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Disclaimer

This presentation contains off-label information which is presented only for
purposes of providing an overview of clinical data and should not be
construed as a recommendation for use of any product for unapproved
uses. There are currently no published head-to-head studies between
therapeutics such as checkpoint inhibitors or TKIs, and slides summarising
studies together are provided only for scientific discussion purposes.



Immunotherapy Treatment Algorithm for NSCLC in 2018

Squamous Nonsquamous

Pembrolizumab or Pembrolizumab or
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IMpowerl110 (2019 ESMO)
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BARCELONA congress
IMpower110 Study Design

Maintenance therapy
(no crossover permitted)

Chemotherapy-naive,\ )
PD-L1-selected® Arm A PR b PD or loss o
patients with stage IV Atezolizumab U= [PV TR of clinical =
nsqg or sq NSCLC 1200 mg q3w 1200 mg q3w benefit =
o
Stratification factors - < o
°© Sex Arm B _g
* ECOG PS _— Nsq: cisplatin/carboplatin Nsq: =
y P_D'Ll IHC expression + pemetrexed? pemetrexed A

* Histology Sq: cisplatin/carboplatin + Sq: best
\ . / gemcitabine® supportive care
N =572 4 or 6 cycles

= Primary endpoint: OS in WT population (TC3 or IC3 - TC2/3 or IC2/3 > TC1/2/3 or IC1/2/3)f
= Key secondary endpoints: investigator-assessed PFS, ORR and DOR (per RECIST version 1.1)

IC, tumour-infiltrating immune cells; IHC, immunohistochemistry; nsq, non-squamous; PD, progressive disease; q3w, every

3 weeks; R, randomised; sq, squamous; TC, tumour cells; WT, wild-type. 2 PD-L1 expression (VENTANA SP142 IHC assay)

21% on TC or IC. ® TC1/2/3 and any IC vs TCO and IC1/2/3. ¢ 554 patients in the WT population. 9 Cisplatin 75 mg/m2 or

carboplatin area under the curve (AUC) 6 + pemetrexed 500 mg/m2 IV g3w. ¢ Cisplatin 75 mg/m2 + gemcitabine 1250 mg/m? Spigel et al. IMpower110 Interim OS Analysis
or carboplatin AUC 5 + gemcitabine 1000 mg/m2 IV g3w. f WT population excludes patients with EGFR+ and/or ALK+ NSCLC.



Statistical Testing Plan

Arm A vs Arm B .

OSIAINTC3or IC3WT
n =205

\ 4

Arm A vs Arm B .

OS IAINTC2/3 or IC2/3 WT
n =328

\ 4

Arm A vs Arm B

OS IAIn TC1/2/3 or IC1/2/3 WT
n =554

IA, interim analysis. WT, wild-type (excluding patients with EGFR+ and/or ALK+ NSCLC).
Data cutoff: 10 September 2018.

congress
ERRESVD

The primary OS endpoint was tested
hierarchically in the following order:
TC3 or IC3WT = TC2/3 or IC2/3 WT
- TC1/2/3 or IC1/2/3 WT

The secondary endpoint of PFS can be
formally tested only when the primary
endpoint is positive among all 3 populations

Spigel et al. IMpowerl110 Interim OS Analysis



Baseline Characteristics
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Characteristic

TC1/2/3 or IC1/2/3 WT

n (%)

Age <65y

Male

White

Asian

Never used tobacco
Non-squamous histology

ECOG PS 0

Arm A (atezo)

n=277

143 (51.6)
196 (70.8)
227 (81.9)
45 (16.2)
37 (13.4)
192 (69.3)
97 (35.0)

Arm B (chemo)

n=277

134 (48.4)
193 (69.7)
240 (86.6)
30 (10.8)
35 (12.6)
193 (69.7)
102 (36.8)

TC3 or IC3WT
Arm A (atezo) Arm B (chemo)

n =107 n =98
59 (55.1) 43 (43.9)
79 (73.8) 64 (65.3)
87 (81.3) 82 (83.7)
20 (18.7) 15 (15.3)

9 (8.4) 15 (15.3)
80 (74.8) 75 (76.5)
35 (32.7) 38 (38.8)

Data cutoff: 10 September 2018.

Spigel et al. IMpowerl110 Interim OS Analysis
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Prevalence of PD-L1 Expression?2 R ESMD

B Arm A (atezo)
B Arm B (chemo)

100 (1"~~~ """~~~ ==--- I 100.0% 100.0%
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10

Prevalence (%)

! TC3orIC3WT . TC2/30rIC2/3WT TC1/2/3 or IC1/2/3 WT
I 250% TCor210%IC ! 25%TCorlC 21% TCorlC

a PD-L1 status determined using the SP142 PD-L1 IHC assay. Spigel et al. IMpower110 Interim OS Analysis
Data cutoff: 10 September 2018.



Primary endpoint TC3 or IC3 WT OS EEERESMD ™

Arm A (atezo) | Arm B (chemo)
1004 Landmark n =107 n =08
90 4 6-mo OS 76.3 70.1
50 (95% CI), % (68.2, 84.4) (60.8, 79.4)
S 12-mo OS 64.9 50.6
= (95% Cl), % (55.4, 74.4) (40.0, 61.3)
2 60-
Z
S 5Ot mm e ey T
(7)) : : — : - —
s 40 ; 5 HR,2 0.59 (95% ClI: 0.40, 0.89); P = 0.0106P
@ 30 | |
5 I ! : Median follow-up,
201 I I L 15.7 mo (range, 0-35)
10 Median OS, 13.1 mo i ! Median OS, 20.2 mo
. (95% CI: 7.4,16.5) ! ' (95% Cl: 16.5, NE)
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
_ Months
No. at risk

Atezolizumab 107 94 85 80 66 61 48 40 34 25 18 16 11 7 6 5 2
Chemotherapy 98 89 75 65 50 40 33 28 19 12 9 7 6 4 3 3 3 1

NE, not estimable. 2 Stratified. ° Stratified log-rank.

Spigel et al. IMpower110 Interim OS Analysis
Data cutoff: 10 September 2018.



