) 0.85(0.67-1.09)
704 Stratified p value (1-sided) 0.1032
64.7% =
Significance threshold 0.0019
80 -
=S
- 50_
@ 42.5%
40
o 36.5%
20 1
101 Treatment
= Avelumab Q2W
8 B Chemotherapy
0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 69
No. atrisk Months
Avelumab Q2W 151 125 116 101 92 83 74 67 50 57 56 53 50 43 37 28 24 21 19 17 10 5 1 O

Chemotherapy 216 178 156 135 113 03 89

79 70 68 65 58 51 47 38

26 20 19 17 16 9 3 1 0

Avelumab QW | Chemotherapy
100 4 (n=130) (n=129)
i No. of events 83 93
0S8, median (95% Cl), months 19.3(14.0-28.1) | 15.3(11.6-19.1)
80 1 Stratified HR (95% ClI) 0.79(0.59-1.07)
70 4 | 63.0% Stratified p value (1-sided) 0.0630
" |Significance threshold 0.0057
80 -
ES
e 43.7%
8 58.2%
7 w
30 35.0% s TR
20 1
10 1 Treatment
e Avelumab QW
el Chemotherapy
0 3 8 ] 12 15 18 21 24 27 20 33 36 30 42 45 48
; Months
No. at risk

Avelumab QW 130 107 a3 84 75 69 63 58 52 50 49
Chemotherapy 129 107 a5 82 6e 5@ 51 48 40 3@ 38

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)
*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).

-1
o

47 48 35 20
a3 28 24 16 8 0
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Primary endpoint: PFS by IRC in the high PD-L1+ populations*®

Avelumab Q2W vs chemotherapy

Avelumab Q2W | Chemotherapy
100 (n=151) (n=216)
No. of events 938 137
20
PFS, median (95% Cl), months 8.4(5.4-126) 56(5.4-6.8)
801 Stratified HR (95% ClI) 0.71(0.54-1.93)
70 Stratified p value (1-sided) 0.0070
Significance threshold 0.0039
80
S
o) 50
- 42.5%
40+
= | 29.6%
201 =t t
‘-‘«_H“'H_'_ 11.2% Ly
10 Treatment -’_’_‘! . . ——
= Avelumab Q2W
o1 s Chemotherapy
0 3 6 9 12 15 18 21 24 27 30 33 38 30 42 45 48 51 54 57 60 63 66
y Months
No. atrisk

Avelumab Q2w 151 88 68 55 48 41

36 31 31 28 25 23 22 20 18 13

Chemotherapy 216 128 66 32 23 16 14 11 © 7 5 4 4 3 3 3

i o @ 8 4 0
3 3 3 3 3 1

PFS, %

100 A

90 1

80 1

70 1

60

50

40 1

30 A

No. at risk

Avelumab QW vs chemotherapy

Chemotherapy 129 74 36 19

PFS analyses also favored avelumab vs chemotherapy but differences were not statistically significant

Avelumab QW | Chemotherapy
(n=130) (n=129)
No. of events 92 80
PFS, median (95% CI), months 75(4.2-11.1) 56(5.0-6.8)
Stratified HR (95% CI) 0.72 (0.52-0.98)
Stratified p value (1-sided) 0.0196
Significance threshold 0.0103
22.6%
. } i {LH
_ H— . lg.o%
Treatment p——t— )
s Avelumab QW ! 1
] = Chemotherapy
0 3 8 Q 12 15 18 21 24 27 30 33 38 30 42 45 48
Months
AvelumabQWw 130 72 80 52 42 34 29 24 23 23 22 22 19 15 12 4 0
10 8 5 4 4 3 1 1 1 0 0 0 0

*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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Tumor responses in the high PD-L1+ populations*

