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Immunotherapy In 2"9 or later line
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Comparison of Response Rates in Second-
Line Studies

_ STUDY | ORR_____
CheckMate 017 20%
CheckMate 057 19%

KEYNOTE 001 19.4%

KEYNOTE 010 21.2%
OAK 15%
POPLAR 14%

Data were retrieved from separate trials, respectively, and not intended for direct
comparisons



Five-Year Outcomes From the Randomized, Phase 3 Trials
CheckMate 017/057: Nivolumab vs Docetaxel in Previously
Treated NSCLC

CheckMate 017 and 057 Study Design

Common eligibility criteria

+ Stage llIB/IVNSCLC Nivolumab
+ ECOGPS 0-1 3 mg/kg Q2We
» 1 prior platinum-based chemotherapy (n = 427; pooled)
CheckMate 017 (n = 272) R Treatuntil disease
. sanscie 111 progression®
or unacceptable
CheckMate 057 (n = 582) ( Stratified by: ) toxicity
+ NSQNSCLC + Region and prior Docetaxel
* Prior TKI therapy allowed for known paclitaxel use (017) 75 mg/m? IV Q3wWH
ALK translocation or EGFR mutation * Prior maintenance and (n = 427; pooled)
* Prior maintenance therapy allowed 2ndys 3™ line of
| therapy (057)

Primary endpoint: OS
Additional endpoints: PFS.f ORR, efficacy by tumor PD-L1 expression, safety, PROs

CheckMate017/057
2019 WCLC



2019 WCLC

5-Year Pooled OS: Nivolumab vs Docetaxel?

100 )
Nivolum Docetaxe
ab I
30 4 (n=427) (n=427)
Median OS,
1-year o 11.1 8.1
< 60 - 48.0% (95% ClI)  (9.2-13.1) (7.2-9.2)
= 34.3% HR (95% CI)  0.68 (0.59-0.78)
o) . 2-year
40 - 26.9% 3-year 4
| 13.5% 171 yéar  5-year
! 14.2 13.4%
20 - | | A %6 2.6%  Nivolumab
E X ' (\ A A: RN AN/
| 5 : | o cence DOCEtAXE
0 T | T g T i T i T i T I |
0 6 12 18 24 30 36 42 48 54 60 66 72 78
No. at risk Months
Nivolumab 427 280 205 150 113 84 70 64 55 54 50 30 6 0
Docetaxel 427 264 145 84 57 45 34 26 19 12 9 4 0 0

5-year OS rate (nivolumab vs docetaxel): 12.3% vs 3.6% (CheckMate 017; SQ); 14.0% vs 2.1% (CheckMate 057; NSQ)

aMinimum follow-up for OS: 62.6 months (CheckMate 017), 62.7 months (CheckMate 057).



2019 WCLC

OS Subgroup Analysis: Nivolumab vs Docetaxel

PD-L1 < 1%

Subgroup | mOS, mo [ mOS, mo | HR (95% CI) mab  Docetaxe
Overall (n=854)  11.1 81 068 —= (n= l
Male (n=527) 104 74 065 —— | 80- 163) (n=153)
Female (n=327) 121 92 073 —*— Median OS, 9.7 28
ECOG Pse i mo ' '

0 (n=243)  18.4 133 057—— | 1-year 95%cCl) (7.6  (6.7-

21 (n=608) 86 67 070 — _ 60" 44.8% 133)  10.5)
Age, y 5 S ' HR (95% CI) 0.76 (0.61-0.96

<65 (h=491) 115 78 066 —— | S 33.5% SELAC) ( )

> 65 (n=363) 102 86 071 —%— | n . )

275 (n=72) 7.2 9.2 1.19 : C)40 7] | 2-year
sQ (n = 269) 9.2 60 061 —— . | 23.7% 3

= —_— | 13.49% o-year

NSQ (n = 585) 12.2 95 0.71 : : 0oy A-year 5-year
PD-L1 | | ! ! 11.6% 0

1% m=318) 97 78 076 —— 20 i | 6.7% o7% 80%

> 1% (n=364)  13.4 85 061 —— | | | 2.0% Nivolumab

Non-evaluable (n=174) 93 77 072 e : |

05 1 y : : . Docetaxe
' NIVO  Chemo 0 T T T f T T T T I I |
— O 6 12 18 24 30 36 42 48 54 60 66 72 78
No. at risk Months

Hazard ratios were not reported for subg
and docetaxel, respectively.

163 105 73 52 38 27 18 15 12 11 10 8 3 O
153 95 50 31 20 13 10 9 6 3 3 O O O

with < 5 patients per treatment group. 2Not reported in 2 and 1 patient(s) with nivolumab
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Q90— T A post-response (95% CI), maonths
\ e " Hazard ratio (95% Cly 0-33 (0-21-0-51)
B0+ gy
— ! .
£ 70 L !
o L 1
E 1 L
£ 6o- 1 1 -
2 1 ragy?
1 Lk B i e e et A st i e e A
4 50+
E
£
z 407 |
%._ 1
g 30 L
20+
10+ e
0
o 3 & & 12 5 18 21 24 2 30 33 36 39 42 45 48 51 54 5 60 63
Number at rick Time since response (months)
(number censored)
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Lancet Oncology 2019
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5-Year Survival Update From KEYNOTE-010:
Pembrolizumab Versus Docetaxel in
Previously Treated, PD-L1-Positive

Advanced NSCLC
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KEYNOTE-010 Study Design

Key Eligibility Criteria? oermbrolisumak Second-Course

i d
Advanced NSCLC _ 10 mglkg? IV Q3W -, Pembrolizumab
Confirmed PD after =1 line of for 35 cycles (2 years)= |
chemotherapy? :

Pembrolizumab

No active brain metastases 200 mg Q3W

ECOG PS 0—1 oroli '
Fembrolizuman

PD-L1 TPS>1% ﬁ[: :116;2' 2 malkgs [V Q3W:
No active/history of autoimmune for v cyclies (£ years)
disease requiring systemic Crnss._nver
therapy Pembrolizumab=

17 cycles (1 year)

Ne ILD or pneumeoenitis requiring _
systemic steroids Docetaxel Pembrolizumab

75 mg/im2 Q3W 200 mg Q3W
Dual primary efficacy endpoints: OS and PFS per local guidelines (2 years)

(RECIST wversion 1.1, independent central review)
Secondary endpoints: Included ORR and DOR

ILDy; interstitial lung dizeaze; R, randomization.

fincluded =2 cycles of platinum-doublet chemotherapy. An appropriate tyrosine kinase inhibitor was required for patients with EGFRIALK alterations. "Randomization was stratified by
ECOG PS (0 ws 1), region (East Asia vsnon-East Asia), and PD-L1 status (TPS 250% vs 1%—45%). “Because no differences in 05 were observed between the 2 mg'kg and 10 mg'kg
pembrolizumab dose groups in the primary analysis,? pembrolizumab doses were pooled for this analysis. “Patients randomized to pembrolizumab who completed 35 cycles (~2 years) of
pembrolizumab or who stopped pembrolizumab after achieving CR and receiving 25 months of treatment, but then had PD, wereeligible for second-course pembrolizumab if they had
received no other anticancer therapy since the last dose of pembrolizumab. =After the primary analysizs, crossover from docetaxel to pembrolizumab was allowed for patients with PD.

1. Herbet R, et al. Lancet. 2016;387:1540-1550.
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Progression-Free Survival®

PD-L1 TPS =50%
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Progression-Free Survival, %

n BEwents, n HR
il [95% CI)
Pembrolizumab 250 235 [81.0)
Docetaxel 152 141 (92.8) 0.57 (0.46—0.7 1}

Median [95% CI}
5.3 mo (4.2-6.5mo)
42 mo [3.8-5.1 mo)

SR 2%
HE

Mo. at risk
Pembrmlizumab 290
Crocet axe|

137
152 54

12 18 24 30 | 42 48 5d &0 &6 T2
Time, months

a7 a5 74 59 54 44 40 36 24 13 2

19 13 6 3 2 1 1 0 0 0 0

Cl, confidence interval, HR, hazard ratio; MR, not reached
=Per RECIST w1.1. by independent central review

Data cutoff: April &, 20220
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PD-L1 TPS =1%

n BEwents, n HR
e} {35%: Cl)
Pembrolizumakb 630 617 (39.4)
Docetaxel 343 321 (g3g)  O-24(0.73-0.36)
Median [95% C)
40 mo (2.1-4.1 mo) - 9.4%
41 mo (2.2-4.5 mo) - 0.7%

Pembrolizumabk 650 264

O ocataxe|

343

125

12 18 24 30 g 42 48 5d &0 =121 T2
Time, months

162 120 108 29 7a 64 55 48 a2 19 3

43 | 16 10 T 5 4 2 2 0 0
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Overall Survival

PD-L1 TPS =50% PD-L1 TPS =1%
N Ewents, n HR Ewvents, n HR
(%) {95% ClI) n [%&) [95% CI}
Pembrolizumab 250 220 ([75.9) - Pembrolizumab 630 534 (84.6)
100 Docetaxel 152 132(s6.8 - (0408 100 Docetaxs| u3  aogeoq)  O70(061-0.30)
S0 - S0 :
& B0+ = B0 §
E 70 Median (85% CI) ] E 70— Median (35% CI) :
£ o 16.9 mo (12.3-21 4 mo) | 25.0% £ e 11.8 mo(104-431 mo) F15.6%
= 2.2 mo(6.4-9.8 ma)  8.2% < g4 mo (7.6-8.5ma) : 6.5%
T a0 T a0
6'5 30 g 20
204 204
10 'y 10
0 ] ] ] ] ] ] ] ] 1 I 1 1 0 | ] ] ] ] | | | ] I ] 1
0 6 12 18 24 30 36 42 43 54 60 66 72 0 E 12 18 24 30 36 42 48 54 60 GBE 72
_ Time, months ] Time, months
Mo. atrisk No. at risk
Pembrofizumab 290 217 162 13% 118 101 93 78 72 632 33 5 Pembmoliumab 690 434 333 267 217 171 148 121 110 101 90 51 11
Docetaxel 152 88 52 35 26 21 18 14 14 1 9 5 2 Docetaxel 343 208 114 73 46 40 35 29 2F 20 18 T 3

Cl, confidence interval, HR, hazard ratio
Data cutoff: April &, 20220
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ORR and DOR?

PD-L1 TPS 250% PD-L1 TPS$21%
Pembrolizumab Docetaxel Pembrolizumab Docetaxel
N =290 N=152 N =690 N =343
. 0

E@fgﬁ response rate, % 33.1 (27.7-38.8) 92 (51-150)  21.2(182-24.4) 96 (6.7-13.2)
Time fo response, median B
(range). mo 22(19-164) 2.1(1.2-51.8) 2.1(1.1-51.8) 2.1(1.3-18.9)
DOR, median (range), mo® o4 8- 6.4 /3

: ge), (2.0+1t0 71.7+) (2610 168) (2.0+ 10 71.7+) (1.4+ 1o 16.8)
Patients with ongoing response, 41 (43.0) 0 51 (35) 0

n (%)°

*Per RECIST w1.1. by independent central review

=*+* gwmbol indicates there is no progressive dizease by the time of last dizeaze azzezzment

“Includes all patients with a response who are alive, progression free, have not intiated new anticancer therapy, and have not been lost to follow-up
Data cutoff April &, 2020
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ORR? and OS

Patients Who Completed 35 Cycles/2 Years of Pembrolizumab

N =79 + 3-year OS rate from completion
of 35 cycles/2 years
Objective response, n (%) ‘ 78 (98.7) ‘ pembrolizumab (ie, ~5 years

from randomization) was 83.0%

Best overall response, n (%)

At data cutoff, 61/79 patients
(77.2%) were alive, 38 of whom
63 (79.7) were alive without PD

Complete response 15 (19.0)
Partial response

Stable disease 1(1.3)

*Per RECIST w1.1. by independent central review
Data cutoff: April &, 2020
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Treatment Duration and Time to Response
Second-Course Pembrolizumab?®

* O -
» 4 — Second-Course Response N =21
* & -
* e § Endoffirst course Objective responset, n (%) 11 (52.4)
“‘ S-— + Start of second course
- o — u Second course CR Best objective response®, n (%)
I I Second course PR
* - =
: :«r— - s+  Second course SD Complete response 1(4.8)
: - — e Second course PD (IRC) Partial response 10 (47.6)
* 0 - First course treatment :
* — ¥ not completed Stable disease B (28.8)
¥ -F— . .
S r— Second colrse PD Progressive diseasec 3(14.3)
* S — {investigator-assessed)
LT i
* om First course PD No assessment 1(4.8)
L ] m Death
0 6 12 18 24 30 36 42 48 54 60 66 72 78 At data cutoff, 15/21 patients (71.4%) were alive

Time, months

Bar lengths indicate duration of second-course treatment (dark green) and months of second-course follow-up (light green bar following dark green bar). Folow-up was defined as the last
known nonprogression scan or date of last investigator assessment the patient was alive. *0One patient received a second course of pembrolizumab but did not meet eligibility criteria for
having completed 35 cycles or 2 vears of first-course pembrolizumab. “Hesponse was assessed during second-course treatment by RECIST v1.1 by independent central review, PD iz per
immune-related response criteria (irBC) by investigator review. <Eight patients with PRISD after starting second-course subsequently had PD per immune-related response criteria (irBC)
by investigator review. Data cutoff: April &, 2020



Long-term OS Rate in previously treated NSCLC pts

KN-001
POPLAR B % Previously Treated Patients

A
OAK
100 4 ven edian OS, -Year ate,
POPLAR Events Median 0S, | 5-Year OS Rat
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80| HR (95% CI): 0.78 (0.68, 0.89) 100 375/449 105 (8.6-13.2)| 15.5(12.2-19.2)
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P =0.0455
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Time, months
No.atRisk 449 306 225 183 150 128 112 92 85 82 74 6 29 11 5 2
A Events Median OS, 5-Year OS Rate,
0 0, 0
POPLAR TC3 oriIC3 OAK TC3 or IC3 D niN mo (95% Cl) %, (95% Cl)
100 TPS =50%  104/138 15.4 (10.6-18.8) | 25.0 (18.0-32.5)
100+
100 TPS <1% 83/90 8.6 (5.5-10.8) 3.5(0.7-10.0)
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L}
No. at Risk
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Stephen V. Liu and et. al., 2020 ESMO; TPS<1% 90 58 36 29 25 21 16 10 7 7 5 4 1 0 0 0
Edward B. Garon,and et. Al., 2019 ASCO o



Long-term OS for previously treated patients with
IO monotherapy: Regardless of PD-L1 expression

Tecentriq

Tecentriq

Tecentriq

pembrolizumab

Nivolumab

Nivolumab

NCT0137584!1
OAK?