TC3 or IC3WT: OSin Key SUbgrOupS Mcongress

Median OS. mo

Subgroup? n (%) OS HR (95% CI)® Arm A Arm B
< 65 years 102 (49.8) ——i 0.59 (0.34, 1.04) NE 13.1
65-74 years 80 (39.0) . — 0.63 (0.34, 1.19) 17.8 10.4
75-84 years 22 (10.7) t { 1.04 (0.19, 5.70) NE 16.2
Male 143 (69.8) —— 0.57 (0.35, 0.93) 23.1 13.1
Female 62 (30.2) —_ 0.69 (0.34, 1.39) 17.8 141
White 169 (82.4) — — 0.67 (0.44, 1.03) 17.8 13.1
Asian 35(17.1) F . { 0.38 (0.13, 1.13) NE 141
Never used tobacco 24 (11.7) | o : 1.83 (0.63, 5.31) 8.0 15.9
Current tobacco user 49 (23.9) [ o : 0.35(0.14, 0.88) NE 10.2
Previous tobacco user 132 (64.4) —e— 0.60 (0.36, 1.00) 231 13.1
Non-squamous histology 155 (75.6) —@— 0.62 (0.40, 0.96) 20.2 10.5
Squamous histology 50 (24.4) [ o : 0.56 (0.23, 1.37) NE 15.3
ECOGPSO 73 (35.6) —— 0.42 (0.20, 0.92) NE 15.7
ECOG PS 1 132 (64.4) —0— 0.69 (0.43, 1.10) 16.5 13.1
All TC3 or IC3 WT patients 205 (100) —@— 0.59 (0.40, 0.89)° 20.2 131
0.1 1.0 7.0
_Hazard Ratio -
aThe 1 patient in the = 85 years subgroup is not included; Favours Arm A (atezo) Favours Arm B (chemo)
1 patient’s race was unknown. ® Unstratified. ¢ Stratified. Spigel et al. IMpower110 Interim OS Analysis

Data cutoff: 10 September 2018.



PESa: TC3 or IC3 WT

Median

PFS, 5.0 mo

(95% Cl: 4.2, 5.7)

Median PFS, 8.1 mo
(95% CI: 6.8, 11.0)
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Landmark

Arm A (atezo)

Arm B (chemo)

n =107 n =98
6-mo PFS 59.8 38.3
(95% ClI), % (50.4, 69.2) (28.5, 48.1)
12-mo PFS 36.9 21.6
(95% CI), % (27.0, 46.9) (12.6, 30.6)

HR,? 0.63 (95% CI: 0.45, 0.88); P = 0.0070¢

100
g 90
o 80 A
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e 70 -
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o
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o
5 20
o
& 101

O_I

0
No. at risk

Atezolizumab 107 82

Chemotherapy 98

72 60 45
74 62 36 26

14 16

18 20 22 24 26 28 30 32 34 36 38

Months
31 25 21 16 13
16 13 8 5 5

a|nvestigator assessed per RECIST 1.1. ? Stratified. ¢ Stratified log-rank.
d For descriptive purposes only. Data cutoff: 10 September 2018.

10
1

8 4 4
1 1

4

Spigel et al. IMpower110 Interim OS Analysis




OS&PFS: TC2/3 or IC2/3 and TC1/2/3 or IC1/2/3

Overall Survival (%)

No. at risk

Atezolizumab 166 151 139 128 108 92 66 54 42 30

Median

(95% CI: 10.8, 16.6)

TC2/3 or IC2/3WT

HR,2 0.72 (95% CI: 0.52, 0.99); P = 0.0416"><

Median OS, 18.2 mo
(95% CI: 13.3, NE)

0S, 14.9mo

- ]

0 2 4

10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

6 6

19 17 1 7 6 & 2

Chemotherapy 162 150 131 117 95 75 &7 46 32 17 9 7 6 4 3 3 3 1

100
90
80

Progression-Free Survival (%)

HR,2 0.67 (95% CI: 0.52, 0.88); P = 0.0030b:c

Median PFS, 5.5 mo
(99% Cl:4.4,5.7)

Median PFS, 7.2 mo
(95% CI: 5.6, 8.7)

No. at risk

6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months

Atezolizumab 166 128 109 86 66 43 34 25 18 13 10 8 4 4 4 2
Chemotherapy 162 127 101 57 40 23 16 11 6 &5 1 1 1

a Stratified. P Stratified log-rank.
¢ For descriptive purposes only. Data cutoff: 10 September 2018.

100
90
80
70
60
50
40
30
20
10

0

Overall Survival (%)

TC1/2/3 or IC1/2/3 WT

HR,2 0.83 (95% CI: 0.65, 1.07); P =0.1481b¢

Median OS, 17.5 mo

(95% CI: 12.8, 23.1)
(95% CI: 11.0, 16.6)

- _

I
Median OS, 14.1 mo !
1

No. at risk
Atezolizumab
Chemotherapy

100
90
80
70
60
50
40
30
20
10

Pregression-Free Survival (%)

0 2 4 6 8 10 12 14 16 18

Months

277 252 226 204 170 134 93 74 58 37
277 254 223 199 153 108 79 63 43 24

20 22 24 26 28 30 32 34 36 38

217 1 7 6 5 2
0 7 6 4 3 3 3 1

HR,2 0.77 (95% CI: 0.63, 0.94); P = 0.0104b.c

Median PFS, 5.5 mo
(95% Cl: 4.6, 5.7)

Median PFS, 5.7 mo
(95% Cl: 5.5,7.2)

0

No. at risk
Atezolizumab
Chemotherapy

0 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months

277 198 168 129 98 61 48 34 25 17 10 8 4 4 4 2
277 220 170 100 67 41 25 15 8 & 1 1 1

0 2 4 6 8

courtesy to Spigel et al., 2019 ESMO



Confirmed ORR and DOR

TC3or IC3WT
PR CR
60 - [ Arm A (atezo)
50 38.3% | Arm B (chemo)
S 40 - 28.6%
&
= 30 1
o
n 20 -
o)
nd
10 A
0 . .
Arm A Arm B
Median DOR NE 6.7

(range), mo (1.8+ to 29.3+)

CR, complete response; PR, partial response.
+, censored. Data cutoff: 10 September 2018.