Avelumab Q2W Chemotherapy Avelumab QW Chemotherapy
(n=151) (n=216) (n=130) (n=129)
ORR by IRC (95% CI), % 37.7 30.1 34.6 30.2
(30.0-46.0) (24.1-36.7) (26.5-43.5) (22.5-38.9)
Confirmed best overall response, n (%)
CR 5(3.3) 1(0.5) 4 (3 1) 1(0.8)
PR 52 (34.4) 64 (29.6) 1(31.5) 38 (29.5)
SD 36 (23.8) 89 (41.2) 30 (23.1) 54 (41.9)
PD 27 (17.9) 19 (8.8) 29(22 3) 11 (8.5)
NET 31 (20.5) 43 (19.9) 26 (20.0) 25 (19.4)
Median duration of response (95% CI), 35.9 8.4 19.4 8.4
months (14.6-NR) (5.0-15.1) (10.8-NR) (4.4-11.1)

* ORR and median duration of response favored avelumab vs chemotherapy

*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).
TIncludes patients with non-CR/non-PD, patients whose tumors were not measurable per IRC and who did not have CR or PD.
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Overview of safety in all treated patients*

Avelumab Q2W “Avelumab QW | Chemotherapy
(n=361) (n=318) (n=500)
AE, n (%)

Any grade 346 (95.8) 308 (96.9) 484 (96.8)

Grade =3 217 (60.1) 181 (56.9) 324 (64.8)
Treatment-related AE, n (%)

Any grade 243 (67.3) 224 (70.4) 430 (86.0)

Grade =3 60 (16.6) 44 (13.8) 230 (46.0)
Serious AE, n (%) 181 (50.1) 143 (45.0) 195 (39.0)
Serious treatment-related AE, n (%) 50 (13.9) 31(9.7) 88 (17.6)
Immune-related AE, n (%)t 70 (19.4) 51 (16.0) -

Grade =3 19 (5.3) 6 (1.9) -
Infusion-related reaction, n (%) 104 (28.8) 81 (25.5) 6 (1.2)
AE leading to treatment discontinuation, n (%) 100 (27.7) 58 (18.2) 122 (24.4)
Treatment-related AE leading to treatment discontinuation, n (%) 44 (12.2) 27 ( 8.5) 76 (15.2)
AE leading to death, n (%) 63 (17.5) 51 (16.0) 63 (12.6)
Treatment-related AE leading to death, n (%)* 3(0.8) 1(0.3) 6 (1.2)

*Patients who received 21 dose of study treatment. Timmune-related AEs assessed only for the avelumab treatment arms. tAvelumab Q2W, cytokine release syndrome, pneumonia, and

pneumonitis (all n=1); avelumab QW, dyspnea; chemotherapy, febrile neutropenia (n=2), gastric hemorrhage/ulcer, hepatic cytolysis, pneumonia, and renal failure.
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Association Between KRAS/STK11 KEAP1 Mutations
and Outcomes in POSEIDON: Durvalumab *
Tremelimumab + Chemotherapy in mNSCLC
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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)
* EGFRIALKWt q3w 4 cycles + D g4w until PD Alpha-controlled
« ECOGPSO0or1 endpoints
+ Treatment-naive for D+CT vs CT:
metastatic disease '
D+CTt . « PFSt
« Tumour biopsy* and baseline q3w 4 cycles D q4w until PD . OS

plasma sample (for ctDNA)

T+D+CT vs CT:
- PFST

Platinum-based CTt « OS

Stratification factors

» PD-L1 expression
(TC 250% vs <50%)

+ Histology (NSQ vs SQ)
+ Disease stage (IVAvs [VB)

q3w 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 g4ws

*Newly acquired or archival (<3 months); TCT options: gemcitabine + carboplatin/cisplatin (SQ), pemetrexed + carboplatin/cisplatin (NSQ) or nab-paclitaxel + carboplatin (either histology);
#By BICR (RECIST v1.1); $Patients with NSQ histology who initially received pemetrexed only (if eligible); pemetrexed q3w also permitted in the CT arm



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
T+D+CT D+CT cT
Events, n/N 24/31 29/34 21/22

mos, mo (95% CI)
HR* (95% Cl)

0.56 (0.30-1.03)  1.03 (0.59—1.84) -

15.0 (8.2-23.8) 6.9 (3.6-12.9)  10.7 (6.0-14.9)