POPLAR?

Keynote-0013

CA209-003%

CM-017 & 057°

613

144

449

129

427

37%

31%

32%

30.1%

25%

26.9%

28%

21%

19%

20.9%

18%

17.1%

16%

15%

18.2%

17%

14.2%

N/A
N/A

N/A

15.5%

16%

13.4%



Long-term OS for previously treated patients with
IO monotherapy: PD-L1 > 50%

Tecentriq OAK! 42% 29% 28%
Tecentriq POPLAR!? 144 41% 38% 33% N/A
pembrolizumab  Keynote-0102 449 42% 34% 30% 25.0%
Nivolumab CM-017 & 0573 427 31.7% 21.3% 19.5% 18.3%
& J

Julien Mazieres, et al. J Thorac Oncol 2020
S. Herbst and et al, 2020 WCLC

1.
2. R.
3. Hossein Borghaei, et "al. J Clin Oncol, 2021



Long-term OS for previously treated patients with
IO monotherapy: PD-L1 > 50%

RN TR

Tecentriq OAK? 42% 29% 28%
Tecentriq POPLAR? 144 41% 38% 33% N/A
pembrolizumab  Keynote-010? 449 42% 34% 30% 25.0%
nivolumab CM-017 & 0573 427 31.7% 21.3% 19.5% 18.3%
. S

Julien Mazieres, et al. J Thorac Oncol 2020
S. Herbst and et al, 2020 WCLC

1.
2. R.
3. Hossein Borghaei, et "al. J Clin Oncol, 2021



Conclusion

* CPI provided meaningful and durable benefit in OS and PFS as 2" line
or later treatment of NSCLC patients, especially PD-L1 high group

 2d Course of CPI provided disease control
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Immunotherapy Alone in First line



KEYNOTE-024 Study Design (NCT02142738)

Second-Course

Pembrolizumab¢
Key Eligibility Criteria Pembrolizumab Pembrolizumab
- Untreated stage IV NSCLC 200 mg IV Q3W el 200 mg Q3W
« PD-L1 TPS 250% 35 cycles (2 years) 17 cycles (1 year)
« ECOG PS 0-1 c
... . rossover
* No activating EGFR mutation or Pembrolizumab

ALK translocation
« No untreated brain metastases Platinum-Doublet PDd Pembrolizumab

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

End Points

Primary: PFS (RECIST v1.1 per blinded, Pemetrexed + carboplatin®
independent, central review) Pemetrexed + cisplatin®

Key secondary: OS 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 pembrolizumab monotherapy. “Before 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 Survivala

100 Events, n HR
904 N (%) (95% Cl)
80 Pembrolizumab 154 103 (66.9) 0.62
Median (95% CI) Chemotherapy? 151 123 (81.5) (0.48-0.81)
X 70- 26.3 mo (18.3—40.4 mo) : :
= 13.4 mo (9.4-18.3 mo) : :
2 601
e
053 50- B R O O O s
= : 35.8% 131.9%
E 40- 19.8% . 116.3%
O 30- : : L
20+ -I-‘_'- LLLLI LS
10- 5 § 5
) E— S S S S S — S — S — S .
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

2ITT population.
bEffective crossover rate from chemotherapy to anti—-PD-(L)1 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-[L]1 therapy outside of crossover; patients may have received >1 subsequent anti—-PD-[L]1 therapy). Data cutoff: June 1, 2020.

2020 ESMO



Baseline Characteristics

35 Cycles (2 Years) Second Course of
Pembrolizumab Chemotherapy of Pembrolizumab Pembrolizumab

Characteristic N =154 N =151 N =392 N=12b
Age, y, median (range) 64.5 (33—90) 66.0 (38-85) 61.0 (43-80) 60.0 (43-77)
Male 92 (59.7) 95 (62.9) 25 (64.1) 8 (66.7)
ECOG PS 1 99 (64.3) 98 (64.9) 23 (59.0) 9 (75.0)
East Asian enrollment site 21 (13.6) 19 (12.6) 8 (20.5) 3 (25.0)
Squamous histology 29 (18.8) 27 (17.9)° 2(5.1) 1(8.3)
Current/former smoker 149 (96.8) 132 (87.4) 37 (94.9) 12 (100.0)
Treated brain metastases 18 (11.7) 10 (6.6) 9 (23.1) 1(8.3)
Prior neoadjuvant therapy 3(1.9) 1(0.7) 0 0

Prior adjuvant therapy 6 (3.9) 3 (2.0) 0 0

alncludes only those patients initially allocated to pembrolizumab who received 35 cycles (2 years) of pembrolizumab according to actual exposure assessment. fincludes only those
patients initially allocated to pembrolizumab who received a second course of pembrolizumab therapy according to actual expos ure assessment. ¢Includes patients with squamous cell
carcinoma and poorly differentiated squamous cell carcinoma. Data in table are n (%), unless otherwise noted. Data cutoff: June 1, 2020.

2020 ESMO
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KEYNOTE-042 Study Design

Key Eligibility Criteria Pembrolizumab Pembrolizumab

. U"::;E?:'d Iﬂ;ﬂﬁgd:ancehq ':;rl 200 mg Q3W . 200 mg Q3W
metastatic of any histology b 17 cycles (1 year)
P for up to 35 cycles

* No sensitizing EGFR or ALK
alterations

13BLT YT Carboplatin AUC 5 or 6 Q3W +
» No untreated or unstable central Paclitaxel 200 mg!mz Q3We

nervous system metastases OR

* No history of pneumonitis that Carboplatin AUC 5 or 6 Q3W +
required systemic corticosteroids Pemetrexed 500 mg/im2 Q3We

for up to 6 cycles

Second-Course
Pembrolizumab®

Stratification Factors
* Region (east Asia vs rest of the world)
+ECOG PS (0 vs 1) Endpoints
* Histology (squamous vs nonsquamous) * Primary: OS5 in PD-L1 TPS 250%, =20%, and =1%
*PD-L1 TPS (250% vs 1%—49%) « Secondary: PFS and ORR in TPS =50%, =20%,
and =1%; safety in TPS =1%
AUC, area under the curve DOR, duration of response. * Exﬂlﬂrﬂtﬂr?: DDR’ PFSEd

sfzsacead in formalin-fieed tumor samples wesing PO-L1 IHC 2203 pharmDx sssay [Agilent Technologies, Carpinteris, CA, USA), with expression messwred using TPS (defined 3= the percentage of tumor cells
with membranous FD-L1 stsining). =Patients randomizsed to pembrolzemab who completed 35 trestment cycles with 50 or better or stopped trestment sfter confirmed CR could receive sscond-course
pembrolzumab  after disesss progression if eligibility  criteria were met. “Pemetrexed maintenance therapy was optional but stronghy encowraged  for patients with nonsguamows  histology, “PFS2 was defined 3= the
tim= from randomization  to subsseguent disesse progression after initistion of new anticancar treatment or desth from any cause, whichever ooocurrsed first.
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Baseline Characteristics: All Patients

Pembro Chemo ?;$2:;Tif§:;ﬁf: Second-Course Pembro
(N = 837) (N = 637) (N=102) (N = 26)
Age, median (range), y 63.0 (25-89) 63.0 (31-90) 62.0 (33-81) 60.5 (49-75)
Men 450 (70.6) 452 (711.0) 73 (71.6) 17 (65.4)
Enrolled in east Asia 185 (29.0) 185 (29.0) 26 (25.5) 8 (30.8)
ECOGPS 1 439 (68.9) 445 (69.9) 50 (49.0) 12 (46.2)
Squamous histology 242 (38.0) 249 (39.1) 26 (25.5) 12 (46.2)
PD-L1 TPS=
=50% 299 (46.9) 300 (47.1) 66 (64.7) 17 (65.4)
20%—49% 114 (17.9) 105 (16.5) 14 (13.7) 4{15.4)
1%—19% 224 (352) 232 (36.4) 22 (21.6) 5(19.2)
ICurrenthnrmer smoker 495 (77.7) 497 (78.0) 83 (81.3) 19 (73.1) I
Prior therapy
Neoadjuvant 3 (0.5) 7(1.1) 0
Adjuvant 18 (2.8) 12 (1.9) 3(2.9)
Radiotherapy 74 (11.6) 81 (12.7) 17 (16.7) 3(11.5)

Chemo, chemotherapy, Pembro, pembrolizumab. Data in table are n (% )unless otherwise noted. Arrows indicate stratification factors.
*Proportion of randomized population.
Data cutoffdate: February 21, 2020.
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PD-L1 TPS 250%

PD-L1 TPS 220%
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PD-L1 TPS 21%

Events, n (%) HR (95% CI) Events, n (%) HR (95% CI) Events, n (%) HR (95% CI)
Pembrolizumab 219(73) 0.68 Pembrolizumab 3M1(75) 0.75 Pembrolizumab 504 (79) 0.20
Chemotherapy 255(85) (0.57-0.82) Chemotherapy 341 (84) (0.64-0.58) Chemotherapy 553 (87) (0.71-0.90)
100 219 100 : 289 100 : 25%
904 £ 18% 904 t19% 90+ L 1T%
B0+ : - : - - Median
ES Median 3= o Median = o {95% CI), mo
E:‘ 704 {95% CI), mo r_; 70+ {95% CI), mo '—; 704 :
g 5. -y L — 16.4 (14.0-19.6)
> 20.0 {15.9—24.2) z 18.0 {15.5—21.5) =
= 50 J 50+ = 50+ 12.1 {11.3-13.3
= 12.2 (10.4-14.6) i 13.0 (11.6—15.3) s ‘ }
T 40+ =  40- = 40-
@ E E
E 3“"' = 30' = 3“-
20+ O 20 O 2
10+ 104 104
u L L] L Ll Ll ; L L] L] I | u | I L] | I ; I L] L] | 1 u T T ] L I '; I I I L |
0 6 12 18 24 30 36 42 48 54 60 6 0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
_ Time, months Time, months Time, months
Mo. at risk

Pembro 299 190 132 B9 35 1
Chemo 300 151 a7 52 21 0 0

HR, hazard ratio.
Data cutoffdate: February 21, 2020.