(2.6 to 23.9+)

congress

Arm A (atezo) Arm B (chemo)

TC2/3 or IC2/3WT
ORR (95% CI), %

Median DOR
(range), mo

TC1/2/3 or IC1/2/3 WT

ORR (95% ClI), %

Median DOR
(range), mo

n =166 n=162
30.7 32.1
(23.8, 38.3) (25.0, 39.9)
NE 5.8
(1.8+ 10 29.3+) (2.6 t0 23.9+)
n =277 n =277
29.2 31.8
(24.0, 35.0) (26.3, 37.6)
NE 5.7

(1.8+10 29.3+) (2.4 to 23.9+)

Spigel et al. IMpower110 Interim OS Analysis



Safety Summary

congress

Arm A (atezo)

Arm B (chemo)

n =286 n =263
: : : 5.3 Pem Gem Carb Cis

Median treatment duration (min-max), mo (0-33) 3.5 (0-20) 2.6 (0-5) 2.3 (0-5) 2.1 (0-5)
Any-cause AE, n (%) 258 (90.2) 249 (94.7)

Related AE 173 (60.5) 224 (85.2)
Grade 3-4 AE, n (%) 91 (31.8) 141 (53.6)

Related Grade 3-4 AE 37 (12.9) 116 (44.1)
Serious AE, n (%) 81 (28.3) 75 (28.5)

Related serious AE 24 (8.4) 41 (15.6)
Grade 5 AE, n (%) 11 (3.8) 11 (4.2)

Related Grade 5 AE 0 1(0.4)
AE leading to any treatment withdrawal, n (%) 18 (6.3) 43 (16.3)
Atezo AESI, n (%) 115 (40.2) 44 (16.7)

Grade 3-4 atezo AESI 19 (6.6) 4 (1.5)
Atezo AESI requiring use of corticosteroids, n (%) 22 (7.7) 1(0.4)

AE, adverse event; AESI, adverse event of special interest; carb, carboplatin; cis, cisplatin;

gem, gemcitabine; pem, pemetrexed. Data cutoff: 10 September 2018.

Spigel et al. IMpowerl110 Interim OS Analysis



I BARCELONA Congress
IMpower110 Conclusions

= Atezolizumab monotherapy showed statistically significant and clinically meaningful OS
improvement in the TC3 or IC3 WT population vs platinum-based chemotherapy
(HR, 0.59 [95% CI: 0.40, 0.89]; P = 0.0106)

= Inthe TC3 or IC3 WT population, atezolizumab showed meaningful improvement in PFS, ORR
and DOR vs chemotherapy

= Atezolizumab represents a promising 1L treatment option in patients with PD-L1-high NSCLC

Spigel et al. IMpowerl110 Interim OS Analysis



Do they look so different?

PEMBRO KN-024

£ 51.7%
§ 34.2%

B
s
2 &0 Median (95%
R . 26.3 mo (18.3
@ 14.2 mo (9.8-
T 401
2 30
é
204
104
0 R
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time, months
No. at risk
Pembrolizumab 154 136 121 112 106 96 89 85 78 73 73 69 66 64 50 24 5
Chemotherapy 151 124 108 88 80 69 61 56 48 46 44 37 35 33 24 14 6
0S: D vs CT (PD-L1 TC 250%; EXPLORATORY ANALYSIS)
Durvalumab Chemotherapy
1.0 = (n=118) (n=107)
mOS, months (95% CI)  18.3(13.6-22.8)  12.7(10.3-15.1)
0.8 - HR (85% CI) 0.76 (0.551-1.038)
8
‘s 06 —
2z
E
g 04
- —— ——y, ~
0.2 L PP
0.0 | | 1 I 1 I 1 I I 1 I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Time from randomisation (months)
D 118 9% 87 79 72 65 58 51 a7 43 18 ] i 0
cT 107 101 86 69 55 44 a7 30 26 24 15 1 0 0

Events, n (%) HR (95% CI)
100+, TPS >= 5@% Pembrolizumab 180 (60) 070
90+ : Chemeotherapy 220 (73) 10.56-0.86)
£ 801 :
< 704 : Median (95% CI)
2 6ol 20.0 mo (15.9-24.2)
h?! 1 T P
3
£ 301
© 20
104
0 . . . ; . .
0 6 12 18 24 30 36 42 48
No. at risk Time, months
::;1“;':1' 298 224 180 157 94 50 21 1 0
Placebol
bonny 00 231 151 113 58 a3 8 2 0
Arm A (atezo) | Arm B (chemo)
1004 TC3 or |C3 Landmark n=107 n=98
g0 6-mo O3S 76.3 701
804 (95% CI), % (68.2, 84.4) (60.8, 79.4)
£ Ll . 12-mo OS 64.9 50.6
3 T (95% CI), % (554, 74.4) (40.0, 61.3)
2 B0-
t.% ol e '
T : ! HR,? 0.59 (95% CI: 0.40, 0.89); P = 0.0106>
@ J ! H
a o ' I Median follow-up,
20+ ' ! L 15.7 mo (range, 0-35)
104 Median OS, 13.1 mo | | Median OS5, 20.2 mo
ol (95% CI: 7.4, 165) ! ! (95% CI: 16.5, NE)
0 2 4 6 B 10 12 14 16 18 20 22 24 2 28 30 32 34 3}/ 3
No. at risk Months
Mezolizumak 107 94 85 80 66 61 48 40 4 25 18 1B N T & 5 2
Chemotherapy 98 89 75 65 50 40 33 28 10 12 ¢ 7 & 4 3 3 23

PEMBRO KN-042




Unanswered questions and unmet needs

1. Clinical benefits in individual TC3 and IC3 subgroups separately?

IMpower110 (TC3 or IC3)

100
90+
80
701
60+
50+
8-
3

Overall Survival (%)

Table 1. PD-L1 IHC Scoring Criteria on TC and IC in NSCLC Using the

No. t risk

Atezolzumab 107 94 85 80 66 61 48 40 34 25 18 16
0 3B 2819

Chemotherapy % 89 75 65 90

Months

2917

765 2

6 43 3 3 1

SP142 Assay
PD-L1 TC Scoring PD-L1 IC Scoring
TC % of IC % of

Score PD-L1-Expressing TC Score PD-L1-Expressing IC
TC3 = 50% IC3 > 10%
TC2 = 5% and < 50% IC2 = 5% and < 10%
TCA = 1% and < 5% IC1 = 1% and < 5%
TCO <1% ICO <1%