1.0 1

0.8 1

0.6 1

0.4 1

Probability of OS

0.2

0.0

32.3%
-

20.6%
1

4.5% [———

0

No. at risk

T+D+CT 31
D+CT 34
cT 22

6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

21 18 15 15 11 10 9 9 7 5 1 1 0
4 12 9 9 7 7 5 5 4 1 0 0O
13 10 6 5 4 1 1 1 0o 0 0 0 0

STK11wt
T+D+CT D+CT cT
Events, /N 118177 123/169 141179

mos, mo (95% Cl)
HR* (95% CI)

17.2 (14.9-22.1)  17.1(13.3-22.3) 13.4 (11.5-17.5)
0.73 (0.57-0.93)  0.81(0.64—1.04) -

1.0

0.8 1

0.6 1

0.4 -

Probability of OS

0.2

0.0

42.8%
38.1%

30.6% W

No. at risk

T+D+CT 177

0 3 6

9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

159 140 120 107 100 85 79 74 65 60 40 25 11 5 O

D+CT 169 155 130 114 100 87 79 73 63 56 52 33 23 10 4 O
CT 179 154 131 116 97 80 71 60 52 45 37 29 15 &8 4 0O




OS by KEAP1 Mutation Status

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

KEAPT1m
T+D+CT D+CT cT
Events, n/N 16/22 19723 5/6

8.1 (4.0-12.9) 8.7 (5.1-NE)
0.77 (0.31-2.15) -

13.7 (7.2-26.5)
0.43 (0.16—1.25)

mOS, mo (95% Cl)
HR* (95% Cl)

1.0 1
0.8 4
(7))
(@]
S 0.6
2
S 044 35.0%
£ ' H—
o L [19.3%
027 _| [ —— :
0
D'D | | | | I IDIDF/IID | | | | | | 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)
No. at risk
T+D+CT 22 19 17 15 11 11 9 7 7 6 6 3 2 1 1 0
D+CT 23 19 13 10 7 6 5 4 4 4 3 1 0 0 0 O
CcT 6 6 4 3 2 0 0 0 0O 0 0O 0O 0 0 0 0

KEAP1wt
T+D+CT D+CT cT
Events, /N 226/303 241/307 262/312

mOS, mo (95% Cl)
HR* (95% ClI)

13.5 (11.7-14.9) 12.2 (10.6-13.9)
0.85 (0.71-1.01) -

14.0 (11.8-16.1)
0.79 (0.66-0.94)

1.0

0.8 1

0.6 1

0.4 1

Probability of OS

0.2 1

0.0 T
0 3

No. at risk

T+D+CT 303 268 230 194 165 142 123 108 97
D+CT 307 272 230 198 165 134 119 106 9
CT 312 264 221 192 153 129 108 88 70 61 51

6

9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

85 78 57 38 19 8 0
9 76 49 33 15 5 0
38 21 13 6 0

HR (95% CI) vs CT in NSQ KEAPTm was 0.33 (0.10-1.15) with T+D+CT and 0.67 (0.23-2.17) with D+CT




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 cT T+D+CT D+CT cT
Events, n/N 38/60 51/69 43/53 Events, n/N 104/148 101/134 119/148
mos, mo (95% Cl) 257 (9.9-36.5) 12,6 (7.5-16.9)  10.4 (7.5-13.6) mos, mo (95% Cl) 17.1 (13.4-20.1) 171 (12.3-22.6) 14.4 (12.6-18.3)
HR* (95% CI) 0.56 (0.36-0.88) 0.80 (0.53-1.21) - HR* (95% Cl) 0.80 (0.62-1.04) 0.86 (0.66-1.12) -
1.0

1.0

0.8 0.8 1
3 8
S 06 S 06
o =
% 04 :_Eé 0.4
g ' 30.4% g '
o —H ' o

0.24 255%‘_'_5_,_,1_‘_*;_'_; S 0.2 4

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from randomisation (months)