413 253 166 112 45 1 @
405 212 117 70 25 0 0

637 368 248 156 59 1
637 319 177 100 40 o 0
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OS and ORR in Patients with PD-L1 TPS 1-49%

Events, n (%) HR {95% CI)

Pembrolizumab 285(84) 0.90
Chemotherapy 298 (88) (0.77, 1.06)
- = Pembro Chemo
90- 15% (N = 338) (N =337)
80- |
® 704 Median (95% Cl), mo ORR,2 % 16.9 21 7
% 60 13.4 (10.7-16.9) (95% CI) (13.0-21.3) (17.4-26.4)
o j: 12.1 (11.0-14.0)
g 30- DOR,2? median ar.4 28.2
20 (range), mo (9.1to (13.7to
10 ‘ 54.0+) 29.2+)
n[ll B lli - I1I2I I I1IB B 2I4I I IEIIII IE:El r l4l2 l 43] 5:1 r PELI.'I r E:E
Mo. at risk Time, months
Pembro 338 258 178 147 114 B4 Tl 41 24 4 1 1

Chemo 337 254 168 123 90 65 48 29 19 6

*Based on blinded independent central review per RECIST wversion 1.1 with confirmation. =+ indicates there is no progressive disease by the time of last diseazse assessment.
Data cutoffdate: February 21, 2020.
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PFS, PFS2, and ORR

TPS 250% TPS 20% TPS 1%
Pembro Chemo Pembro Chemo Pembro Chemo
(N =299) (N = 300) (N =413) (N = 405) (N = 637) (N = 637)
| 6.5 65 6.2 6.8 55 6.8
k. %
PFS,25% median (35% Cl), mo (5.9-8.6) (6.2-7.6) (517 4) (6.3-8.1) 4.3-6.2) (6.4-T.7)
HR (95% Cl) 0.85 (0.72-1.02) 0.95 (0.82-1.10) 1.05 (0.93-1.18)
145 3 13.2 47 11.0 41
~ o )
PFS,2 3y rate (95% Cl), % (10.5-19.0) (3.0-8.7) (10.0-16.9) (2.7-7 5) (8.6-13.7) (2.6-6.2)
. 15.0 10.1 12.9 10.2 11.3 9.3
b
PF5222 median (95% Clj, mo 44 & 199 (8.9-11.2) (10.9-15.5) (9.0-11.3) (10.1-12.9) (8.6-10.2)
HR (95% Cl) 0.62 (0.52—0.74) 0.66 (0.57-0.77) 0.73 (0.65-0.82)
39 1 323 33.2 29 1 97 3 267
o a
ORR.= % (35% Cl) (33.6-44.9) (27 1-37.9) (28.6-37.9) (248-338)  (23.9-31.0)  (23.3-30.3)
27 3 10.8 22 3 10.8 223 3.4

o i
DOR2=%median (range). mo 15 1,10 66 04)  (18+t049.64) (21+1056.04) (1.8+1049.64) (21%1056.04) (1.8+to4964)

PFS2 was defined as the time from randomization to subsequent disease progression after initiation of new anti-cancer treatment or
death from any cause, whichever occurred first per investigator assessment by RECIST version 1.1

sKaplan-Meier estimate. ®"PFS and PFS2 were calculated from the time of randomization. “Based on blinded independent central review per RECIST version 1.1 with confirmation.
2+ indicates there is no progressive disease by the time of last diseaze assessment.
Data cutoffdate: February 21, 2020.
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(RECIST v1.1, BICR)
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20%
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16.1%
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EMPOWER-Lung 1: Clinical benefits of first-line (1L)
cemiplimab monotherapy by PD-L1 expression
levels in patients with advanced NSCLC
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EMPOWER-Lung 1 Study Design
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/Key Eligibility Criteria \ 4 Optional
» Treatment-naive advanced NSCLC A’LA continuation of
e PD-L1 250% Cemiplimab monotherapy IV cemiplimab + 4
« No EGFR, ALK, or ROS1 mutations 350 mg Q3W cycles of
«ECOG PS 0 or 1 Treat until PD or 108 weeks

chemotherapy
» Treated, clinically stable CNS metastases \_ b

and controlled hepatitis B or C or HIV
were allowed

Arm B Optional crossover
Stratification Factors: g 4-6 cycles of investigator’s choice to cemiplimab
: chemotherapy monotherapy

» Histology (squamous vs non-squamous)

Follow-up

* Region (Europe, Asia, or ROW
\_ Red (Europ ) )
Endpoints:
N=710 * Primary: OS and PFS
« Secondary: ORR (key), DOR, HRQoL, and safety

ALK, anaplastic lymphoma kinase; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; HIV, human
immunodeficiency virus; HRQoL, health-related quality of life; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-L1, programmed cell death-
ligand 1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomized; ROS1, c-ros oncogene 1; ROW, rest of the world.

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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Baseline Characteristics were Similar Between the N=475 and N=563 Populations

Patients with PD-L1 testing according to
instructions for use at entry (N=475)

PD-L1 250% population (N=563)'

n (%), unless stated Cemiplimab (n=238) Chemotherapy (n=237) | Cemiplimab (n=283) Chemotherapy (n=280)
Median age (range), years 64.0 (31.0-79.0) 64.0 (40.0-84.0) 63.0 (31.0-79.0) 64.0 (40.0-84.0)

265 years 108 (45.4) 118 (49.8) 126 (44.5) 133 (47.5)
Male 207 (87.0) 194 (81.9) 248 (87.6) 231 (82.5)
Region of enroliment

Europe 175 (73.5) 178 (75.1) 215 (76.0) 216 (77.1)

Asia 29 (12.2) 26 (11.0) 31 (11.0) 29 (10.4)

Rest of the world 34 (14.3) 33 (13.9) 37 (13.1) 35 (12.5)
ECOG PS 0;1 65 (27.3); 173 (72.7) 61 (25.7); 176 (74.3) 77 (27.2); 206 (72.8) 75 (26.8); 205 (73.2)
Histology

Squamous 100 (42.0) 98 (41.4) 122 (43.1) 121 (43.2)

Non-squamous 138 (58.0) 139 (58.6) 161 (56.9) 159 (56.8)
Brain metastases 28 (11.8) 33 (13.9) 34 (12.0) 34 (12.1)
Cancer stage at screening

Locally advanced 32 (13.4) 33 (13.9) 45 (15.9) 42 (15.0)

Metastatic 206 (86.6) 204 (86.1) 238 (84.1) 238 (85.0)
PD-L1 expression tertile

290% 80 (33.6) 81 (34.2) 98 (34.6) 94 (33.6)

>60 to <90% 76 (31.9) 72 (30.4) 89 (31.4) 90 (32.1)

250 to <60% 82 (34.5) 84 (35.4) 96 (33.9) 96 (34.3)

ECOG PS, Eastern Cooperative Oncology Group performance status; PD-L1, programmed cell death-ligand 1. 1. Sezer A et al. Presented at ESMO 2020. LBA52.

Data cut-off date: March 1, 2020

JANUARY 28-31,

2021 | WORLDWIDE VIRTUAL EVENT
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Primary Outcomes were Similar Between the N=475 and N=563 Populations
0S PFS

Median, months (95% Cl) HR (95% Cl) Median, months (95% Cl) HR (95% Cl)
NR (NE-NE) vs 12.1(10.2-17.5)  0.57 (0.40-0.80) 6.3 (4585 vs 5.6(4.3-6.2) 0.60 (0.47-0.77)

= 1.0+ NR (17.9-NE) vs 14.2 (11.2-17.5) 0.57 (0.42-0.77) 107 8.2(6.1-88) vs 5.7(4.5-6.2) 0.54 (0.43-0.68)
8 0.9 _ 09
2 08- 2 08
3 E 07_
a 077 a2 12-month PFS (95% Cl), %
§ 067 £1 39.3 (31.6-47.0) vs 6.9 (3.0-12.9)
3 05- 5T 054 40.7 (33.7-47.5) vs 7.1 (3.6-12.1)
°6 0.4 89 0.4
2 £ !
= 0.3 ‘ 0 o 0.3- |
3 12-month OS (95% Cl), % 5 0. |
q e 71.5 (63.7-77.9) vs 50.8 (41.8-59.1) g ;
g 0.17 72.4 (65.6-78.1) vs 53.9 (46.2-61.1) 0.17 '
0.0 T T T T T T } T T T T T T T T T ] ] T T T T T T l' T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Number of subjects at risk Month Number of subjects at risk Month
Cemiplimab 238 200 165 141 120 76 53 26 14 0 0 0 0 0 0 0 0 Cemiplimab 238 181 130 93 67 38 24 10 4 0 0 0 0 0 0 0 0
Chemotherapy 237 200 163 123 98 62 36 20 8 0 0 0 0 0 0 0 0 Chemotherapy 237 183 128 84 33 15 5 1 1 0 0 0 0 0 0 0 0
Cemiplimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 0 Cemiplimab 283 221 162 123 92 59 43 28 20 14 1 9 5 3 0 0 0
Chemotherapy 280 239 198 153 125 87 57 41 25 15 1 6 4 2 1 0 0 Chemotherapy 280 220 157 104 42 20 8 4 3 0 0 0 0 0 0 0 0
m— Cemiplimab (N=475) = Chemotherapy (N=475)
Cemiplimab (N=563) w= Chemotherapy (N=563)

Cl, confidence interval; HR, hazard ratio; NE, not evaluable; NR, not reached; OS, overall survival; PFS, progression-free survival.

Data cut-off date: March 1, 2020 JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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PD-L1 Expression Levels Correlate with Objective Response Rate (N=475)

45
40
35
30
25
20
15
10

ORR, %

39.5%
(95% Cl: 28.4-51.4)

P 28.0%
£(95% CI: 18.7-39.1)

21.4%
(95% Cl: 13.2-31.7)

17.7%

; 16.7%
(95% Cl: 13.1-23.2)

250% 250 to <60%

>60 to <90%
Overall PD-L1 expression tertile

Cl, confidence interval; ORR, objective response rate; PD-L1, programmed cell death-ligand 1.

(95% Cl: 8.9-27.3)

38.8%
(95% Cl: 28.1-50.3)

@ Cemiplimab PD-L1 250 and <60%
@ Cemiplimab PD-L1 >60 and <90%
@ Cemiplimab PD-L1 290%

14.8%

(95% CI: 7.9-24.4) Chemotherapy PD-L1 250%

&
@ Chemotherapy PD-L1 250 and <60%
B8 Chemotherapy PD-L1 >60 and <90%
@ Chemotherapy PD-L1290%

290%

Data cut-off date: March 1, 2020

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



IASLC ((( ))) 2020 World Conference L . 'Wclc2020.1ASLC.com | #WCLC20
" Q on Lung Cancer Singapore

CONQUERING .THORACIC CANCERS WORLDWIDE

PD-L1 Expression Levels Correlate with Tumor Size Reduction (N=475)

0 i
c
§:ﬁ_~ =10 Chemotherapy PD-L1 =50%
c O S e U aa T 2 a 2 a 2 a 2 a T v
69 -—20- Cemiplimab PD-L1 250 and <60%
‘E :” & & &5 & B o & i
¢ N
o o —30-
Q o o s i &
c g Cemiplimab PD-L1 >60 and <90%
5+ —40 -
O @ & & @ @ @ L ® &
= Cemiplimab PD-L1 290%
_50 1 | | | ] | | | | I | |
0 3 6 9 12 15 18 21 24 27 30
Months

LOCEF, last observation carried forward; PD-L1, programmed cell death-ligand 1.

Data cut-off date: March 1, 2020 JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



KNO24

PDL1>50% Favor anti—PD(L)1

Overall Survival?

1004 Events, n HR
90/ N (%) (95% Cl)
80 Pembrolizumab 154 103 (66.9) 0.62
Median (95% CI) Chemotherapy® 151 123 (81.5) (0-48-0.81)
2 70 26.3 mo (18.3-40.4 mo) : :
5 13.4 mo (9.4-18.3 mo) : :
2 604
2
B 50
g 40
O 304
201
10+
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 a8 a4 35 33 28 26 13 3 0

aITT population.

sEffective crossover rate from chemotherapy to anti-PD-(L)1 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-[L]1 therapy outside of crossover; patients may have received >1 subsequent anti—-PD-[L]1 therapy). Data cutoff: June 1, 2020.

KNO42

OS

PD-L1 TPS =50%

Events, n (%)

HR (952 CI)

Pembrolizumab

Chemotherapy

100
90 -
80 -
70 -
60
S0 -
40 -
30
20—
10—

Overall Survival, %

219 (73) P
255 (85) (0.57—0.82)
31%
18%

Median
(95% CI1), mo

20.0 (15.9—24.2)
12.2 (10.4—14.6)

o T
o s

No. at risk
Pembro 299

300

190

Chemo 151

T T T T
12 18 24 30

36 42 48 S4 60 ©
Time, months
132 89 35 1 o
87 s2 21 o o

IMpower
110

OS:

100
904
804
704
60+

404
304
20
10

Overall Survival (%)

04

IMpower110

TC3or IC3WT

Arm B
Landmark Arm.&(atezu) (chemo)
n=107 _

n=298
6-mo 0S 76.3 701
(95% Cl), % (68.2, 84.4) (60.8, 79.4)
12-mo OS 64.9 50.6
(95% Cl), % (55.4, 74.4) (40.0, 61.3)

Median OS, 13.1 mo
(95% CI: 7.4, 16.5)

B0 T ===

HR,? 0.59 (95% CI: 0.40, 0.89); P = 0.0106"

Median follow-up,
15.7 mo (range, 0-35)

Median OS, 20.2 mo
(95% ClI: 16.5, NE)

No. at risk
Atezolizumab 107
Chemotherapy 98

EMPOWER
Lung 1

Probability of overall survival

No. at risk

2 4

94 85 80 66 61

6

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

Months

8 10 12

48 40 34 25 18 16 M1 7 6 5 2

89 75 65 50 40 33 28 19 12 9 7 6 4 3 3 3 1

PD-L1250% ITT

Cemiplimab 283
Chemotherapy 280

No. of Median OS (35% CI)
Patients mo
10- Cemuplimab 283 Notreached (95% Cl, 17 9-NE)
0'9 i Chemotherapy 280 14.2 (35% Cl, 11.2-17.5)
0' 84 HR, 0.57 (95% CI, 0.42-0.77); P=0.0002
0.7
0.6 1
05 = 1 ]
0.4 ! :
' :
23 12-mo OS (95% Cl), % : 24-mo OS (95% Cl), % Chemotherapy
0.2 724 (656-781) 504 (36.4-629) |
0.1- Vs 1 Vs |
’ 539 (462-611) | 271(137-425) !
0 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 3
Month
244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 0
196153 125 &7 57" M4 25 15 19 6 A 2 1 D