TC scored as percentage of tumor cells and IC scored as percentage of tumor area.

courtesy to Spigel et al., 2019 ESMO; Schmid et al., 2015 ECC



Unanswered questions and unmet needs

1. Clinical benefits in individual TC3 and IC3 subgroups separately?

Sclerotic
Desmoplastic

Aszsociated with EMT
Regulated by methylation
Imtringic PD-L1 regulation

PD-L1 TC3 tumors exhibit a desmoplastic and sclerotic TME with low intra-epithelial and stromal I

T e B
=

PD-L1 TC3 vs IC3 NSCLC
tumors have distinct

tumor TME
IC41213

PD-L1 IC2 tumors represent immune-rich/CODE high tumaors

Adaptive PD-L1 regulation

Intra-epithelial’stromal IC
Presence of T,» cells

‘coandTC0 | TC3 and IC3 represent distinct population 2w

with different characters

Schmid et al., 2015 ECC



Unanswered guestions and unmet needs
1. Clinical benefits in individual TC3 and IC3 subgroups separately? YES

Data from pooled ORR analysis in 2L+ NSCLC PCD4989g (data cutoff, Dec 2, 2014),
FIR (cohort 2; data cutoff, Jan 7, 2015) and POPLAR (data cutoff, Jan 30, 2015) trials

ORR (TC3 or IC3): 35%
|

ORR (RECIST v1.1)

PD-L1 Status Pooled Analysis From Phase | and Il NSCLC Atezolizumab Trials
| sewa
TC3 (TC High) 45 33% (20, 49)
IC3 (IC High) 42 36% (22, 52)
TC3oriIC3 81 35% (24, 56)
TCO and ICO 69 9% (3, 18)

Schmid et al., 2015 ECC



Unanswered questions and unmet needs

2. PD-L1 IHC score 50% as the best threshold for monotherapy of 10?7
Higher is better, but how high is high?

Progression-free survival (%)

N Median PFS (95% CI)

PD-L190-100% 80  14.5 months (6.0-NR)
PD-L150-89% 107
HR: 0.50 [95%Cl: 0.33-0.74], P < 0.01

TPS 90-100%

4.1 months (1.7-6.6)

TPS 50-89%

Number at risk

PD-L1 90-100%
PD-L1 50-89%

I
0

80

107

6 9 12 15
Months

44 34 27 12

42 25 13 6

overall ORR
44%

18 21
3 0
2 2

0

0

100 —

80 —

60 —

40 —

Overall survival (%)

20 —

0 —

—— PD-L190-100% 80

Median OS (95% CI)

Not reached (NR-NR)

PD-L150-89% 107 159 months (11.2-20.7)
HR: 0.39 [95%CI: 0.21-0.70), P = 0.002

TPS 90-100%

TPS 50-89%

I T

0

Number at risk
PD-L190-100% 80

PD-L150-89% 107

I
3

73

92

L
6

66

75

90-100% vs 50-89% (TPS)
vs 32.7% (ORR)

60%

T ' T

9

57

51

'I T

12

38

33

T Tt TT T

15 18 21 24 27 30
Months

22 10 0 0 0 0

18 8 4 1 1 0

EJ Aguilar et al., 2019



Unanswered questions and unmet needs

3. PD-L1 IHC score 1-49% or < 1% for IO monotherapy? 1-49% no efficacy?
Keynote-042 (TPS 1-49%)

HR: 0.92 (0.77-1.11)

pembro
chemo
o é 1‘2 1‘3 2‘4 3‘0 3‘6 4‘2
Time since randomisation (months)
338 (0) 239 (0) 176(2) 107 (49) 53 (83) 13 (113) O (124) O (124)
337 (0) 254 (4) 167 (6) 91 (42) 48 (61) 13 (85) 0 (98) 0 (98)
Checkmate 227 (10 + 10)
Median OS, months
NIVO + IPI Chemo HR HR (95% CI)
n =583 n =583
Additional exploratory subgroups analyses®< Unstratified Unstratified
PD-L1 | 1-49% (n = 3986) 15.1 15.1 0.94 PR — |
= 50% (n = 397) 21.2 14.0 0.70 ——
0.25 0.5 1 2

courtesy to Mok et al., 2019; Peters et al., 2019 ESMO NIVO +1Pt # Chemo



Unanswered questions and unmet needs

3. PD-L1 IHC score 1-49% or < 1% for IO monotherapy?
< 1% mono unknown, but Nivo + Ipi might bring benefits

80

60

0S8 (%)

40

20

OS With NIVO + IPI vs Chemo

in Patients With Tumor PD-L1 Expression <1%

NIVO + IPI Chemo
(n =187) (n =186)
Median OS, mo 17.2 12.2
HR (vs chemo) 0.62
Cl 0.48-0.782

o000 NIVO + IPI

BN w0 Chemo

0
0

No. atrisk
NIVO +IPlI 187

Chemo 186

1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
185 142 120 110 100 87 80 73 69 59 34 19 8 2 0

164 135 107 92 T4 62 49 41 35 29 19 12 5 0 0

Peters et al., 2019 ESMO



Unanswered questions and unmet needs

4. Other biomarkers beyond PD-L1 IHC for IO?
STK11/KEAP1 as neqgative selection biomarker for IO (mono and combo)

Lack of benefit from addition of pembrolizumab to CP chemotherapy
in STK11 and/or KEAP1-mutant non-squamous NSCLC

STK11MUT and/or KEAPIMUT STK11MUT and/or KEAPIMYUT

1

00-
90
80+
704
604
50 -
404
30
204
104
0

Group PFS
PCP (N=131) 4.5m
PC (N=161) 3.6m

Group oS
PCP (N=131) 10.7m
PC (N=169) 9.9m

Overall survival (%)