No. at risk No. at risk

T+D+CT 60 53 46 40 36 34 31 31 31 28 26 17 14 4 2 0 T+D+CT 148 132 118 101 89 81 69 59 53 46 43 30 16 8 4 0
D+CT 69 61 47 41 35 27 25 22 21 20 20 14 9 4 1 O D+CT 134 120 101 87 77 69 63 58 49 41 37 23 16 7 3 O
CT 53 44 37 29 21 17 16 14 13 11 9 7 3 0 0 0 CT 148 132 110 100 86 69 60 50 40 35 29 22 12 8 4 O




_rll\ 2022 World Conference

%t on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

PFS T+D+CT D+CT

STK11 mutant Events, n/N 22/31 27/34 17/22
MPFS, mo (95%Cl) 6.4 (4.7, 13.8) 29(1.4,4.7) 4.6 (2.9, 6.4)
HR (95%CI) 0.47 (0.23, 0.93) 1.02 (0.55, 1.93) -

KEAP1 mutant Events, n/N 16/22 17/23 4/6
mPFS, mo (95%Cl) 5.0 (3.0, 13.7) 2.8 (2.6,4.9) 5.1 (4.6, NE)
HR (95%Cl) 0.94 (0.33, 3.35) 1.51 (0.55, 5.25) -

KRAS mutant Events, n/N 34/60 48/69 34/53
MPFS, mo (95%Cl) 8.5 (6.0, NE) 6.4 (4.6, 8.6) 4.7 (4.4, 6.5)
HR (95%CI) 0.57 (0.35, 0.92) 0.82 (0.53, 1.29) -

The ORR was 45.2%, 45.5% and 55.0% in the STK77m, KEAPTm and KRASm subgroups, respectively
T GEGETETTTTTTEEEEEEEEEEEEEE———————————
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HUDSON: AN OPEN-LABEL, MULTI-DRUG, BIOMARKER-
DIRECTED PHASE 2 STUDY IN NSCLC PATIENTS WHO
PROGRESSED ON ANTI-PD-(L)1 THERAPY
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( \ - Locally advanced or metastatic NSCLC ) )
HU DSO N . - Previous platinum-based chemotherapy Primary endpoint: ORR

. - Failure of prior anti-PD-(L)1 immunotherapy Secondary endpointS'
- = Suitable for new tumor biopsy / biopsy post-progression on anti-PD-(L)1 thera v
Phase Il multi-arm psy / biopsy post-prog SIS | DCR PFs. O, safety and

» No targetable alterations in EGFR, ALK, ROS1, BRAF, MET, or RET ia
umbrella study tolerability
k ) Central molecular screen,* n =255 (Jan 26, 2018—-Apr 14, 2021) \ )

Group A: biomarker-matched, n = 86

M Durvalumab + olaparib (PARPI), n = 21
LKB1 Durvalumab + olaparib (PARPI), n = 21 Primary resistance (disease progression <24 weeks)§ Acquired resistance (disease progression >24 weeksy*
- Durvalumab + ceralasertib (ATRI), n= 21> Durvalumab + olaparib (PARPi), n = 22 Durvalumab + olaparib (PARPi) , n = 23

ATM Single-agent ceralasertib (ATRi)* Durvalumab + danvatirsen (STAT3i), n = 23 Durvalumab + danvatirsen (STAT3i), n = 22
CD73h | Durvalumab + oleclumab (CD73 mAb), n = 23 Durvalumab + ceralasertib (ATRi), n = 20 Durvalumab + ceralasertib (ATRi), n =25
D) I b + olecl b(CD73 mAb),n=9 D I b + olecl b (CD73 mAb), n=25
I ERE Durvalumab plus trastuzumab deruxtecan uvaiman & vlockunabi{ IAD)

it
HER2m (LR Durvalumab + cediranib (VEGFi)f

*Ongoing. *Data not mature. ¥immunohistochemistry was also performed. $/# Progression on prior anti-PD-(L)1 therapy within 24 weeks / after > 24 weeks.