239



PFS (%)

Probability of OS

lhresholds < 3U% do not favor anti-FD(L)-1 above chemo

Nivolumab Chemotherapy

n=211 n=212
Median PFS, months 4.2 59
(95% CI) (3.0, 5.6) (5.4,6.9)
1-year PFS rate, % 23.6 23.2

HR =1.15 (95% CI: 0.91, 1.45), P = 0.2511

20 — ) Nivolumab
Chemotherapy
0 I I T I I I 1 1 T
0 3 6 9 12 15 18 21 24 27
« RO
CheckMate 026: 5% PD-L1
Durvalumab Chemotherapy
1.0 5 (n=163) (n=162)
Events, n (%) 108 (66.3) 128 (79.0)
0.8 - mOS, months (95% Cl) ~ 16.3(12.2-20.8)  12.9(10.5-15.0)
HR (97.54% Cl) 0.76 (0.564-1.019)
06 - p-value 0.036
- %
024 2.1%; ey
00 T T T T T T T T T T T 1

MYSTIC: 25% PD-L1

08, %

c3885833888

Overall Survival (%)

1004

80 A
701
60 4
50 A
40 4
30
20
10 4

34.6%
26.5%

Events HR (95% Cl)

Pembrolizumab | 214 (63.3%) 0.92

Chemotherapy | 239 (70.9%) |  (0.77-1.11)

Median (95% Cl)

Mjl_n.i__u

13.4 mo (10.7-18.2)
12.1 mo (11.0-14.0)

T

0 6 12 18

KEYNOTE-042:

Median OS, 14.1 mo

(95% Cl: 11.0, 16.6)

2% 30

36 )

PD-L1 1-49%

Arm A (atezo) | Arm B (chemo)
Lananmee n =277 n=277
6-mo OS 76.2 75.7
(95% Cl), % (711, 81.3) (70.5, 80.9)
12-mo OS 57.6 54.3
(95% Cl), % (51.2, 64.0) (47.7, 60.8)

Median OS, 17.5 mo

(95% Cl: 12.8, 23.1)

_

HR,2 0.83 (95% Cl: 0.65, 1.07); P = 0.1481>°

Median follow-up,
13.4 mo (range, 0-35)
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Overall Survival PDL1>50% or TC3+IC3

Smoking status

Keynote024

Smaking- status
Current (n = B5)

0.81(0.41 to 1.60)

Eormer (n = 216) —i— 0RO (041ta 0 8F)
Never (n = 24) —i 0.90 (0.11 to 7.59)
Keynote042
Smoking status
Never 73M31 —— 1-10 (0-69-1-75)
Farmer 208035 —— U-ol (U-45-U-aU)
Current TaM116 & 071 (0-43-1-18)
IMpowerll0
Never used tobacco 24 (11.7) : : | 1.83 (0.63, 5.31)
Current tobacco user 49 (£3.9) . | U.30 (U714, U.gg)
Previous tobacco user 132 (64.4) —— 0.60 (0.36, 1.00)




Overall Survival PDL1>50% or TC3+IC3

Female

Keynote024
Sex
Male (n = 187}
Female (n = 118)
Keynote042
Sex
Male 248/415
Female 108/184
IMpowerll0
Male 143 (69.8)
Female 62 (30.2)

0.54 (0.26 to 0.79)
0.95 (0.56 to 1.62)

068 (0-53-0-88)
0-78 (0-53-1-15)

0.57 (0.35, 0.93)
0.69 (0.34, 1.39)



CheckmateQ57
Treatment effects on OS

Subgroup No. of Patients Unstratified Hazard Ratio (95% Cl)
Overall 582 —— 0.75 (0.62—0.91)
Previous use of maintenance therapy X
Yes 233 e 0.80 (0.58-1.10)
No 349 — | 0.73 (0.57-0.93)
Line of therapy i
Second line 515 — 0.69 (0.56-0.85)
Third line 66 L. 1.34 (0.73-2.43)
Age :
<65 yr 339 —— 0.81 (0.62-1.04)
=65 to <75 yr 200 —_— 0.63 (0.45-0.89)
=75 yr 43 - 0.90 (0.43-1.87)
Sex i
Male 319 —— 0.73 (0.56-0.96)
Femnale 263 —— 0.78 (0.58-1.04)
ECOG performance-status score E
0 179 — ! 0.64 (0.44-0.93)
1 402 —e— 0.80 (0.63-1.00)
Smoking status .
Current or former smoker 458 — E 0.70 (0.56—0.86)
Never smoked 118 —_— 1.02 (0.64-1.61)
EGFK mutation status E
Positive 82 — - 1.18 (0.69-2.00)
Not detected 340 — 0.66 (0.51-0.86)
Not reported 160 —_— 0.74 (0.51-1.06)
KRAS mutation status E
Positive 62 - : 0.52 (0.29-0.95)
Not detected 123 — 0.98 (0.66-1.48)
Not reported 397 —— 0.74 (0.58-0.94)
025 050 100 200 400
Nivolumab Better Docetaxel Better

N ENGL) MED 373;17



Outcomes in Patients with Advanced Non-Small Cell Lung Cancer (NSCLC) and High PD-L1

Expression Treated with Immune Checkpoint Inhibitor (ICl) Monotherapy: An FDA Pooled Analysis

Abstract 307323
Progression-Free Survival by PD-L1 Category in 1L NSCLC
1.00 \
\
£ 075 :
o
©
o]
e
a 0.50-
©
2 '
» 0251 Hazard Ratio Estimate(s) : . e W
90-100 vs. 50-89: 0.78 (0.66, 0.92) '\H‘—"»—\__
Median PFS (months)
— 90-100: 8.3 months (95% CI:F. 10.31)
0.00 1 50-89: 5.4 months (95% ClI: [4.2, 6.4]
0 4 8 12 16 20 24 28
Time (months)
= Number at risk (number of events)
L))
E j468 (0) 254 (191) 163(264) 105(298) 61(314) 30(324) 18(330) 3 (333)
©90-100{405(0)  258(132) 190(187) 118(224) 63(242) 34 (251) 16 (254) 8 (256)
- 0 4 8 12 16 20 24 28
Time

ASCO 2020
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Overall Survival by PD-L1 Category in 1L NSCLC

Hazard Ratio Estimate(s)
90-100 vs. S0-89: 0.74 (0.61, 0.9)

Median OS (months)
— 90-100: 22.8 months (95% CI: [17.9, 28.4])
—— 50-89: 16.4 months (95% CI: [14.6, 19.6))
0 4 8 12 16 20 24 28
Time (months)

Number at risk (number of events)
j 468 (0) 379 (85) 297 (149) 231(188) 170(214) 104 (235) 59 (250) 31 (255)
405(0)  342(60) 302(91) 242(124) 175(153) 117 (172) 74 (179) 42 (184)
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Immunotherapy+Chemotherapy in
First Line



J Gray. WCLC Jan 2021

KEYNOTE-189 Study Design

Key Eligibility Criteria Pembrolizumab 200 mg Pembrolizumab

Second-Course
Pembrolizumab®

Pembrolizumab
. Untreated stage IV +Pemetrexed 500 mg/m? 200 mg Q3W for 200 mg Q3W

nonsquamous NSCLC +Carboplatin AUC 5 or up to 31 cycles
Cisplatin 75 mg/m2 Q3W +Pemetrexed 500

No sensitizing EGFR for up to 4 cycles mg/m2 Q3W
or ALK alteration R (2:1)7

ECOGPS0or1 N =616

Provision of a sample
for PD-L1 assessment Placebo + Pemetrexed Placebo for up to

500 mg/m?2 + Carboplatin 31 cycles +
N = 206 AUC 5 or Cisplatin 75 Pemetrexed 500
mg/m2 Q3W for 4 cycles mg/m2 Q3W

17 cycles
(1 year)

Crossover
Pembrolizumab®

Pembrolizumab
200 mg Q3W

No symptomatic brain
metastases

35 cycles
(2 years)

No pneumonitis

;f;',”,;,{,;"f =S Dual primary endpoints: OS5 and PFS * |n the placebo + chemo arm:

(RECIST v1.1, independent central review) _ 117 patients (57%) received
Secondary endpoints: ORR, DOR and safety subsequent anti-PD-(L)1 therapy,
Exploratory endpoint: PFS2 including on-study crossover

PF52 defined as time from randomization to investigator-assessed disease progression that led to cessation of second-line therapy, start of third-line therapy, or death. *Handomization
was stratified by: PD-L1 expression (TPS 21% vs <1%), platinum chemotherapy (cisplatin vs carboplating, and smoking status (never vs former/current). ®Patients who had S0 or better
after completing 35 cycles of pembrolizumab or had stopped ftrial treatment after achieving CR and received =8 cycles oftreatment, but then experienced PD, could receive second-
course pembrolizumab  for 17 cycles (~1 year) if they had received no new anticancer therapy since the last dose of pembrolizumab. =Patients could cross over to pembrolizumab
monotherapy after PD per RECIST w1.1 by blinded independent central review.



Baseline Characteristics

J Gray. WCLC Jan 2021

Pembro + Chemo

Placebo + Chemo

35 Cycles (2 Years) of
Pembrolizumab

Characteristic N=410 N = 206 N = 56
Age, y. median {range) b5 (34-84) 63.5 (34-64) bb.5 (42-82)
Male 254 (62.0) 109 (52.9) 33 (58.9)
ECOG P51 221 (53.9) 126 (61.2) 21 (37.5)
Current/former smoker 362 (86.3) 181 (87.9) 51 (91.1)
Brain metastases 73 (17.8) 35 (17.0) 6 (10.7)
PD-L1 TPS

=1% 127 (31.0) 63 (30.6) 6 (10.7)

=1% 260 (B3.4) 126 (b2.1) 47 (83.9)

Mot evaluable 23 (5.6) 15 (7.3) 3(5.4)
Platinum chemotherapy

Cisplatin 113 (27.6) h8 (26.2) 16 (26.6)

Carboplatin 297 (72.4) 148 (71.8) 40 (71.4)
Race

Asian 10 (2.4) g (3.9) 0

Black or African American 11 {2.7) 3({1.5) 0

White 387 (94.4) 194 (94.2) h5 (98.2)

Missing 2(0.5) 1(0.5) 1({1.8)

Data in table are n (%) unless otherwise noted. Data cuteff August 28, 2020.
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OS, ITT Population

0S5, %
a
1

Events, Median

% (95% CIl)
Pembro + chemo 74.4 22.0 mo (19.5-24.5)
Placebo + chemo 854  10.6 mo (8.7-13.6)

HR, 0.60 (95% CI, 0.50-0.72)

31.3%

Mo. at risk:

Pembro+ 410
chemo

Placebo + 206
chemo

Data cutoff: August 28, 2020.

347

149

12

283

18 24 30 36 42 48 54
Time, months

234 184 149 125 99 28 0

72 55 42 34 29 10 0
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OS by PD-L1 TPS

PD-L1 TPS =50% PD-L1 TPS 1-49% PD-L1 TPS <1%
Events, Median, mo Events, Median, mo Events, Median, mo
% (95% CI) % (95% Cl) % (95% ClI)
Pembro + chemo 63.6 27.7 (20.4-38.2) Pembro + chemo 76.6 21.8 (17.7-25.6) Pembro + chemo 81.1 17.2 (13.8-22.8)
Placebo + chemo 729 10.1 (7.5-22.0) Placebo + chemo 89.7 12.1 (8.7-19.4) Placebo + chemo 92.1 10.2 (7.0-13.5)
100 . 100 s 100 -
90 = HR (95% CI), 0.71 (0.50-1.00) 90 = HR (95% CI), 0.66 (0.47-0.93) 90 = HR (95% Cl), 0.52 (0.37-0.72)
80= . 80~ 80~ .
70 = 70 . 70~ .
- - o 0° - .
= o = % o = :
.y 50 = vy S50+ vy S50=
O 40= o 40 = . o 40 = .
30 30 : 30 .
10= . 10= : 10 -
0 Pr————————— 0 T T T 0 ™rTrTrTTrTTTTT T
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk: Time, months Time, months Time, months
Pembro + 132 85 56 0 128 74 35 0 127 61 29 0
chemo
Placebo + 70 30 21 0 58 22 9 0 63 15 3 0
chemo

Data cutoff: August 28, 2020.
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PFS,2ITT Population

Events, Median
%o (85% CI)
Pembro + chemo 87.8 9.0 mo (8.1=10.4)

_Placebo + chemo 96.6 4.9 mo (4.7-5.5)

100

HR, 0.50 (95% CI, 0.41-0.59)