HR 0.90 ( 95% C1 0.70-1.16)
P=0.4, log-rank test

HR 0.99 ( 95% Cl 0.74-1.35)
P=0.97, log-rank test
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Skoulidis et al., 2019 ASCO



Unanswered questions and unmet needs

4. Other biomarkers beyond PD-L1 IHC for IO?
How about TMB? PD-L1 IHC and TMB represent independent groups

Retrospective study 1 Retrospective study 2
1004 oo o » o -’n 100
ST '|' 4 CR/PR ®
oy c e " SD/PD
c‘,\' (@]
5 2
g o 0
3] O
a ﬁ 50
o 40 - -
— —
= = .
o 0
Q.
204 o o ®
0 BE [ ] .
-4 o B \ (:o‘:u:: o :_»I‘n 0 .
@ Iw&aml T T T U-. .'ul_. L. T '. 1
0 10 20 30 40 50 0 500 1000 1500

Mutations/Mb (TMB) Tumor mutation burden

Rizvi et al., 2018; Hellmann et al., 2018



Limited overlap between bTMB high and PD-L1 high
(retrospective analysis of OAK)

bTMB 16 * Non-significant overlap between the
TC3 orIC3 bTMB 216 and TC3 or IC3 subgroups
(Fisher exact test, P = 0.62)

* 19.2% of tumors with bTMB =216
were also TC3 or IC3

e 29.1% of tumors with TC3 or IC3
also had bTMB =216

PFS HR (95% CI) | OS HR (95% CI)

bTMB 216 0.64 (0.46,0.91)  0.64 (0.44, 0.93)
TC3 orIC3 0.62 (0.41,0.93)  0.44 (0.27, 0.71)
‘ N =156 ’ bTMB =16 and
l BEP (N = 229) J S 5o 1oa 0.38(0.17,0.85)  0.23 (0.09, 0.58)

a PD-L1 expression was evaluated by immunohistochemistry (IHC) using the VENTANA SP142 assay; congress
TC3 or IC3, 250% of TC or 210% of IC express PD-L1. MADRID ;\ '
BEP, biomarker-evaluable population; IC, tumor-infiltrating immune cell; TC, tumor cell. Gandara DR, et al. bTMB in POPLAR & OAK i/



Unanswered questions and unmet needs
4. Other biomarkers beyond PD-L1 IHC for 10?7

Retrospective study 1

50.0% 35.3% 29.4% 18.2%
(10 of 20) (6 of 17) (5 of 17) (4 of 22)
25 A
20 -
15
B NDB
DCB
10 -+
5 -
0 1 1 ] I
TMB high TMB low TMB high TMB low
PD-L1 high PD-L1 high PD-L1 low PD-L1 low

Patients

Retrospective study 2

40 -
p = 0.0009
301  625% 33.3%  14.3% 7.7%
(15/24) 412) (321 (1113)
20 -
TMB high TMB high TMB low TMB low

PD-L1 pos PD-L1 neg PD-L1pos PD-L1 neg

Rizvi et al., 2018; Hellmann et al., 2018
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Unanswered questions and unmet needs

4. Other biomarkers beyond PD-L1 IHC for IO? TMB might work for IO
mono but not for IO combo? Need further prospective trial validation

Keynote-042

0S8, %

PFS, %

104
0

tTMB 2175 mut/exome
HR 0.62 (95% CI1 0.48-0.80)

; Median (95% CI
Pembro (n=180) 21.9 mo (17.0-26.7)
Chemo (n=165)

11.6 mo (9.9-14.2)

No. at Risk

180
165
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20+
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132 108 66
M 78 32
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Time, months

23 5 1
17 4 0

tTMB 2175 mut/exome
HR 0.75 (95% CI1 0.59-0.95)

Median (95% CI)

Pembro (n=180)
Chemo (n=165)

6.3 mo (5.5-8.5)
6.5 mo (6.2-8.1)

No. at Risk

180
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83 66 25
67 54 6

T T T T T T T T T T T T T
0 4 8 12162024 28 32 36 40 44 48 52
Time, months

12 1
2 1

PFS, %

tTMB <175 mut/exome
HR 1.09 (95% CI 0.88-1.36)

00+
90 ) Median (95% CI
Pembro (n=234) 12.0 mo (9.2-14.8)

80+ Chemo (n=214) 12.3mo (11.3-16.2)
70
60
50
404
30
204
104
O+—T—T—7T T T T T T T T T T
0 4 8 121620 24 28 32 36 40 44 48 52
No. at Risk Time, months

234 141 97 61 28 3 1

214 144 97 58 22

tTMB <175 mut/exome
HR 1.27 (95% CI 1.04-1.55)

Median (95% CI)

Pembro (n=234)
Chemo (n=214

104
0

2.1 mo (3.1-4.3)
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No. at Risk
234 83 54 25
214 86 40 18

T T T T T T T T T T T T T
0 4 8 12162024 2832 36 40 44 48 52
Time, months
12 1
2 0

Keynote-189
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PFS, %
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1004, HR 0.64 (95% CI 0.38-1.07)
904
804
70
604
50
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204 Median (95% CI
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G T T T T T T T 1
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No. at Risk Time, months
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HR 0.51 (95% CI 0.35-0.74)
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Herbst%®t &l., 2019 ESMO; Paz-Ates ét alg 2019 ESMO



Final analysis from B-F1RST, a prospective phase Il trial to
evaluate bTMB as a biomarker for first-line atezo in NSCLC

Stage llIB-IVB? locally advanced Until PD, unacceptable

Atezolizumab

or metastatic NSCLC toxicity or loss of

1200 mg IV g3w

(any histology; N = 152°) clinical benefit

/” Inclusion criteria "\ Final analysis
* Measurable disease per = All enrolled patients with = 18 months of follow-up
RECIST 1.1 . .
e ECOG PS of 0 or 1 Co-primary endpoints
* Immunotherapy naive = Efficacy endpoint: INV-assessed ORR per RECIST 1.1
* PD-L1 unselected = Biomarker endpoint: INV-assessed PFS per RECIST 1.1 _
* Provision of blood® at the prespecified bTMB cutoff of 16 " Excludes 1 patient who was never treated.
Exclusion criteria Secondary objectives —
* Sensitizing EGFR mutations = Safety and assessment of efficacy by
or ALK rearrangements i INV-assessed DOR, OS
* Active brain metastases Exploratory endpoint l
requiring treatment = OS at various bTMB cutoffs
- S . OS according to CRP ratio BEP