ATM, ataxia telangiectasia mutated; ATRI, ataxia telangiectasia receptor inhibitor; CD73(h), (high expression of) cluster of differentiation 73; DCR, disease control rate; HER2e/i/m, human epidermal growth factor receptor 2
expression/inhibitor/mutated; HRRm, homologous recombination repair mutated; LKB1, LKB1/STK11 aberration; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival, PARPi, poly ADP
ribose polymerase inhibitor; PD-(L)1, programmed death (ligand)-1; PFS, progression-free survival; STAT3i, signal transducer and activator of transcription 3 inhibitor; VEGFi, vascular endothelial growth factor inhibitor.

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




Durvalumab + ceralasertib

Durvalumab + olaparib

Durvalumab + danvatirsen

Durvalumab + oleclumab

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) £ 2(4.4) 3(5.3)

1-2 28 (42.4) 40 (46.0) 37 (82.2) 31(54.4)

23 36 (54.5) 46 (52.9) 6 (13.3) 23 (40.4)
PD-L1 status, n (%)

Positive (TC 21%) 26 (39.4) 22 (25.3) 21 (46.7) 31(54.4)

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 (%)

- 33 (50,0) 51(58.6) 25 (55,6) 1)

23 33 (50.0) 36 (41.4) 20 (44.4) 25 (43.9)

Current/former smoker, n (%) 58 (87.9) 69 (79.3) 40 (88.9) 52 (91.2)
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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* y 2.8 \

Other agentt 32 2.8 29
12-week disease control rate, % 36.8 26.7 29.8
24-week disease control rate, % 172 13:3 15.8
ORR, % 4.6% 0% 1.8%

ORR, objective response rate.

*Treatment duration for durvalumab calculated as (the earliest of (last infusion date + 27, date of death, date of cut-off) — first infusion date + 1) / (365.25/12).
tTreatment duration for:

- Olaparib calculated as (Last dose date — first dose date + 1) / (365.25/12)

- Danvatirsen calculated as (Last infusion date — first infusion date + 1) / (365.25/12), if the last cycle is Cycle 0 and there were less than 3 doses, or (the earliest of (last infusion date + 6, death date,

date of cut-off) — first infusion date + 1) / (365.25/12) for all other cases
- Ceralasertib calculated as (Last dose date — first dose date + 1)/ (365.25/12)

- Oleclumab calculated as (the earliest of (last infusion date + 13, death date, date of cut-off) — first infusion date + 1) / (365.25/12) if the last cycle is Cycle 1 or 2, or as (the earliest of (last infusion date

+ 27, death date, date of cut-off) — first infusion date + 1) / (365.25/12), for all other cases.



IASLC fairdlhl 2022 World Conference
~+@— &) on Lung Cancer

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

PFS

Key results 1.00 9 = Progression-free survival

Durvalumab + ceralasertib
—— Otherregimens

PFS probability

ey
T 1
y T

1

1

I

N t risk 0 6 9 12 15_ 18 21 24 27 30 33 36
0.atris 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 (4.6, 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)
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)
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OS

Key results 1.00 9~ Overall survival
g" 0.75 - Durvalumab + ceralasertib
g —— Otherregimens
-g 0.50 4
o
(7)) 1
O 0.25 - ;
| e
| L
1
O - 1 1 1 1 i 1 * 1 1 1 1 1 1 1 1 1 1
) 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 1

Durvalumab + Durvalumab + Durvalumab + Durvalumab +
ceralasertib Other regimens olaparib danvatirsen oleclumab
(n=66) (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)
6-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)
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Safety by regimen

AE category, n (%)