* FF FEFEEFEFREFREEDSR

39_ &0 - 22 6% 11.8%
- . 4.4% s 1.3%
m su- .......................................... : ....................... :. ..................................
LL . p
Q- a0- : ;
30- : :
20+ : :
- 1 s
10- . e N BT TH TEENTEE ||
: , .
0 I I r ; ;“‘* I I 1
0 B 12 18 24 30 36 42 48 54
No. at risk: Time, months
Pembro + 410 272 156 113 BE 57 41 25 9 1]
chemo
Flacebo + 206 83 .7 | 15 B G 1 0 1] L1
chemo

*Based on blinded independent central review per RECIST v1.1.
Data cutoff: August 28, 2020.
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PFS2by PD-L1 TPS

PD-L1 TPS =50% PD-L1 TPS 1-49% PD-L1 TPS <1%
Events, Median, mo Events, Median, mo Events, Median, mo
% (95% CI) % (95% CI) % (95% ClI)
Pembro + chemo 80.3 11.1 (9.1-16.4) Pembro + chemo 89.8 9.4 (8.1-13.8) Pembro + chemo 93.7 6.2 (4.9-8.3)
Placebo + chemo  95.7 4.8 (3.1-6.2) Placebo + chemo 94.8 4.9 (4.7-8.8) Placebo + chemo 98.4 5.1 (4.5-6.8)

100 . 100 . 100 .
90 =~ HR (95% CI), 0.36 50.26—0.49) 90 = HR (95% CI), 0.54 (0.39-0.76) 90 ~ HR (95% CI), 0.68 .(0.49-0.93)
80 = ‘ 80 = < 80 = ;
70~ = 70~ . 70~ »
s 60= : e 60- : 10.3% e 60- : 4.8%
» 50= . vy 50 . w 50= :
. s (TR 9 (T 5
8 40 . o 40+ . 0. 40- .
30- : 30 : 30= :
20= 20~ 5 20 =
10= 10™ . 10 = l ~
o Ml
0 | B N B | 0 I 1T 17T O e S —— ———
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 48 54
No. at risk: Time, months Time, months Time, months
Pembro + 132 47 22 0 128 39 12 0 127 23 4 0
chemo
Placebo + 70 6 1 0 58 5 0 0 63 4 0 0
chemo

*Based on blinded independent central review per RECIST v1.1.
Data cutoff: August 28, 2020.
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ORR and DOR?

100- All Patients TPS =50% TPS 1%—49% TPS <1%
90+
80- 62.1%
70- 50.0%
2 60+ 48.3%
o | o
x 50 33.1%
© 40
30+
20-
10+
D_
Pembro + Placebo + Pembro + Placebo + Pembro + Placebo + Pembro + Placebo +
Chemo Chemo Chemo Chemo Chemo Chemo Chemo Chemo
(N=410) (N=206) (N=132) (N=70) (N=128) (N=58) (N=127) (N=63)
Median DOR, 12.8 7.1 15.1 7.1 13.8 7.8 10.8 7.8
(range) (1.1+t0 48.7+) (2.4t031.5) (1.2+t048.5+) (3.41t031.5) (2.1+1048.7+) (2.41t031.04) (1.1+t041.4+) (4.1t0 28.3+)

*Based on blinded independent central review per RECIST v1.1. "+" indicates there is no progressive disease by the time of last disease assessment.
Data cutoff: August 28, 2020.



|O Alone or Chemotherapy Combo in

Overall Survival?

100 Events,n ~ HR

N e
Pembrolzumab 184 103(89) g
Chemotherape 151 123(gt5) (L46-080)

%

80
Median (95% CI

26.3 mo (18.3-40.4 mo)
134 mo (9.4-18.3 mo)

Yo
—a
=

Owverall Survival,
en
=

Jrrrrrr TTTTTT TTTTTT TTTTTT TTTTTT T T T T T T TTTTTT 1

0 6 22 % ¥ N ¥ & & M o & 70

Time, months
No. atrisk
Pembrolizumab 154 121 106 8 (] ] 66 f2 5 5 il 0 0
Chemotherapy 151 108 Ll i L] U k] B i) % 13 3 0
41T population.
Efictive crossover rate from chemotherapy to anti-PO-(L)1 therapy, 66.0% (39 patients in total crossed over to anti-PD-{L] therapy: 83 patits crossed over to pembrolizumab during
the study, and 16 patients received subsequent anti-PD-{L] therapy outside of crossover; patients may have received >1 subsequent ant-PD-{L]1 therapy). Data cutoff: June 1, 2020.

KNO024

PD-L1 TPS 250%

Events, n (%) HR (95% CI)
Pembrolizumab 219(73) 0.68
Chemotherapy 255 (85) (0.57-0.82)
- :31%
90+ 18%
80~ :
X Median
;f‘ 704 (95% CI), mo
2 60
c 20.0 (15.9-24.2)
q:, 504
= 12.2 (10.4—14.6)
= 404
S
o 304
O 20+
10+
o 1 1) 1 1 L) ; L) L} L) L} L}
0 6 12 18 24 30 36 42 48 54 60 6
Time, months
No. at risk

Pembro 299 190 132 89 35 1
Chemo 300 151 87 52 21 0 0

KNO42

PDL1>50%

PD-L1 TPS =250%

Events, Median, mo
% (95% CI)
Pembro + chemo 63.6 27.7 (20.4-38.2)
Placebo + chemo  72.9 10.1 (7.5-22.0)

100 .
90 HR (95% Cl), 0.71 (0.50-1.00)
80~ .
70= X
# 0 :
v 50+ :
O 40~
30=- .
20+ .
10~ .
0 T T T T T T
0 6 12 18 24 30 36 42 48 54
o, atilslc Time, months
Pembro + 132 85 56 0
chemo
Placebo + 70 30 21 0
chemo
KN189
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Immunotherapy alone or with chemotherapy in
advanced NSCLC?

Utility of clinical factors and blood-based host
immune profiling

Wallace Akerley

Huntsman Cancer Institute
Salt Lake City, UT, USA

Wallace Akerley — Huntsman Cancer Institute, Salt Lake City, UT, USA JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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Current preferred first-line therapies: [ Advanced NSCLC } { Genotype ]
PD-L1 >50% PD-L1 >1-49%) PD-L1 <1%
SOC Pembrolizumab Pembrolizumab+Chemo Pembrolizumab+Chemo

INSIGHT observational trial (NCT03289780):

*  Currently >3700 subjects enrolled across 35 sites in the US (goal n=5000)
* NSCLC of all stages, all histologies, all lines of therapies, all ECOG PS eligible; up to 3-year follow-up

* Host Immune Profiling:

* Clinically validated, blood-based proteomic classifier that utilizes mass spectrometry and machine learning algorithm
to designate labels: HIC-Hot or HIC-Cold

* HIC-Cold: chronic inflammatory disease state associated with poor prognosis

Wallace Akerley — Huntsman Cancer Institute, Salt Lake City, UT, USA JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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ICI+Chemo
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OVERALL SURVIVAL (%)

OVERALL SURVIVAL (%)

50+

50

0

fr — — — — — — —

PD-L1

HR: 1.32 (p=0.449)

== >50%, n=74

||
||
I
||
—— <50%, n=12 ||

0 3 6 9

=~ >50%, n=39

T T T T T 1

12 15 18
TIME (MONTHS)

HR: 2.02 (p=0.028)

—— <50%, n=59

0

3 6 9 12 15 18
TIME (MONTHS)

OVERALL SURVIVAL (%)

OVERALL SURVIVAL (%)

50+

50

0

2020 World Conference
onh Lung Cancer Singapore

ECOG

HR: 2.10 (p=0.011)

-~ PS0-1, n=62 |

—— PS 2+,n=24 I
T T T T I 1
0 3 6 9 12 15 18
TIME (MONTHS)

- PS0-1,n=81

HR: 1.42 (p=0.326)

l
l
l |
[
[

—— PS 2+, n=17

0

3 6 9 12
TIME (MONTHS)

OVERALL SURVIVAL (%)

OVERALL SURVIVAL (%)

wclc2020:1ASLC.com | #WCLC20

CONQUERING .THORACIC CANCERS WORLDWIDE

HIC
100
HR: 2.61 (p<0.001)
50— e e
| I
| I
I }
—— Hot, n=56 I
—— told, n=30 |
0 T T T T T ]
0 3 6 9 12 15 18
TIME (MONTHS)
100-
HR: 1.76 (p=0.053)
0+———————fa——————
|
|
| |
—— Hot, n=65 | |
—— Cold,n=33 | |
0 | T T T T 1

o 3 6 9 12
TIME (MONTHS)

Wallace Akerley — Huntsman Cancer Institute, Salt Lake City, UT, USA

JANUARY 28-31,

2021 | WORLDWIDE VIRTUAL EVENT
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Combining blood-based Host Immune Profiling, PD-L1 and clinical factors might provide

better prediction of response to ICl treatments and could guide treatment selection.

Proposed addition to treatment algorithm:

{ Advancgd NSCLC } +[ Genotype ]
[ PD-L1 250% | PD-L1 21-49%) [ PD-L1<1% |

I I I

HIC-Hot Pembrolizumab L O Pembrolizumab+Chemo

- Pembrolizumab+Chemo

HIC-Cold Pembrolizumab+Chemo Pembrolizumab+Chemo Pembrolizumab+Chemo

Wallace Akerley — Huntsman Cancer Institute, Salt Lake City, UT, USA JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



IMpowerl50: A randomised, phase lll global trial

/ Stage IV or \

recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive?
Tumour tissue available
for biomarker testing
Any PD-L1 IHC status

Stratification factors:

* Sex

* PD-L1 IHC expression
* Liver metastases

Carboplatin® + Paclitaxeld

\ N=1202 /

The principal question is to assess whether the addition of atezolizumab to Arm C provides clinical benefit

Maintenance therapy
(no crossover permitted)

Arm A

Atezolizumab® +
Carboplatin® + Paclitaxeld

4 or 6 cycles

Atezolizumab?®

Arm B

Atezolizumab® + Atezolizumab?®

Carboplatin® + Paclitaxeld +

+ Bevacizumab®© Bevacizumab®

4 or 6 cycles

Arm C (control

i e
+ Bevacizumabé Bevacizumab

4 or 6 cycles

(

\_

Atezolizumab
treatment
until PD
or loss of

Bevacizumab
treatment
until PD

\

clinical benefit

J

Survival follow-up

58



IMpowerl50: OS in the ITT-WT population

a,b,c

Arm B (atezo + bev + CP) vs Arm C (bev + CP)

100 4
90 4
80
70
60 1

2018 ASCO

50
40 4
30 1
20 1
10 4
04

(F/U 20 mths)

Overall Survival (%)

Median, 14.7 mo
(95% CI: 13.3, 16.9)

(95% CI: 17.0, 23.8)

P=0.02

Median follow-up: ~20 mo
(Second interim analysis)

No. at Risk
Atezo+Bev+CP
Bev+CP

100 -
90 +
80 4
70
60 -
50

T T T T T T T
01234567

T
8 91

Time (mcntiis)

T T T T T T T T T T T T T T T T T T T T T T T T
0111213141516 1718192021222324 252627 282930313233 34

350 339 328 323 314 310 296 284 273 264 256 250 235 218 188 167 147 133 119 103 84 66 57 41 34 28 16 9 2 2 2

337 326 315 308 287 280 268 255 247 233 216 203 196 174 152 129 115 101 &7

2020 AACR

(F/U 39.8 mths)

40
30-
20 -
10

Overall Survival (%)

04

Median, 14.7 mo

77 66 56 40 32 20 2 13

Median, 19.5 mo

—— Am B: alezo + bev + CP
—— Am C: bev + CP

HR=0.80 (95% CI: 0.67, 0.95)
P=0.01
edian follow-up: 3Y.8' mo

(Updated OS analysis)

No. at Risk

ABCP
BCP

(95% CI: 12.9, 17.1)
T T T T T

0 3 6 9 12

359 325 298 266 236 210
160

338 309 269 234 197

T

15

18

189
139

(95% CI: 17.0, 22.2)
T T

21

T

24 27

T T T T

30 33 3® 3

Time (months)

163
122

147 127
104 94

113
80 71

95 71
55

50
39

aITT-WT population excluded patients with EGFR or ALK genetic alterations. °Stratified analysis.
cOS for Arm B vs C was considered final at the second interim analysis, updated data is for descriptive purposes only.