MSAF 2 1%
(n=119)

& bTMB not evaluable (n = 4), MSAF < 1% (n = 29).

biomarker-evaluable population: maximum somatic allele frequency [MSAF] = 1%)
Socinski et al., 2019 ESMO



B-F1IRST: ORR(top), PFS and OS(bottom)

bTMB subgroups mbTMB high ®mbTMB low

T ]
=2 10 Cutoff I 2 16 Cutoff 1 =2 20 Cutoff
son aPR =CR . " P < 0.0001
= I P < 0.0001 I R
= oo | I 1
= 40% I 35.7% |
= P =0.033 I \
$ 30% - 1
8 20.4% : !
@ 20% { 171% e I 1
= 12.6% [ I
£ 10% - I . 71% | 1
b 5.5% 6.0%
3 [ |
CH ' m ]
ITT BEP (n = 49) (n = 70) (n = 28) (n=91) (n=19) (n = 100)

(N = 152) (n =119)

—4—bTMBE =10 —4=bTMB =16 ——bTMB = 20

100 100
= 1 mPFS, 2.7 mo %7
% 95% Cl: 1.4, 5.5 z
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@ 95% Cl: 1.6, 10.8 2
5]
£ = mOS, 23.9 mo
5 401 ] 95% Cl: 15.7, NE
2 3 -
o 1 —
(=]
S 20 ; i
a - :
. mPFS 6.9 mo mOS, 14.4 mo ! mOS, 23.9 mo
o : 95% Cl: 2.7, 14.1 o 95% CI: 8.8, NE '95% CI: 8.8, NE
o 3 & 3 12 y 18 21 24 ° 3 H 5 12 15 18 21 24
No. at risk Months No. at risk Maonths
bTMB = 20 19191413 131210 9 9 9 9 8 6 6 6 5 5§ 6§ 4 3 2 1 1 1 bTMB = 20 19 19 18 18 17 16 18 16 15 14 14 13 13 13 13 13 12 12 12 12 10 6 a
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Socinski et al., 2019 ESMO



Ongoing BFAST phase lll trial to prospectively evaluate
bTMB predictive role for atezo as first-line in NSCLC

Screening

inclusion/exclusion
criteria®

Sample (+)
for BFAST

Blood sent to FMI  Iiialiial

for cfDMA testing
= Measurable ase
= Treatment naive

= ECOG PS5 0-2

*All cohorts have additional,
treatment-specific
inclusion/exclusion criteria

BID = twice daily; cfONA = circulating fres tumour DA

ECOG PS = Eastern Cooperalive Oncology Group perdormance stabus

Fill = Foundation Medicine Inc_; IV = inravenous adminstration; PD = progressive dssase
PO = aral administration; 3w = every 3 weeks

Enroliment complete

ib 600 mg PO BID until PD
=78 planned; 87 actual)

Alectinib PO at 900, 1200,
or 750 mg BID until PD
(n=50-62 planned; & actual)

Closed

Atezolizumab 1200 mg IV g3w

Data

until PD or loss of clinical benefit
Randomised 1:1, n=440 readOUt
Platinum-based chemotherapy ex p ec t ed

for 4 or 6 cycles

2020

SR D | B T R o

(n=50)

Other investigative agents or marketed
therapies

%Fumm

cohorts

Patients not enrolled in treatment
cohorts

Real World Data Cohort

NCTD3178552



Unanswered questions and unmet needs

5. 10 mono vs 10 combo? Tradeoff between ORR and DoR

Trial

ORR

(study vs control)

DoR
(study vs control)

Monotherapy

Keynote-042
(TPS >= 1%)

27%

/s 26.5%

20.2 mojvs 8.3 mo

IMpowerl10
(TC1/2/3 or IC1/2/3)

29%|vs 32%

NE v$ 5.7 mo

Combination
therapy

Keynote-189

48%

/S 19.4%

12.4 mo|vs 7.1 mo

IMpowerl50

64% |vs 48%

9 mo YF 5.7 mo




Overview of 2019 key phase lll trials for IO

LC (advanced or metastatic)

NSCLC ES-SCLC
I
I I |
Biomarker+ Squamous Non-Squamous
I I |
EGFR+
IMowerlBO

Keynote-042 ower132

Keynote-024 Kenote 407 \ Kevnote 189

Checkmate 227 partl
Checkmate 9LA

Checkmate 331
Checkmate 451

MYSTIC

news only NEPTUNE

F— CAsPiAN

POSEIDON ypositive 3 negative




IMpowerl33 study design

4 N\ .
Induction

Atezolizumab
+ carboplatin
+ etoposide

Patients with (N = 403)

* Measurable ES-SCLC
(RECIST version 1.1)

« ECOGPSOori1

+ No prior systemic . R
treatment for ES-SCLC

» Patients with treated

asymptomatic brain
metastases were eligible

Four 21-day cycles

Placebo
+ carboplatin
+ etoposide

Four 21-day cycles
Stratification u y Cy

Maintenance

Atezolizumab

Placebo

Ccongress

Treat until

PD or loss

of clinical
benefit

o
3
2
S
S
IS
&
>
>
S
-}
0p]

—

* Sex (male vs female)
+ ECOGPS (0Ovs1)

* Brain metastases
(yes vs no)2

Co-primary end points
v" Overall survival
v' Investigator-assessed PFS

Key secondary end points
v Obijective response rate
v Duration of response

v Safety

U Updated OS in ITT and by
PD-L1 subgroups

U Updated DOR/ORRIN ITT

U Updated Safety

Atezolizumab, 1200 mg IV, Day 1; Carboplatin, AUC 5 mg/mL/min IV, Day 1; Etoposide, 100 mg/m? IV, Days 1-3.

aOnly patients with treated brain metastases were eligible.

