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SKYSCRAPER-02: randomized, double-blind, placebo-
controlled study of tiragolumab + atezolizumab +
chemotherapy in patients with untreated ES-SCLC

1L ES-SCLC Induction (4 x 21 day cycles) Maintenance

+ECOG PS 0-1 Tiragolumab 600 mg IV Q3W + : Treat until
_ ; Tiragolumab + :
- Measurable disease Atezolizumab 1200 mg IV Q3W + Kot progression,
. . Carboplatin + Etoposide (CE)* loss of clinical
* No prior systemic :

. benefit, or
treatment for ES disease 11narcantahle

Here, we report results of the primary analysis of progression-free survival and a planned
interim analysis of overall survival from SKYSCRAPER-02

1‘-'

Stratification Factors: Co-Primary Endpoints: Secondary Endpoints:

« ECOG PS (Ovs. 1) « OS and investigator-assessed * PFS and OS in Full Analysis Set . Cut-off date of 6 February 2022
. Brain metastases (Yes vs. No) PFS in Primary Analysis Set (all randomized patients)
' (all randomized patients without « Confirmed objective response rate « Median follow-up of
* LDH (= ULN vs. > ULN) presence or history of brain » Duration of response 14.3 months (Primary
metastases at baseline) - Safety Analysis Set)
« Pharmacokinetics
* PROs
NCTO 42 t42’1
*Carboplatin IV AUC 5 mg/mL per min Q3W and etoposide IV 100mg/m? body surface area days 1-3 Q3
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Baseline characteristics: Full Analysis Set

n (%) Tiragolumab + atezolizumab + CE Placebo + atezolizumab + CE
(n=243) (n=247)

Age <65 years 117 (48.1) 116 (47.0)
Male 162 (66.7) 164 (66.4)
Race

Nhite / () 7

Asian 63 (25.9) 67 (27.1)

Other* 7 (2.9) 6 (2.4)
Tobacco Use

Previous 153 (63.0) 161 (65.2)

Current B1{33.3) 76 (30.8)

Never 9 (3.7) 10 (4)
Baseline ECOG PS#

0 86 (35.4) 82 (33.2)
LDH sULN 99 (40.7) 101 (40.9)

2dlel]” a4 (.0 - i

Untreated 33 {13.6) 27 (10.9)

Liver metastases 89 (36.6) 94 (38.1)

Baseline characteristics in the Primary Analysis Set were similar to those in the Full Analysis Set

*Black or African American, Native Hawaiian or Pacific Islander, or Unknown; *One patient in the firagolumab + atezolizumab + CE arm had baseline ECOG PS5 2
SPreviously treated with local CNS-directed therapy, with no ongoing requirement for anticonvulsants or corticosteroids
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PFS: Primary Analysis Set

Probability of PFS (%)

No. at risk

Placebo + atezo + CE

Tiragolumab + atezo + CE

Tiragolumab + Placebo +

atezolizumab + CE

atezolizumab + CE

100 (n=196) (n=201)
Patients with event, (%) 170 (86.7%) 170 (84.6%)
Median (months, 95% CI) 9.4 (4.7,5.9) 9.6 (5.4, 5.9)
80 — Stratified HR* (95% CI) 1.11 (0.89, 1.38)
p-value (log-rank) 0.3504*~
60 —
40 —
—— Placebo + atezolizumab
+ CE (n=201)
20 | — Tiragolumab + atezolizumab —_—
+ CE (n=196) g 0 ety
+ Censored -ﬂ_‘_’:h"'_ﬂ_\ﬁl
I
U | | | | | | | | | | | | | | | | I I | | I |
0 1 2 3 4 5 6 [ 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Time (months)
201 192 184 171 152 115 84 68 62 46 39 34 26 20 11 8 3 3 5 3 2 2 NE
196 189 183 170 154 105 67 o4 41 37 33 25 17 17 11 8 - < 3 2 NE NE NE

*ofratification factors are: ECOG, LDH; *™5Statistical boundary: 0.001
Data cut-off: 6 February 2022 (median follow-up:14.3 months)
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Interim OS: Primary Analysis Set

Tiragolumab + Placebo +
atezolizumab + CE atezolizumab + CE
100 (n=196) (n=201)
Patients with event, (%) 107 (54.6%) 105 (52.2%)
Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
80 — Stratified HR* (95% ClI) 1.04 (0.79, 1.36)
= p-value (log-rank) 0.7963*
%,
O 60 —
(T
Q
-
=
2 40 -
E —  Placebo + atezolizumab i —h ., st
o + CE (n=201)
20 /| — Tiragolumab + atezolizumab
+ CE (n=196)
4+ Censored
U | | | | | | | | | | | | | | | | | | | | | | | |
0 1 2 3 4 9 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
_ Time (months)
No. at risk
Placebo + atezo + CE 201 195 188 183 175 168 164 156 144 134 125 115 97 70 47 36 26 19 12 9 i D - NE NE
Tiragolumab + atezo + CE 196 191 186 184 177 172 162 154 146 133 116 93 80 62 51 32 21 14 9 4 4 S 2 1 NE