42 45 48 51 54

27 10 1
2 N 1 1

Arm A (atezo + CP) vs Arm C (bev + CP)

100 4 —— Atezo+CP
90 4 —+— Bev+CP
)
\ —
g o HR®, 0.88
g 01 (95% CI: 0.72, 1.08)
E 60 4 P=0.2041
a 50 Sttt Median follow-up: ~20 mo
= 40 !
© |
30 4 |
] |
6 20 4 :
101 Median, 14.7 mo i Median, 19.4 mo
04 (95% Cl: 13.3, 16.9) i (95% CI: 15.7, 21.3)
012345678 910111213141516171819202122232425262728293031323334
Time (montns)
No. at Risk
Atezo+CP 349 339 331 319 307 294 284 266 255 244 234 227 221 203 180 153 131 115 100 @1 77 60 46 33 23 18 9 5 3
Bev+CP 337 326 315 308 287 280 268 255 247 233 216 203 196 174 152 129 115101 87 77 66 56 40 32 29 22 13 6 3 1 1
100 4
90 -
3 807
= 70
[
% 60 - HR=0.84 (95% CI: 0.71, 1.00)
S 50 P=0.05
w Median follow-up: 39.3 mo
= 401 (Final OS analysis)
o 304
>
o 204
104 Median, 14.7 mo Median, 19.0 mo
0- (95% Cl: 12.9, 17.1) (95% Cl: 15.7, 21.5)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
. Time (months)
No. at Risk
ACP 350 321 286 245 222 198 176 157 143 125 114 90 64 47 20 6 2
BCP 338 309 269 234 197 160 139 122 104 94 80 71 55 39 22 11 1 1

Socinski et al. NEJM 2018. Socinski et al. ASCO 2018 (9002)

Soc

inski et al. AACR 2020 (CT216)



Impower 150: Exceptional High Response Rate with
Atezolizumab+Beva+Chemo

80 - ITT-WT PR : PD-L1-High : PD-L1-Low | PD-L1-Negative
| TC3 orIC3 | TC1/2 or IC1/2 | TCO and ICO
701 ORR: 64% WCR| | |
s 607 : l :
o 50 - ORR: 48% ! | 58% !
g 1 1 1
e 407 : : :
@ 30 : | :
& 20 A : : :
CR/PR: i | | i
10 1 4%/60% ﬁff:ﬁ; : | l
0 [ oo | | |
| | |
Arm B: Arm C: | | |
atezo + bev + CP bev + CP ! ! !
, . g ! ArmC ' ArmA Arm B Arm C A A Arm B Arm C
Median DOR g , 4 424 gv) 5.7 (0.0°-22.1) : : :
(range), mo bo122 | 221 70 ' 83 104 69 ! 76 8.2 5.5
| (1.9-26.0)(2.8-29.0)(1.5-22.1) | (2.8-24.5)(2.7-24.3)(2.8-23.1) | (1.9-24.9)(2.0-24.6)(2.0-16.6)

ReckM, et al. ESMO 2017
Mark A. Socinski et al, ASCO 2018



Efficacy in patients with
baseline liver metastases



Arm B (atezo + bev + CP) vs Arm C (bev + CP) Arm A (atezo + CP) vs Arm C (bev + CP)

1004 100
90— 90
80- HR=0.52 (95% CI: 0.33, 0.82) B0 HR=0.87 (95% CI: 0.57, 1.32)

(Second interim OS analysis)

g =)
w
% 60 Median, 13.3 mo .E
95% CI: 11.6, 26.1 B
5 - ( ) a 50 1
2019 ASCO 3 « | | T 1
HES | | 2 - |
| | 1
20- | | 2 i
- H 1
10+ Median, 9.4 mo | | — 10+ Median, 8.9 mo || Median, 9.4 mo
o {95% CI: 7.9, 11.7) | | o {95% CI: 65, 12.6) || (95% CI: 7.9, 11.7)
o 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 B 10 12 14 16 18 20 22 24 25 28 30 32 34
No. at risk Months Mo. at risk Months
ABCP 52 48 44 41 a7 3B 30 e} 10 13 10 5 3 1 ACP 53 48 44 3E EL 24 20 14 1 E T 5 2 1 1
BCP &7 51 43 ar 34 24 20 18 10 7 4 1 1 1 BCP 57 51 43 ar E 24 20 16 10 7 4 1 1 1
100
1004 90 4
90 - S 80+
[-)
T 809 E 70 1 HR=1.01 (95% CI: 0.68, 1.51)
5 707 HR2=0.67 (95% CI: 0.45, 1.02) 2 60 Minimum follow-up: 32.4 mo
2 B0+ Minimum follow-up: 32.4 mo E 50 - (Updated OS analysis
€ s (Updated OS analysis) 2 0l
n ™
B 40' k= -
2020 AACR g g
g 30 4 O 20-
(F/U 39.8 mths) O 204 10 1 Median, 7.7 mo Median, 9.1 mo
10 { Median, 9.1 mo Median, 13.2 mo 0 95% CI: 6.5, 12.3) (95% CI: 7.9, 11.0)
5 95%CL79.1 (85% C1: 1.6, 22.3) —_— —_— —_—
b T T T T T T T T T T T T T T T T T T T D 3 s g 12 15 18 21 24 2? 30 33 36 39 42 45 48 51 54
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Time (months)
) Time (months) No. at Risk
No. at Risk ACP 52 44 35 24 19 12 11 10 7 7 6 6 5 3 3 1 1
Atezo+Bev+CP 52 46 42 38 30 23 21 20 18 12 & 7 5 4 2 BCP 57 50 38 30 20 12 10 9 9 9 7 7 6 3 1 1
Bev+CP 57 50 38 30 20 12 10 9 9 9 7 7 & 3 1 1

Socinski et al. ASCO 2019 (9012). Reck et al. Lancet Respir Med 2019
Socinski et al. AACR 2020 (CT216)



IMpower150: Confirmed ORR and DOR in patients with liver

metastases

80% - PR

[ Arm A: atezo + CP

70% - 1 Arm B: atezo + bev + CP
] Arm C: bev + CP

S

% 60.8%

T 60%

a4

D 50%

S 41.1%

% 40%

(O]

X 30%

O]

>

= 20%

2,

8 10%

0%
Arm A Arm B Arm C
(atezo + (atezo + (bev + CP)
CP) bev + CP)

Data cut-off: 22 January, 2018.
20bjective response was defined as a confirmed complete response or partial
response, as ascertained by the investigator according to RECIST, 1.1.

ArmA ArmB ArmC
(atezo + CP) (atezo + bev (bev + CP)
+CP)
Number of patients, n 52 51 56

ORR, n (%)
(95% Cl)

CR

PR

SD

PD

Median DOR, mo (95% Cl)

Ongoing responses at
cut-off, n (%)

14 (26.9%)
(15.6, 41.0)

0

14 (26.9%)
(15.6, 41.0)

21 (40.4%)
(27.0, 54.9)

11 (21.2%)
(11.1, 34.7)

5.6 (2.0, 19.0)

2 (14.0%)

31 (60.8%)
(46.1,74.2)

0

31 (60.8%)
(46.1,74.2)

9 (17.6%)
(8.4,30.9)

3 (5.9%)
(1.2, 16.2)

10.7 (2.8, 24.8)

8 (25.8%)

23 (41.1%)
(28.1, 55.0)

0

23 (41.1%)
(28.1, 55.0)

16 (28.6%)
(17.3, 42.2)

10 (17.9%)
(8.9, 30.4)

4.6(2.8,22.1)

Reck et al. Lancet Respir Med 2019

63



Efficacy in patients with
EGFR+/ALK+ disease



Arm B (atezo + bev + CP) vs Arm C (bev + CP)

Subgroup

EGFR Mutation

Sensitising
EGFR Mutation?

Received
Prior TKI Therapy

Median PFS, mo

Mpowerl50: investigator-assessed PFS in EGFR+
natient subgroups (updated PFS analysis)

Arm A (atezo + CP) vs Arm C (bev + CP)

Median PFS, mo
n (%) HR (95% Cl) ABCP BCP n (%) HR (95% Cl) ACP BCP
0.61 1.14
0 — — 0 — —
79 (100%) < (0.36-1.03) 10.2 6.9 90 (100%) 2 (0.73-1.78) 6.9 6.9
0.41 1.01
0 —_ _— 0 — —
58 (73%) ¢ (0.23-0.75) 10.3 6.1 65 (72%) ¢ (0.61-1.70) 6.0 6.1
0.42 1.24
0, — — Y — —
50 (63%) L 4 ©022-080) 97 61 56 (62%) ¢ 072215 7 61
ofo oiz 1i0 2io oiz 1.0 zio

Hazard RatioP R
In favour of BCI5

<&
<«

In favour of ABCP

Hazard RatioP

) In favour of ACP

In favour of BCI5

The addition of atezolizumab to bevacizumab and chemotherapy showed a PFS benefit across EGFR-
mutated patient subgroups, including those with sensitizing mutations and who have received prior TKI
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IMpowerl50: OS in EGFR+ patient subgroups
(second interim OS analysis)

Arm B (atezo + bev + CP) vs Arm C (bev + CP) Arm A (atezo + CP) vs Arm C (bev + CP)
Median OS, mo Median OS, mo
Subgroup n (%) HR (95% CI) ABCP BCP n (%) HR (95% CI) ACP BCP
EGFR Mutation 79 (100%) — 061 NE 187 90 (100%) — @— 09 214 187
(0.29-1.28) ' (0.51-1.68) ' '
Sensitising 0.31 0.90
) 73%) ¢ | NE 17.5 72%) —@— 21.2 175
EGFR Mutation? °8 (73%) ¢ (0.11-0.83) 65 (72%) @ (047_1.74)
Received 0.39 1.05
i 50 (63% : : NE 17.5 56 (62% —p— 140 175
Prior TKI Therapy (63%) 4 (0.14-1.07) (62%) 14 (0.53-2.09)
OjO 0i2 1.0 2i0 OiO 0i2 1.6 2i0
) Hazard Ratio® | ) Hazard Ratio® |
In favour of ABCP In favour of BCP In favour of ACP In favour of BCP

The addition of atezolizumab to bevacizumab and chemotherapy showed
an OS benefit across all EGFR-mutated patient subgroups



IMpower150: Updated OS in patients with sensitising EGFR

mutations

Arm B (atezo + bev + CP) vs Arm C (bev + CP)

100
%0+ HR=0.60 (95% CI: 0.31, 1.14)
g 7 Minimum follow-up: 32.4 mo
3 ;2 (Updated OS analysis)
£ s
w
= 40+
o
g 30 A _|_._| I
6 20
10 - Median, 18.1 mo Median, 29.4 mo
. (95% Cl: 11.7, 27.8) (95% Cl: 24.9, NE)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
. Time (months)
No. at Risk
ABCP 26 26 26 23 21 19 18 17 17 14 10 10 7 5 2 2
BCP 32 31 27 25 21 18 16 13 13 12 10 9 7

100
90
80+
701
60
50
40 1
30
20
10+

Overall Survival (%)

No. at Risk

Arm A (atezo + CP) vs Arm C (bev + CP)

Median, 18.1 mo

HR=1.00 (95% CI: 0.57, 1.74)
Minimum follow-up: 32.4 mo
(Updated OS analysis)

L

T

0

(95% CI: 11.7, 27.8)

3

T T T T

6 9 12 15 1

ACP 33 31 31 29 25 19 1

BCP 32 31

27 25 21 18 1

T T T T T T T T

8 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)

7 15 12 11 10 8 8 & 3 1 1
6 13 13 12 10 9 7 4 4 1

At this updated analysis with almost 20 months’ longer follow-up, in the EGFR sensitising subgroup the median
OS was reached for Arm B vs C, showing a continued clear separation of curves and OS benefit with the
addition of atezolizumab to bevacizumab + chemotherapy. No benefit was observed between Arm A vs C

Data cut-off: 13 September, 2019.

OS for Arm B versus C was considered final at the second interim analysis, updated

data is for descriptive purposes only.

Socinski et al. AACR 2020 (CT216)



ORRa (%)

IMpowerl50: ORR in patients with EGFR+ NSCLC

(second interim OS analysis)

100%
80%
60%
40%
20%

0%

Arm A
(atezo +
CP)

/1%

Arm B
(atezo +
bev + CP)

Arm C
(bev + CP)

ArmA ArmB ArmC
(atezo + CP) (atezo + bev (bev + CP)
+ CP)
Number of patients, n 45 34 43
ORR, n (%) 16 (35.6) 24 (70.6) 18 (41.9)
(95% Cl) (21.9, 51.2) (52.5, 84.9) (27.0, 57.9)
1(2.2 2(5.9
- (2:2) (5.9) .
(0.1-11.8) (0.7-19.7)
o 15 (33.3) 22 (64.7) 18 (41.9)
(20.0, 49.0) (46.5, 80.3) (27.0, 57.9)
- 21 (46.7) 5(14.7) 19 (44.2)
(31.7,62.1) (5.0,31.1) (29.1, 60.1)
oD 6 (13.3) 2 (5.9) 3(7.0)
(5.1, 26.8) (0.7, 19.7) (1.5, 19.1)

Median DOR, mo (95% Cl)

Ongoing responses at
cut-off, n (%)

5.6 (2.6, 15.2)

3(18.8)

11.1 (2.8, 18.0)

9 (37.5)

4.7 (2.6, 13.5)

Mok et al. ESMO Asia 2018 (LBA9)
Reck et al. Lancet Respir Med 2019
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EGFR+/ALK+ subgroup data from other first-line atezolizumab
trials in NSCLC

Median OS, mo

Subgroup n (%) Atezo + bev + CP
ITT-WT 696 (87%) 078 ¢ 19.2 14.7
IMpower150" EGFR+ALK+ only 1042 (13%) — 2o = NE 17.5
ITT (including EGFRH+ALK+) 800 (100%) 0764 19.8 14.9
Subgroup n (%) Atezo + CnP
ITT-WT 679 (94%) O'k 18.6 13.9
IMpower1302 EGFR+/ALK+ only 44 (6%) , 0.98 o . 144 10.0
ITT (including EGFR+/ALK+) 723 (100%) 080 18.1 13.9
Analyses from IMpower130 further supports the role of anti-VEGF
therapy and CIT in patients with EGFR+/ALK+ NSCLC 1.0 20

iob
Data cut-off for IMpower150: 22 January, 2018. ) Hazard Ratio .
Data cut-off for IMpower130: 15 March, 2018. In favour of experimental arm In favour of control arm

a0ne patient had EGFR exon 19 deletion and also tested ALK positive per
central lab. bStratified HR for ITT populations, unstratified HRs for subgroups. Socinski et al. ASCO 2018 (9002); Cappuzzo et al. ESMO 2018 (LBA53)




Immunotherapy Combo



CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

NIVO + IPIP
Part 1a n = 396
PD-L1.
Key Eligibility Criteria > expression - ~
« 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 —————— e T e B SRR T e S e PFS in high TMB (> 10 mut/Mb)
+ No untreated CNS metastases NIVO + IPIb opulation!
Part 1b Por
* ECOG PS 0-1 + 0Sin PD-L1 > 1% population?
PD-L1
Stratified by SQ vs NSQ »{ expression . ’
<1%
N = 550 NIVO® + 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; :NCT02477826; ®NIVO (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; NIVO (240 mg Q2W); =NIVO (360 mg Q3W); ‘Both endpoints were met; results were previously reported. 5
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.