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



Updated OSin ITT

ERRESMD ™

100 Atezo + CP/ET |Placebo + CP/ET
90 4 (n =201) (n =202)
80 4 Median OS, mo 12.3 10.3
N (95% CI) (10.8, 15.8) (9.3, 11.3)
¥ 70+
S 0.76 (0.60, 0.95)
—_ 0, ]
T go- HR (95% Cl) o = 0.01542
>
(’,5) 50 =
= 404 Median follow-up, 22.9 months
S 18-month OS
3 30+ :
20 !
! '21.0%
10 = I =270
! |
O n n n n n : n n l. n n n n n n 1
0 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Time (months)
Atezo + CP/ET 201 187 180 159 130 109 93 86 75 61 51 28 21 8 1
Placebo + CP/ET 202 189 183 160 131 97 74 58 49 39 33 20 8 2 2

ap-value is provided for descriptive purpose.
CCOD 24 January 2019

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



mcongress
Biomarker analysis: bTMB and PD-L1 expression

« PD-L1 and bTMB biomarkers identify distinct patient populations in ES-SCLC

» Post-hoc exploratory analysis conducted for OS by PD-L1 expression

o The PD-L1 IHC biomarker evaluable population (BEP) comprised 34% of the ITT population

o VENTANA SP263 assay was used to determine PD-L1 status on slide sections < 1 year old

o PD-L1 expression was observed mostly on immune cells (IC), with limited expression on tumour cells (TC)
o Efficacy analyses were conducted using PD-L1 expression cut-offs of 1% and 5%

bTMB — PD-L1 IHC overlap PD-L1 IHC expression in ES-SCLC (n = 137)

bTMB 2 10 PD-L1 2 1% TC or IC c % BEP (n) e % BEP (n)
o . <1%  49.6% (68) <1%  94.2% (129)
Sy > 1% 50.4% (69) > 1% 5.8% (8)
| . ' > 5% 20.4% (28) > 5% 1.5% (2)

% of BEP (n = 126)

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



mcongress
Updated OS in subgroups

Median OS (months) OS Hazard Ratio®

Subgroup Atezo + CP/ET Placebo + CP/ET (95% CI)
i

Male (n = 261) 12.2 10.9 . S 0.83 (0.63, 1.10)
Female (n = 142) 13.6 9.5 = 4 = 0.64 (0.43, 0.94)
< 65 years (n = 217) 12.1 11.5 f 4 f 0.94 (0.68, 1.28)
= 65 years (n = 186) 14.4 9.6 f L 4 { 0.59 (0.42,0.82)
ECOG PS 0 (n = 140) 16.8 12.6 F < ! 0.73 (0.48, 1.10)
ECOG PS 1 (n =263) 11.3 9.3 ———H 0.78 (0.60, 1.03)
Brain metastases (n = 35) 8.5 9.7 f ¢ ! 0.96 (0.46, 2.01)
No brain metastases (n = 368) 12.6 104 —e—— 0.74 (0.58, 0.94)
Liver metastases (n = 149) 9.3 7.8 f < { 0.75 (0.52, 1.07)
No liver metastases (n = 254) 16.3 11.2 —— 0.76 (0.56, 1.01)
bTMB < 10 (n = 134) 11.8 9.4 F < ! 0.73 (0.49, 1.08)
bTMB = 10 (n = 212) 14.9 11.2 F < 0.73 (0.53, 1.00)
bTMB < 16 (n = 266) 12.5 10.0 ——— 0.79 (0.60, 1.04)
bTMB = 16 (n = 80) 17.1 11.9 } ¢ } 0.58 (0.34, 0.99)
ITT (N = 403) 12.3 10.3 —e— 0.76 (0.61, 0.96)
A total of 57 patients had unknown bTMB score. 0.25 Hazard Ratio? 25
bTMB, blood tumour mutational burden. < : >
a Hazard ratios are unstratified for patient subgroups and stratified for the ITT. Favours Atezo + CP/ET Favours: Placebo + CP/ET

CCOD 24 January 2019

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



Updated OS in

ERRESMD ™

PD-L1 expression subgroups

Subgroup Median OS (months) OS Hazard Ratio?
Atezo + CP/ET Placebo + CP/ET (95% ClI)
ITT (N =403) 12.3 10.3 —— 0.76 (0.61, 0.96)
ITT-BEP (n = 137) 9.9 8.9 ——— 0.70 (0.48, 1.02)
Non-BEP (n = 266) 14.6 11.2 —— 0.81 (0.61, 1.08)
PD-L1 expression 1% TC or IC
< 1% PD-L1 (n = 65) 10.2 8.3 = * | 0.51 (0.30, 0.89)
> 1% PD-L1 (n=72) 9.7 10.6 = . 1 0.87 (0.51, 1.49)
PD-L1 expression 5% TC or IC
< 5% PD-L1 (n=108) 9.2 8.9 = L 4 = 0.77 (0.51,1.17)
> 5% PD-L1 (n = 29) 21.6 92 * ' 0.60 (0.25, 1.46)
O.'25 ' ' 1.0 ' i.S

a Hazard ratios are unstratified for patient subgroups and stratified for the ITT.

CCOD 24 January 2019

B Hazard Ratio2 R
Favours Atezo + CP/ET Favours: Placebo + CP/ET

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



mﬁﬂngress
Updated OS in PD-L1 expression subgroups

PD-L1 Expression 21% TC or IC PD-L1 Expression < 1% TC or IC
Atezo Placebo Atezo Placebo
100 + CP/ET + CP/ET 100 + CP/ET + CP/ET
(n =36) (n =36) (n =28) (n=37)
90+ 90
Median OS, mo 9.7 10.6 Median OS, mo 10.2 8.3
80 (95% CI) (7.6,17.4) (8.3,14.7) 807 (95% CI) (7.9, 15.7) (6.9,9.1)
& 704 & 70+
F oo HR (95% CI) 0.87 (0.51, 1.49) 3 co- HR (95% CI) 0.51 (0.30, 0.89)
: £ o]
3 504 & 50
T 401 T 40
[ [
& 307 3 30-
20+ 20
104 104
O L] L] L} L] L] L] L] L} L] L] L] L} L] L] L] 1 0 L] L] L] L] L] L] L} L} L} L] L] L] L] L] L] 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
No. atrisk Time (months) No. atrisk Time (months)
Atezo + CP/IET 36 33 32 27 21 15 13 13 1 10 10 6 4 1 Atezo + CPIET 28 26 26 23 18 14 13 11 9 7 6 3 3 2
Placebo + CP/ET 36 35 35 32 24 20 15 13 1 9 5 4 1 Placebo + CP/IET 37 32 31 24 19 8 6 5 3 1 1