*ofratification factors are: ECOG, LDH; *™5tatistical boundary: 0.0175
Data cut-off: 6 February 2022 (median follow-up:14.3 months)
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PFS and OS: Full Analysis Set

PFS in the Full Analysis Set Interim OS in the Full Analysis Set
Tiragolumab + Placebo + Tiragolumab + Placebo +
atezolizumab+ CE atezolizumab + CE atezolizumab+ CE atezolizumab + CE
(n=243) (n=247) (n=243) (n=247)

L Patients with event, (%) 213 (87.7%) 215 (87%) e Patients with event, (%) 132 (54.3%) 132 (53.4%)
Median (months, 95% CI) 5.1 (4.4, 5.4) 5.4 (4.5, 5.7) Median (months, 95% CI) 13.1 (10.9, 14.4) 12.9 (12.1, 14.5)
i Stratified HR* (95% CI) 1.08 (0.89, 1.31) - Stratified HR* (95% CI) 1.02 (0.80, 1.30)
S S
o
W 60 - & 60 -
= c
Py £
S 40 - S 40-
2 2
o o
— Placebo + atezolizumab — Placebo + atezolizumab
20 + CE (n=247) 20 - + CE (n=247)
= Tiragolumab + atezolizumab — Tiragolumab + atezolizumab
+ CE (n=243) + CE (n=243)
4+ Censored 4+ Censored
0 | | | | | | | | | | | | | | | | | | | | | | 0 | | | | | | | | | | | | | | | | | | | | | | | |
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Time (months) Time (months)
Mo. at risk Mo. at risk
Placebo 547 537924207 185128 92 73 66 49 40 34 26 20 11 8 3 3 3 3 2 2 NE Placebo + 547540232226 215207 202190176 165152134109 80 52 40 26 19 12 9 7 5 4 NE NE
+ atezo + CE atezo + CE
Tiragolumab 544 535 554209188120 74 59 45 41 35 27 18 18 12 9 5 5 3 2 NE NE NE Tiragolumab 543545 998595216210199190176 161141114 90 70 56 36 24 14 9 7 7 5 2 1 NE
+ atezo + CE + atezo + CE

*otratification factors are: ECOG, LDH
Data cut-off: 6 February 2022 (median follow-up:13.9 months)
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Subgroup analysis of OS: Full Analysis Set

Baseline risk factors

All patients

Baseline ECOG

0
1

LDH
<UULN
>ULN

Brain metastasis

Yes
No

Brain metastasis: Yes

Treated
Untreated

Total

n

490

168
321

199
291

93
397

33
60

Liver metastasis at enrollment

Yes
No

183
307

Placebo +

atezolizumab + CE

(n=247)

n

247

82
165

94
153

46
201

19
27

94
153

132

31
101

34
98

27
105

54
78

Median
Events (months)

12.9

NE
12.0

Tiragolumab +
atezolizumab + CE

(n=243)

243

86
156

105
138

47
196

14
33

89
154

132

41
90

48
84

25
107

o7
F e

Median
n Events (months)

131

11.7

Unstratified
hazard
ratio

1.04

95% Cl

(0.82, 1.32)

(0.29, 2.69)
(0.45, 1.62)

(0.91, 1.92)
(0.67, 1. 26)

Tiragolumab +
Unstratified atezolizumab + CE atezolizumab + CE

Placebo +

Data cut-off: 6 February 2022

2022 ASCO

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

PRESENTED BY:

Dr Charles M. Rudin

Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.

 AMERICAN SOCIETY OF
CLIMICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



10

Subgroup OS: patients with brain metastases

Tiragolumab +
atezolizumab + CE
(n=47)

Placebo +
atezolizumab + CE
(n=46)

10.64 (9.03, NE)

0.92 (0.53, 1.59)

100 4—7——
H '—._l Median (months, 95% CI) 11.70 (8.21, NE)
S - HR (95% CI)
80 —
2 L
7 I—l
O 60 - Hl
(T
o
: m
= — H-
E 40 - —
o —— Placebo + atezolizumab :
Q. + CE (n=46)
20 | — Tiragolumab + atezolizumab
+ CE (n=47)
+ Censored
0 | | | | i i | | | i i i | | |
0 1 2 3 4 5] 6 7 8 9 10 11 12 13 14 15
Time (months)
No. at risk
Placebo + atezo + CE 46 45 sl 43 40 39 38 34 ¥ 31 27 19 12 10 o 4
Tiragolumab + atezo + CE 47 24 42 41 39 38 37 36 30 28 29 21 10 8 - 4