Durvalumab + ceralasertib

n=66

Durvalumab + olaparib

n=87

Durvalumab + danvatirsen

Durvalumab + oleclumab

Median treatment duration, months
Durvalumab 7.3 3.7 2.8 2.8
Other agent 6.3 3.2 2.8 29
Any TEAE 64 (97.0 80 (92.0 43 (95.6) 48 (84.2)
Related to any treatment 52 78.8§ 67 77.0{ 33 (73.3) 34 (59.6)
Any grade 23 TEAE 33 50.0; 47 54.0§ 28 (62. 2; 23 (40.4)
Related to any treatment 15 (22.7 30(34.5 17 (37.8 9 (15.8)
Any TEAE with an outcome of death 2 (3.0) 1(1.1) 3 (6.7) 1(1.8)
Any SAE 8 (42.4) 33 (37.9) 20 (44.4) 16 (28.1)
Related to any treatment 8 (12.1) 9(10.3) 3(6.7) 4 (7.0)
Any TEAE leading to discontinuation 8 (12.1) 9 (10 3) 10 (22.2) 7 (12.3)
Related to any treatment 5(7.6) 8 (9.2) (15.6) 3(5.3)
Most common TRAEs (215%%)
Nausea 34 (51.5 37 (42.5) 1.(2:2) 4 (7.0)
Vomiting 19 (28.8 18 (20.7) 2(44) 1(1.8)
Decreased appetite 15 (22.7) 8 }9 2) 2 §4 4; - 27.0;
Anemia 14 (21.2) 22 (25.3) 4(8.9 235
Fatigue 11 §16.7; 18 220 7; 6 213 3; 8 514.0;
Diarrhea 10 (15.2 11 (12.6 5(11.1 7(12.3

*In the durvalumah + ceralasertib group. AE, adverse event; SAE, serious adverse event; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse event.




Pooled Analysis of Outcomes With Second-Course
Pembrolizumab Across Five Phase 3 Studies of
Non—-Small-Cell Lung Cancer

D. Rodriguez-Abreu’; Y.-L. WuZ; M. Boyer3; M.C. Garassino?; T.S.K. Mok?; Y. Cheng¥¢;
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Cohort 1

First course: pembrolizumab monotherapy
(200 mg Q3W for up to 35 cycles)

Patients: previously untreated stage [V
squamous or nonsquamous NSCLC with no
sensitizing EGFR/ALK alterations

Studies included: KEYNOTE-024,1
KEYNOTE-042,23 KEYNOTE-5984b

PD-L1 TPS: 21% (KEYNOTE-042), 250%
(KEYNOTE-024, KEYNOTE-598)

Phase 3 Studies Included in Pooled Analysis

Cohort 2

First course: pembrolizumab (200 mg Q3W
for up to 35 cycles) + chemotherapy®

Patients: previously untreated stage IV
squamous (KEYNOTE-407) or
nonsquamous (KEYNOTE-189) NSCLC with
no sensitizing EGFR/ALK alterations

Studies included: KEYNOTE-189,56
KEYNOTE-4077:8

PD-L1 TPS: any

sKEYNOTE-042 included patients with locally advanced or metastatic NSCLC.

®Only patients from the pembrolizumab plus placebo arm were included in this analysis.

*Chemotherapy included cisplatin or carboplatin plus pemetrexed in KEYNOTE-189, and carboplatin plus paclitaxel or nab-paclitaxel in KEYNOTE-407 .

1.Reck M, etal. N Engl J Med. 2016;375(19):1823-1833. 2. Mok TSK, et al. Lancet. 2019:393(10183):1819-1830. 3. Wu YL, etal. Int J Cancer. 2021;148(9):2313-2320.4. Boyer M, et al. J Clin Oncol. 2021;39(21)2327-2338. 5. Gandhi L, et al. N Engl J Med.
2018;378(22):2078-2092. 6. Horinouchi H, et al. Cancer Sci. 2021;112(8):3255-3265. 7. Paz-Ares L, et al. N Engl J Med. 2018:379(21):2040-2051.8. Cheng Y, et al. Ann Oncol. 2019;30:x201-1x202.