Presented By Benjamin Levy at TBD



CheckMate 227: 3-year update

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

Part 1a

NIVO + IPI

190 NIVO +IPI  NIVO  Chemo
(n=396) (n=396) (n=397)
Median OS, mo 17:1 15:7 14.9
o HR (vs chemo)  0.79 0.90
(95% Cl) (0.67-0.93) (0.77-1.06)
i 60 ] |
& :
v :
o .
40 :
| ; NIVO + IPI
20 - | i . omer—0 NIVO
: i 29% Chemo
| | 22% |
O | | | : | | | i | | | ; | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 H1
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 397 358 306 250 218 190 166 141 126 112 98 87 8 62 32 13 4 0

Database lock: February 28, 2020; minimum follow-up for 0S: 37.7 months.
Dosages were NIVO (3 mg/kg Q2W) +IPI (1 mg/ kg Q6W) and NIVO (240 mg Q2W). Amongbpatients who were alive at 3 years, subsequent systemic therapy was received by 35% in the NIVO + [Pl arm, 45% in
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.

Presented By Benjamin Levy at TBD



CheckMate 227: 3-year update

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

Part 1b
NIVO + IPI

100 4 NIVO + IPI NIVO + chemo Chemo __ Chemo
(n=187) (n=177) (n=186) NIVO + chemo
Median 0S, 17.2 15.2 12.2
80 mo
60% HR (vs 0.64 0.82
599 chemo) 0.51-0.81  0.66-1.03
60 ’ (95% Cl)
& 40%
v ! 35% 34%
© 44 i 20%
20 | e e , NIVO + IPI
| i WSS Chemo
! ; NIVO + chemo
0 | | | | | | | i | | | i | | | | |
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 3 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 4 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, subsecLuent stlstemic therapy was received by 49% in the NIVO + IPl arm, 8
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.

Presented By Benjamin Levy at TBD



CheckMate 227: 3-year update

Safety summary: NIVO + IPl, chemo, NIVO, NIVO + chemo

All randomized (PD-L1 2 1% and PD-L1 < 1%) PD-L1 2 1% PD-L1 < 1%

NIVO + IPI NIVO + chemo

(n =576) (n=172)
TRAE.2 % Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4
Any TRAE 77 33 82 36 66 20 92 56
TRAEs leading to
discontinuation of any 18 @ 9 5 12 7 14 8
component of the regimen

Treatment-related deathsP 1 1 <1 2

« With a minimum safety follow-up of 36.3 months, safety was consistent with the previous reports'2

Database lock: February 28, 2020. Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), NIVO (240 mg Q2W), and NIVO (360 mg Q3W) plus chemo. Maximum treatment duration for immunotherapy was 2 years.

2ncludes events reported between first dose and 30 days after last dose of study drug; *Treatment-related deaths in the NIVO + IPl arm (n = 8) were: pneumonitis (n = 4), shock, myocarditis, acute tubular

necrosis, and cardiac tamponade (n = 1 each); deaths in the chemo arm (n = 6) were: sepsis (n = 2), febrile neutropenia with sepsis, multiple brain infarctions, interstitial lung disease, and thrombocytopenia

(n =1 each); deathsin the NIVO arm (n = 2) were: pneumonitis, and critical neutropenia with sepsis (n = 1 each); deathsin the NIVO + chemo arm (n = 4) were: hypovolemic shock, pulmonary embolism,

respiratory failure, and pancytopenia (n = 1 each). 9
1. Hellmann MD, et al. N Engl J Med 2019;381(21):2020-2031; 2. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104.

Presented By Benjamin Levy at TBD



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

CheckMate 9LA study design?

Key Eligibility Criteria N =361 NIVO 360 mg Q3w + IPl 1 mg/kg Q6w
» Stage IV or recurrent NSCLC — +
* No prior systemic therapy N = 719 Chemod Q3w (2 cycles) Until disgase
* No sensitizing EGFR mutations progression,
or known ALK alterations 3_ unacceptable
toxicity
« ECOG PS 0-1 )
or for 2 years
- |_1Sbtrat:f9ifd by » Chemod Q3W (4 ccles) for immunotherapy
- < C > L 5
sex, and higtologyvi‘sa Vs )ﬁsQ) kL1l with optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
+ 0OS « 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; PDetermined 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;
dINSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; eHierarchically statistically tested.

Presented By Benjamin Levy at TBD



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

Primary endpoint (updated): Overall survival?

100 — NIVO + IPl + chemo  Chemo
(n =361) (n =358)
Median OS, mo 15.6 10.9
80 (95% ClI) (13.9-20.0) (9.5-12.6)
i HR (95% CI) 0.66 (0.55-0.80)
—~ 60 | :
& : :
wv : ’ NIVO + IPI + chemo
O 40 _ i i 4 oo S AR e B R A
i : Chemo
20 i |
O I : [ i [ I I I [ 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 + IP| + chemo arm and 32% of patients in the chemo arm

were censored. Subsequent systemic therapy was received by 31% of patients in the NIVO + IPI + 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 12
40% in the NIVO + IPI + chemo arm and 44% in the chemo arm; subsequent immunotherapy was received by 7% and 34%, and subsequent chemotherapy by 38% and 24%, respectively

Presented By Benjamin Levy at TBD



Overall survival by PD-L1 expression level

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

PD-L1 > 1%

100 - PD-L1 < 1% 100 -
82%
80 1 HR 0.62 (0.45-0.852) 80 . HR 0.64 (0.50-0.822)
_ . 74% |
& 607 : & 60 | NIVO + IPI + chemo
wn ' + chemo A ; S Samia o
O 40+ : O 40 : i
i E i E 8D Chemo
20 1 i i Chemo 20 ~ i E
0 T :I :I T T T T T ! 0 T t T } T T T T T ]
0 3 6 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Months Months
100 PD-L1 1-49% 100 - PD-L1 > 50%
84%
80 4 HR 0.61 (0.44-0.84%) 80 4 HR 0.66 (0.44-0.992)
! 70%
| 72% i
& 604 : I & 60+ o NIVO + IPI + chemo
= : ! NIVO + IPI + chemo o : MA A2
O 40 - : : e i e el o 40 e} : 51%:
: : : : BS=0 Chemo
20 ' : © Chemo 20 ! !
0 T i i T T T T 1 0 T : i I T T I T 1
0 3 6 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30

Minimum follow-up: 12.7 months.

a95% Cl.

Presented By Benjamin Levy at TBD
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Boyer KN538 WCLC 2020

Pembrolizumab Plus Ipilimumab vs
Pembrolizumab Plus Placebo as

1L Therapy For Metastatic NSCLC of
PD-L1 TPS 250%: KEYNOTE-598
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Boyer KN538 WCLC 2020

KEYNOTE-598 Study Design

Pembrolizumab 200 mg Q3W
for up to 35 doses

+
Ipilimumab 1 mglkg Q6W

for up to 18 doses

Key Eligibility Criteri
» Stage IV NSCLC

* No prior systemic therapy

+ ECOGPS0or1

* PD-L1 TPS 250%:2

* No targetable EGFR mutations or ALK
translocations®

Pembrolizumab 200 mg Q3W
for up to 35 doses

+
Saline Placebo Q6W

for up to 18 doses

* No known untreated CNS metastases
* 21 lesion measurable per RECIST v1.1

Stratification Factors End Points

- ECOGPS(0vs1) » Dual primary: OS and PFS per RECIST v1.1 by BICR

* Region (East Asia vs not East Asia) » Key secondary: ORR and DOR per RECIST v1.1 by BICR and
» Histology (squamous vs nonsgquamous) safety

sfsseszed centrally using the PO-L1 IHC 22C3 pharmb= assay (Agilent).
EPatients with ROST rearrangement were also excluded if ROS7 testing and treatment were locally approved and accessible.
KEYNOTE-592 ClinicalTrialz.gov identifier, NCT03302234. BICR, blinded independent central review.



Baseline Characteristics

Pembrolizumab-pilimumab

(N = 284)
Age, median (range), years 64 (35-85)
Men 202 (71.1%)
Enrolledin East Asia 32 (11.3%)
ECOGPS 1 183 (64.4%)
Former/current smoker 255(89.8%)
Histology
Squamous 77 (27.1%)
Nonsquamous 207 (72.9%)
Brain metastases 31(10.9%)

Data cutoffdate: Sep 1, 2020,

Boyer KN538 WCLC 2020

Pembrolizumab—Placebo
(N = 284)

65 (35-85)

191 (67.3%)
31 (10.9%)
180 (63.4%)
259(91.2%)

81 (28.5%)
203 (71.5%)
29 (10.2%)



Boyer KN538 WCLC 2020

Overall Survival Pts wi Median RMSTat RMSTat
Event (95% CI) 24 mo Max Time
100 Pembro-Ipi 48.2% 21.4mo (16.6-NR) 16.09 mo 18.76 mo
90 Pembro—Pbo 47.5% 21.9mo (18.0-NR) 1661 mo 19.32 mo
12-mo rate
80+ 63.6%
70 - 67.9%
‘55 60 -
g 30- ARTTHY TINIY
40+
30- HR, 1.08 (95% CI, 0.85-1.37); P=0.74
20 - RMST difference at 24 mo, -0.52?
0 RMST difference at max observation time, —0.562
D | | I I l I | | L] I | | L] l L] L] I L] | | I | | L] I | | L] l L] L] I
0 3 6 9 12 15 18 21 24 27 30 33
MNo. at risk Months
284 245 223 204 180 146 100 52 37 10 0 0
284 252 230 215 192 154 111 77 41 15 2 0

“Nonbinding futility criteria met.
Data cutoffdate: Sep 1, 2020.



Progression-Free Survival

100
904
80~
704
60+
504
40+
304
20~
10+

04—

PFS, %

41.3%
42.1%

12-mo rate

Boyer KN538 WCLC 2020

Pts w/

Event Median(95% CI)
Pembro-Ipi 66.2% 8.2 mo (6.0-10.5)
Pembro—Pbo 64.8°% 8.4 mo (6.3-10.5)

HR, 1.06 (95% CI, 0.86-1.30); P =0.72

0

MNo. at risk

284
284

189
198

Data cutoffdate: Sep 1, 2020.