Data cut-off: 6 February 2022
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Objective response rate and duration of response:

Full Analysis Set

11

80 — o Tiragolumab +
70.8 atezolizumab + CE
70 — Blacebo + Tiragolumab + Placebo +
a0 - atezolizumab + CE atezolizumab + CE atezolizumab + CE
= (n=243) (n=247)
"1-' 50 — Objective response 70.8 65.6
. 10 rate, % (95% ClI) (64.6, 716.3) (99.3,71.4)
2 ] Duration of response
E 30 — Responders, n 172 162
o0 — With subsequent 147 139
event, n (%) (85.9) (83.3)
10 — Median, months 4.2 5.1
) — (99% CI) (4.1,4.4) (4.4, 5.8)
Complete Stable Progressive
response” / disease disease

partial response

*1 patient (0.4%) in the tiragolumab + atezolizumab + CE arm and 2 patients (0.8%) in the placebo + atezolizumab + CE arm had complete response
Data cut-off: 6 February 2022

PRESENTED BY:

Dr Charles M. Rudin

2022 ASCO

ANNUAL MEETING

" AMERICAN SOCIETY OF
CLIMICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.

#ASCO022

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



12

Safety overview: Safety Evaluable Set

n (%) Tiragolumab + atezolizumab + CE Placebo + atezolizumab + CE
(n=239) (n=246)
All grade AEs, any cause 238 (99.6) 245 (99.6)
Grade 3—4 AEs 154 (64 .4) 158 (64.2)
Grade 5 AEs 12 (5.0) 15 (6.1)
Treatment-related AEs 221 (92.5) 227 (92.3)
Grade 3—4 TRAEs 125 (52.3) 137 (95.7)
Grade 5 TRAEs 1(0.4) 2(2.0)
AEs of special interest” 128 (53.6) 118 (48.0)
Grade 3—4 19 (7.9) 17 (6.9)
Grade 5% 1(0.4) 2 (0.8)
Required systemic
corﬂcﬂsteraﬁds L AL
Serious AEs 105 (43.9) 97 (39.4)
AEs leading to any treatment
Withdr.f;’n.i'uur;’clg J TEh £ {0:4)
TRAES leading to any 12 (5.0) 13 (5.3)

treatment withdrawal

“Immune-mediated AEs; *Grade 5 AEs of special interest were 2 cases of interstifial lung disease (placebo + atezolizumab + CE arm) and 1 case of hepatorenal syndrome
(tiragolumab + atezolizumab + CE arm); Safety Evaluable Setincluded all randomized patients who received at least one dose of any study drug; Data cut-off: 6 February 2022
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Incidence of adverse events: Safety Evaluable Set 13

All cause AEs
(>15% in at least one arm)
MedDRA proforredtorm 550 IR RS et I8
Anemia I | e l
Neutropenia = il
Alopecia !
Constipation |
Nausea

Neutrophil count decreased
Fatigue

Diarrhea

Decreased appetite

Rash

Pruritus

40% 30% 20% 10% 0 10% 20% 30% 40%  30%

Grade ' 1 I 2

34 S

AEs of special interest
(>5% in at least one arm)

Placebo +
atezolizumab + CE

Tiragolumab +

Medical concept category
atezolizumab + CE

Immune-mediated rash

Immune-mediated hepatitis
(diagnosis and lab abnormalities)

Immune-mediated hepatitis
(lab abnormalities)

Immune-mediated hypothyroidism

Infusion-related reactions

Immune-mediated hyperthyroidism

30% 20% 10% 0 10% 20%  30%

Safety BEvaluable Setincluded all randomized patients who received
at least one dose of any study drug; Data cut-off: 6 February 2022

PRESENTED BY:

Dr Charles M. Rudin

2022ASCO

ANNUAL MEETING

#ASCO022

“ AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



14

Conclusions

* The addition of tiragolumab to atezolizumab and chemotherapy did not provide further benefit over
atezolizumab + chemotherapy in patients with untreated ES-SCLC

= No difference in PFS or OS was observed between treatment arms in the Primary Analysis Set
(patients without history or presence of brain metastases) or the Full Analysis Set (all patients)

* Tiragolumab + atezolizumab + chemotherapy was well tolerated

= The safety profile was similar to that of atezolizumab + chemotherapy and was consistent with
previous observations for the combination

= No new safety signals were identified

* PFS and OS observed in the control arm (placebo + atezolizumab + chemotherapy) support the

results observed in the IMpower133 trial and further confirms this combination as a standard-of-care
for 1L treatment of patients with ES-SCLC

* The SKYSCRAPER-02 study will continue to the planned primary OS analysis and biomarker
analyses are ongoing

* Based on these data, targeting TIGIT in ES-SCLC does not appear to be therapeutically relevant
* Investigation of tiragolumab is ongoing in NSCLC and other tumor types, including esophageal cancer
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