Second-Course Pembrolizumab

* Dose and schedule
— Monotherapy with 200 mg Q3W for up to 17 cycles (~1 year)

» Eligibility criteria
— Completed 35 cycles or ~2 years of first-course pembrolizumab with SD or better
OR

— Stopped first-course pembrolizumab following confirmed CR after receiving pembrolizumab for
=26 months (or 28 cycles) and for 22 cycles after CR assessment

» Additional eligibility criteria
— Life expectancy 23 months
- ECOG performance status of 0 or 1

— Adequate organ function
— No intervening anticancer treatment since the last dose of pembrolizumab



Baseline Characteristics at Time of Initial Study

Randomization?

Cohort 1 Cohort 2
Characteristic (pembro monotherapy) (pembro + chemo)

N =57 N=14

Age, median (range), y 62 (43-82) 62 (49-75)
Men 41 (72) 11 (79)
Enrolled in East Asia 18 (32) 2(14)
ECOG performance status 1 33 (58) 6 (43)
Current or former smoker 49 (86) 12 (86)
Squamous histology 8 (32) 7 (50)
PD-L1 TPS 250%" 46 (81) 5 (36)
Liver metastasis at baseline 5 (9) 3(21)
Brain metastasis at baseline 6 (11) 0

Values are n (%) unless noted otherwise.

sAssessment at the start of second course: Median (range) age, 65 y (46-84 y) in cohort 1 and 65 y (51-79 y) in cohort 2; ECOG performance status 1: 33 (58%) in cohort 1 and 6 (43%) in cohort 2.

bPD-L1 expression was centrally assessed using PD-L1 IHC 22C3 pharmDx (Agilent Technologies, Carpinteria, CA).

Database cutoff dates: Jun 1, 2020 (KN024); Apr 28, 2021 (KN042); Oct 1, 2021 (KN588); Aug 28, 2020 (KN189); Sep 30, 2020 (KN40T7).
S



Tumor Response and Survival During Second-Course

Pembrolizumab

ORR? (95% CI), %

DCR2 (95% CI), %

Best overall response,@ n (%)
CR
PR
SD
PD
NAP

DOR,2 median (range), mo
DOR 26 mo, %

OS,® median (95% CI), mo
6-mo rate (95% CI), %

PFS,2¢ median (95% CI), mo
6-mo rate (95% CI), %

“+" indicates no PD at the time of last disease assessment.

Cohort 1

(pembro monotherapy)

N =57
19.3 (10.0-31.9)
73.7 (60.3-84.5)

0
11 (19.3)
31 (54.4)
8 (14.0)
7 (12.3)
NR (0.0+ to 20.0+)
78.8
27.5 (21.7-NR)
85.1 (72.4-92.3)
10.3 (5.6—14.0)
60.8 (46.0-72.7)

Cohort 2

(pembro + chemo)

N=14

0 (0.0-23.2)
50.0 (23.0-77.0)

7 (50.0)
2 (14.3)
5 (35.7)

NR (NR-NR)
85.1 (52.3-96.1)
7.7 (1.8-NR)
54.5 (22.9-78.0)

aPer RECIST v1.1 by investigator review. *No postbaseline assessment available for response evaluation. “From the start of second course.
Database cutoff dates: Jun 1, 2020 (KN024); Apr 28, 2021 (KN042); Oct 1, 2021 (KN538); Aug 28, 2020 (KN189); Sep 30, 2020 (KN407).

ORR, %

ORR by
80 — PD-L1 Expression
in Cohort 1
27.3%
60 T
40
19.3% 17.4%

Overall TPS TPS
(11/57) 250% 1%-49%
(8/486) (3/11)

Patient population
(n/N)




Tumor Response and Survival During Second-Course

Pembrolizumab

ORR? (95% CI), %

DCR2 (95% CI), %

Best overall response,@ n (%)
CR
PR
SD
PD
NAP

DOR,2 median (range), mo
DOR 26 mo, %

OS,® median (95% CI), mo
6-mo rate (95% CI), %

PFS,2¢ median (95% CI), mo
6-mo rate (95% CI), %

“+" indicates no PD at the time of last disease assessment.