Median follow-up, 22.9 months

CCOD 24 January 2019
IMpower133 Updated OS Analysis: presented by Dr Martin Reck http://bit.ly/2Z32WhW



mcongress
Safety summary

Atezo + CP/ET Placebo + CP/ET

Patients, n (%)

(n =198) (n =196)

Patients with 2 1 AE 198 (100) 189 (96.4)

Grade 3—4 AEs 134 (67.7) 124 (63.3)

Treatment-related AEs 188 (94.9) 181 (92.3)

Serious AEs 77 (38.9) 69 (35.2)

Immune-related AEs 82 (41.4) 48 (24.5)
Treated with steroids or hormone replacement therapy? 40 (20.2) 11 (5.6)
AEs leading to withdrawal from any treatment® 24 (12.1) 6 (3.1)
AEs leading to withdrawal from atezolizumab/placebo 23 (11.6) 5 (2.6)
AEs leading to withdrawal from carboplatin 5(2.5) 1 (0.5)
AEs leading to withdrawal from etoposide 8 (4.0) 2 (1.0)
Treatment-related Grade 5 AEs 3 (1.5) 3 (1.5)

» Median duration of treatment with atezolizumab was 4.7 months (range: 0 to 29)

* Median number of doses received:
o Atezolizumab: 7 (range: 1 to 39)
o Chemotherapy: 4 for carboplatin; 12 doses etoposide (for both arms)

a An event consistent with an immune-mediated mechanism of action requiring treatment with systemic corticosteroids or hormone replacement therapy.
b Incidence of treatment-related AEs and AEs leading to withdrawal from any treatment are for any treatment component.
CCOD 24 January 2019

IMpower133 Updated OS Analysis: presented by Dr Martin Reck



CASPIAN STUDY DESIGN

Phase 3, global, randomised, open-label, sponsor-blind, multicentre study

» Treatmeni-noive Durvalumab + EP* Primary endpoint
ES-SCLE Durvaluma g+ EP giw S00mg gdw « 05
’ MI N 141 Secondary endpoints
. or 1:
and stable brain : * PFS;ORR
metastases permitted 3w for up to 6 cycles! ﬂ'pl‘lnn:il PCH » Safety & tolerability
= Life expectancy Stratified by * PROs
=12 weeks planned ,
. Measurable di per  platinum agent Exploratory endpoints
RECIST v1.1 |carboplatin vs + PD-L1 biomarker
_ cisplatin) analysis (fissue
N=803 (randomised) mandatory if available)

{up o & cycles fotal) and PC ot he imvestigator's discrefion; *Patents received an 2ddifional dose of remelimumab post-EP
ALIC, ar=a under the curve; IDMC. Independeni Data Monitoring Comsites; 0RR, objedive resparse rale; PCI, propindactic coanial imadiation; PFE, progression-free suraval;
PE, performance sistus; oiw, every 3 wesks: gdw, svery 4 wesks: RECIST, Response Evaluation Crilenia in Salid Tumors wersion 1.1; WHD, Workd Health Omanization

e W‘lmaﬂ *EF consists of efopaside 50100 mo'm with either carboplatin AUC 56 or cisplatin 75-80 mgim®; 'Palients could recefve an additional 2 cycies of EP




CASPIAN OS (Primary Endpoint)

1.0 - Durvalumab + EP EP
Events, n/N (%) 155/268 (57.8)  181/269 (67.3)
mOS, months (95% CI)  13.0 (11.5-14.8)  10.3(9.3-11.2)
0.8 HR (95% ClI) 0.73 (0.591-0.909)
p-value 0.0047
n
@)
s 0.6 53.7%
2 |
= e
o 04 -
o |
o |
0.2 - |
0.0 I I I | I i I |
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
No. at risk
Durvalumab + EP 268 244 214 177 116 57 25 5 0
EP 269 242 209 153 82 44 17 1 0

Paz Ares et al., 2019 WCLC



PREVALENCE OF PD-L1 EXPRESSION ON TCs OR ICs*

100
a0 mIC
. mI|C
£ 60
2
= 40
&
20
10.8
72
36 04 11 43
0
>1_<25% >95_<50% >50%

* 94 9% and 77.6% of patients had PD-L1 expression <1% on TCs and ICs, respectively
* Due to low PD-L1 expression, a 1% cut-off was used in post-hoc analyses

eV
*Based an 277 PO-L1-evaluable pafients in the durvalumab + EP and EP ams
fincludes patients whose tumours had <1% PD-L1 expression on TCs of 105, but nok absolute



CASPIAN: OS based on PD-L1 expression

HR (95% CI)

ITT (n=537) - 0.73 (0.591-0.910)
PD-L1 evaluable (n=277) — 0.65 (0.482-0.864)
IC <1 (n=215) — 0.64 (0.462-0.897)
IC =1 (n=62) : : 0.69 (0.370-1.283)
TC <1 (n=263) ——i 0.66 (0.491-0.896)
TC 21 (n=14) | = 0.46 (0.119-1.793)
0.10 025 050 1.0 20
p .

Favours durvalumab + EP Favours EP

Garassino et al., 2019 ESMO



Clinical implication

Data from IMpower133 and CASPIAN conclude clinical benefits in ES-
SCLC patients when treated with atezolizumab or durvalumab combined

with EP as first-line, regardless of PD-L1 expression.

]
Probability of 05

No, at risk
Durvalumab + EP

)
-
w

Probability of PFS

o, at risk
Durvalumab + EP
Ei

CASPIAN

Durvalumab + EP EP
268) (=263
Events, n (%) 155 (57 B) 181 (67 3)
mOS, months (95% CI) 13,0 (115-148)  10.3(9.3-11.2)
HR (95% C1) 0.73 (0.591-0.909)
pvalue
53.7%
2, 33.9%
—
39.8% e
= _—
| o
124.7%
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