Cohort 1

(pembro monotherapy)

N =57
19.3 (10.0-31.9)
73.7 (60.3-84.5)

0
11 (19.3)
31 (54.4)
8 (14.0)
7 (12.3)
NR (0.0+ to 20.0+)
78.8
27.5 (21.7-NR)
85.1 (72.4-92.3)
10.3 (5.6—14.0)
60.8 (46.0-72.7)

Cohort 2

(pembro + chemo)

N=14

0 (0.0-23.2)
50.0 (23.0-77.0)

7 (50.0)
2 (14.3)
5 (35.7)

NR (NR-NR)
85.1 (52.3-96.1)
7.7 (1.8-NR)
54.5 (22.9-78.0)

aPer RECIST v1.1 by investigator review. *No postbaseline assessment available for response evaluation. “From the start of second course.
Database cutoff dates: Jun 1, 2020 (KN024); Apr 28, 2021 (KN042); Oct 1, 2021 (KN538); Aug 28, 2020 (KN189); Sep 30, 2020 (KN407).

ORR, %

ORR by
80 — PD-L1 Expression
in Cohort 1
27.3%
60 T
40
19.3% 17.4%

Overall TPS TPS
(11/57) 250% 1%-49%
(8/486) (3/11)

Patient population
(n/N)




Tumor Response and Survival During Second-Course
Pembrolizumab

Cohort 1 Cohort 2
(pembro monotherapy) (pembro + chemo)
N =57 N=14

ORR? (95% CI), % 19.3 (10.0-31.9) 0(0.0-23.2)
DCR2 (95% CI), % 73.7 (60.3-84.5) 50.0 (23.0-77.0)
Best overall response,@ n (%)

CR 0 0

PR 11 (19.3) 0

SD 31(54.4) 7 (50.0)

PD 8 (14.0) 2(14.3)

NAP 7 (12.3) 5 (35.7)
DOR,2 median (range), mo NR (0.0+ to 20.0+) -

DOR 26 mo, % 78.8 —
0OS,¢ median (95% CI), mo 27.5 (21.7-NR) NR (NR-NR)

6-mo rate (95% CI), % 85.1 (72.4-92.3) 85.1 (562.3-96.1)
PFS,2¢ median (95% CI), mo 10.3 (5.6-14.0) 7.7 (1.8-NR)

6-mo rate (95% Cl), % 60.8 (46.0-72.7) 54.5 (22.9-78.0)

“+" indicates no PD at the time of last disease assessment.

aPer RECIST v1.1 by investigator review. ®No postbaseline assessment available for response evaluation. “From the start of second course.

Database cutoff dates: Jun 1, 2020 (KN024); Apr 28, 2021 (KN042); Oct 1, 2021 (KN538); Aug 28, 2020 (KN189); Sep 30, 2020 (KN407).
ST
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IDaIabase cutoff dates: Jun 1, 2020 (KNO24); Apr 28, 2021 (KN042): Oct 1, 2021 (KN598); Aug 28, 2020 (KN189); Sep 30, 2020 (KN407).




Adverse Events During Second-Course Pembrolizumab

AE, n (%)

Treatment-related AEs
Grade 3/4 AEs

Led to discontinuation

Led to death

Immune-mediated AEs®
Hyperthyroidism
Hypothyroidism
Severe skin reactions

Thyroiditis

#There were no grade 4 or 5 immune-mediated AEs.

Cohort 1
(pembro monotherapy)
N =57
14 (25)

3 (5)

1(2)

0
Grade 1/2 Grade 32
5(9) 1(2)

1(2) 0
3 (9) 0
1(2) 1(2)
1(2) 0

Cohort 2
(pembro + chemo)
N =14
4 (29)

1(7)

0
0
Grade 1/2 Grade 32
0 0
0 0
0 0
0 0
0 0

bEvents were based on a list of terms specified at the time of analysis and were included regardless of atiribution to study treatment or immune relatedness by the investigator. Related terms were included.
Database cutoff dates: Jun 1, 2020 (KN024); Apr 28, 2021 (KN042); Oct 1, 2021 (KN598); Aug 28, 2020 (KN189); Sep 30, 2020 (KN407).
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