146
157

M7
124

99
104

|
15

18

Months
65 36
75 43

21 24
19 9
20 11

=
==



OS and PFS in Subgroups
oS

PFS

Boyer KN538 WCLC 2020

No. of Deaths/ ) No. of Events/ )
Mo. of Participants Hazard Ratio (95% CI) Mo. of Participants Hazard Ratio (95% CI)

Overall 2721568 1.08 (0.85-1.37) Overall 3721568 1.06 (0.86-1.30)
Age Age

=G5 years 1317281 1.05(0.74-1.47) =G5 years 179/281 1.11 (0.83-1.49)

=65 years 1417287 1.10(0.79-1.53) =65 years 1937287 1.05 (0.79-1.29)
Sex Sex

falbe 190/393 0.97 {0.73-1.29) Male 2T0/393 1.02 (0.80-1.29)

Female 82174 1.29(0.84-1.99) Female 1021174 1.15(0.78-1.69)
ECQGPS ECOG performance-status score

] 871205 1.26 (0.83-1.92) 0 1317205 1.33(0.94-1.87)

1 185/363 0.98 (0.74-1.31) 1 2417363 0.94 (0.73-1.22)

East Asia 27083 0.60(0.28-1.30) East Asia 43083 0.76 (0.42-1.39)

Mot East Asia 245/505 1.14 {0.89-1.47) Mot East Asia 329/505 1.12 (0.90-1.29)
Tumaor histologic features Tumaor histologic features

Squamous 85/158 1.16 (0.76-1.78) Squamous 1121158 0.98 (0.68-142)

Monsguamous 187410 1.04(0.78-1.38) Monsguamous 260/410 1.12(0.88-1.43)
Baseline brain metastasis Baseline brain metastasis

es 25/60 0.79(0.36-175) s 33/60 0.78 (0391 57)

Mo 247/508 1.10(0.86-1.42) Mo 339/508 1.10 (0.89-1.37)

025 0.5 1.0 20 30 025 0.5 1.0 20 30
- - - -
Favors Favors Favors Favars
Pembro- Pembro- Pembro- Pembro-
Ipi Pho Ipi Pho

Only those subgroups for that accounted for 210% ofthe overall population are shown. Data cutoffdate: Sep 1, 2020,



Summary of Response

Pembro—Ipi Pembro—Pbo
N =284 N =284
ORR, % (95% ClI) 45.4% 45.4%
(39.5-51.4) (39.5-51.4)
Bestresponse, n (%)
CR 13 (4.6%) 8 (2.8%)
PR 116 (40.8%) 121(42.6%)
SD 70 (24.6%) 73 (25.7%)
PD 51(18.0%) 44 (15.5%)
NE? 6 (2.1%) 6(2.1%)
NAP 28 (9.9%) 32 (11.3%)

=1 post-baseline imaging assessment, but none evaluable per RECIST 1.1 by BICE.
ENo post-baseline imaging assessment.
Data cutoffdate: Sep 1, 2020.

Ongeoing Reponse, %

Boyer KN538 WCLC 2020

Duration of Response

Median (range)

100~ Pembro-Ipi 16.1 mo
90 (1.1+-26.0)
80 Pembro-Pbo 17.3 mo
7 L (2.0+-29.4+)
0
S
50
40~ 12-mo rate
_ 60.9%
30 65.8%
204
104
O+ T
0 3 &6 9 12 15 18 21 24 27 30 33
Months
MNo. at nisk
129 122 106 &8 61 37 21 13 4 0 0 0
129 127 111 89 63 44 26 12 T 1 0 0



Boyer KN538 WCLC 2020

Adverse Events and Exposure

MNo. of Patients (%) Treatment-Related AEs Immune-Mediated AEs and
Infusion Reactions?
Pembro—lpi Pembro—Pbo Pembro—Ipi Pembro—Pbo
(N = 282) (N = 281) (N = 282) (N = 281)
Any grade 215 (76.2%) 192 (68.3%) 126 (44.7%) 91 (32.4%)
Grade 3-5 99 (35.1%) 95 (19.6%) a7 (20.2%) 22 (7.6%)
Serious 78 (27 7%) 39 (13.9%) 54 (19.1%) 20(71%)
Led to death 7(2.5%) 0 6(2.1%) 0
Led to discontinuation®
Ipi or placebo only 17 (6.0%) 9(3.2%) 5(1.8%) 3(1.1%)
Both drugs 94 (19.1%) 21 (7.5%) 34 (12.1%) 12 (4.3%)

Median Treatment Exposure, Pembrolizumab-Ipilimumab vs Pembrolizumab-Placebo
» No. of cycles® 10vs 15

« Months on ipiimumab or placebo: 5.6 vs 8.8
« Months on pembrolizumab: 6.3 vs 9.7

“Events were considered regardless of atribution to treatment by the investigator. =Patients could discontinue ipilimumab/placebe and continue pembrolizumab; pembrolizumab
dizcontinuation reguired ipilimumabiplacebo discontinuation. =0One cycle = 3 weeks. Data cutoffdate: Sep 1, 2020



Efficacy data of Pembro-lpi and Nivo-lpi in KN598 and CM227

KN598 CM227 part
0S (o153

o] 21.2 mo
\\‘“““%\\E 31 fg ﬂé’ \\* 18.1 mo
0S :. M S 50 i 14.0 mo
’ o | e e s 8 a0+ . '
fz Pemretmo  vo | sramenbonn 1agime 10stme o i ron COmbo immunotherapy
L R REEE TR T EE T group in KN598 and
ME e e e L Months CM227 demonstrate
comparable efficacy
132: PFS PFS data
ol am 8.2 mo *6.7 mo
PFS :* 8.4 mo 15.6 mo

5.6 mo

40+ Q%‘ A - L ) % o

. o

304 1 0 . 20%
Pts w/ :1 ‘ . Ns_‘\‘_\ e

I >
204 Event | Median (95% CI) ! *tcogy N ‘\"0;; o
104 Pembro-ipi 66.2% i 8.2mo (6.0-10.5) MVO
Pembro-Pbo 64.8% 8.4 mo (6.3-10.5) M I 5o,
0 — — ——t 77777 m—s SR ' Chemo
0 3 6 9 12 15 18 21 24 27 30 33 - . - : II - - : - .
No. at risk Months 9 12 15 18 21 24 27 30 33 36 39

21 o8 15 Y 5000 . ‘ Months

1. Boyer M, WCLC,2020, Abstract 4248; IASLC ((( ﬂ))) ‘ 2020 World Conference
on Lung Cancer Singapore

2. Hellmann et al. NEJM (2019) <e{ ) —

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



IASLC («A"‘?.))) P LR L R e Wclc2020.1ASLC. com | #WCLC20
e ffl— " on Lung Cancer Singapore

CITYSCAPE study design

CONQUERING .THORACIC CANCERS WORLDWIDE

Updated Analysis: Data cut-off Dec 2019

1L stage IVNSCLC Tiragolumab 600mg IV q3w +
* EGFR/ALK WT EEEg atezolizumab 1200mg IV g3w > PD or loss
 PD-L1TPS 21% by 22C3 R No of clinical
IHC by local or central - Ll CroSsover | penefit
assay | Placebo 600mg IV q3w +
N=135 atezolizumab 1200mg IV gq3w )I

Stratification factors:

* PD-L1 TPS (1-49% vs 250%)

* Histology (non-squamous vs
sgquamous)

* Tobacco use (yes vs no)

« Co-primary endpoints: ORR and PFS

* Key secondary endpoints: safety, DoR, OS, PROs
* Exploratory endpoints: efficacy analysis by PD-L1 status

DoR, duration of response; OS, overall survival; PD, progressive disease; PRO, patient-reported outcomes; q3w, every 3 weeks;
R, randomized; WT, wild-type
Rodriguez-Abreu et al. ASCO 2020 (abstract 9503) https://bit.ly/3mZKum8

Presented by Byoung Chul Cho JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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IASLC l((("’.))) ‘2020 World Conference L Welc20201ASLC com | #WGLC20
on Lung Cancer Slngapore CONQUERING .THORACIC ’CANCERS WORLDWIDE

Prevalence of PD-L1 subgroups was comparable between the two IHC assays

Placebo + atezo Tira + atezo
PD-L1 22C3: high TPS 250%; low TPS 1-49%

| 1
[ | - PD-L1 SP263: high TC 250%; low TC <50%
1 _Il TIGIT IHC: high 25%; low <5%

ORR
Group ORR
PD-L1 22C3 ) High CR/PR
Low SD/PD
I ‘ ‘H |l :
PD-L1 SP263

« Comparable prevalence of PD-L1
CR, complete response; NE, non-evaluable; PR, partial response; SD, stable disease

TIGIT IHC

subgroups identified with two
different PD-L1 assays

* TIGIT may identify different
patient populations than PD-L1

https://bit.ly/3mZKum8

2021 | WORLDWIDE VIRTUAL EVENT

JANUARY 28-31,

Presented by Byoung Chul Cho
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IASLC |<("‘"”))) ‘2020 R e Wcic2020.ASLC.com | #WCLC20

on Lung Cancer Slngapore CONQUERING THORACIC CANCERS WORLDWIDE

ORR in PD-L1-positive patients: consistency between two PD-L1 assays

22C3 TPS 21%! SP263 TC 21% (& 22C3 TPS 21%)
75 - 75—
~ ~ 42%
O 37% O
S 50- S 50-
o) o)
2 2
) ()
(7p] (7))
S o
7p] (7p]
) O
x o
o - 0-
Tira + Placebo + Tira + Placebo +
atezo atezo atezo atezo
(n=67) (n=68) (n=48) (n=48)
Cl, confidence interval _
'Rodriguez-Abreu et al. ASCO 2020 (abstract 9503) https:/bit.ly/3mZKum8

Presented by Byoung Chul Cho JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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IASLC |<("‘"”))) ‘2020 R e Wcic2020.ASLC.com | #WCLC20

on Lung Cancer Slngapore CONQUERING THORACIC CANCERS WORLDWIDE

ORR in PD-L1-high patients: consistent between two PD-L1 assays

22C3 TPS 250%! SP263 TC 250% (& 22C3 TPS 21%)
66% 64%
75 - 75—
O O
S 50+ S 50-
o) o)
2 2
) )
7))} 0
S S
0 7p]
) O
o x
0- 0-
Tira + Placebo + Tira + Placebo +
atezo atezo atezo atezo
(n=29) (n=29) (n=25) (n=20)
'Rodriguez-Abreu et al. ASCO 2020 (abstract 9503) https:/bit.ly/3mZKum8

Presented by Byoung Chul Cho JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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IASLC (((""))) ‘2020 W LR T Wcic2020:ASLC com | #WGLC20
on Lung Cancer Slngapore CONQUERING .THORACIC 'CANCERS WORLDWIDE

PFS in PD-L1-high patients: consistent HRs between two PD-L1 assays

22C3 TPS 250%! SP263 TC 250% (& 22C3 TPS 21%)
Median HR (95% CI) Median HR (95% CI)
100— Tira + atezo NE 0.30 100— Tira + atezo NE 0.23
904 Placebo + atezo 4.11 mo (0.15-0.61) 904 Placebo + atezo 3.88 mo (0.10-0.53)
80— 80—
70 70
60~ =~ 60—
ST S 504
® 404 E 40
O 30— 30
20 20— \ \
10- 10- S
04 04
O 2 4 6 8§ 10 12 14 6 2 4 & & o 1o 14
. Time (months) ) Time (months)
Placd¥8-2hfdSK 20 20 13 8 6 4 3 1 Place¥0-@hdSK 20 16 8 4 3 2 1 0
Tira + atezo 29 26 26 19 18 10 3 0 Tira + atezo 25 22 22 17 16 11 5 1

Comparable ORR and PFS improvements with tiragolumab + atezolizumab vs atezolizumab monotherapy were seen
between the PD-L1-high (TC 250%) subgroup defined by SP263 (PFS HR 0.23, 95% CI: 0.10 0.53) and the
PD-L1-high (TPS 250%) subgroup defined by 22C3

'Rodriguez-Abreu et al. ASCO 2020 (abstract 9503) https://bit.ly/3mZKum8

Presented by Byoung Chul Cho JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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PACIFIC: STUDY DESIGN

Phase 3, randomized, double-blind, placebo-controlled, multicenter,
international study’

. Unresectable, Stage Il NSCLC Durvalumab Primary endpoints
without progression after definitive 10 mgrkg q2w for © PPSbyBICR
. up to 12 months using
platinum-based cCRT (22 cycles) 1-42 days N=476 y117
» 18 years or older post-cCRT - 0S8

* WHO PS score D or 1
« If available, archived pre-cCRT tumor

2.1 randomization,
stratified by age, sex, Key secondary

: o and smoking history endpoints
tissue for PD-L1 testing . ORR. DoR and
All-comers population TTDM by BICR
(i.e. respectve of PD-L1 status) Placebo - PFS2 by investigator
N=713 randomized q2w for up to 12 months ) ﬁggg

N=237




Update OS

No. of events/ Median OS 12-month OS 24-month OS 36-month OS
total no. of (95% CI) rate (95% Cl) rate (95% ClI) rate (95% CI)
patients (%) months %o % Yo

Durvalumab 210/476 (44.1) NR (38.4-NR) 83.1(79.4-86.2) 66.3(61.8-70.4) 57.0(52.3-61.4)
Placebo 134/237(56.5) 29.1(22.1-35.1) 74.6(68.5-79.7) 55.3 (48.6-61.4) 43.5(37.0-49.9)
Stratified hazard ratio for death, 0.69 (95% CI, 0.55-0.86)
Stratified hazard ratio for death from the primary analysis,? 0.68 (95% CI, 0.53-0.87)
1.0
09+
08 -
0.7+
w
96 06 - mmab
=
= 05
.=
o
S 04—
a
0.3 Placebo
0.2 -
0.1+
0 T T I I I I T T I I I I I T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time from randomization (months)
No. at risk
Durvalumab 4786 464 431 415 385 364 343 319 208 289 274 263 205 132 73 a3 7 0 0
Placebo 237 220 199 179 171 166 143 133 123 116 107 99 79 49 25 13 5 1 0

NR, not reached



Take Home Message

* Anti-PD(L)1 provided meaningful and durable benefit in OS and PFS
as 2nd line or later treatment of NSCLC patients

* |/O mono for PD-L1>50% patients is feasible

e Second-course immunotherapy at the time of disease progression
was feasible

* |O Chemo (+Bev) combo provided survival benefits in patients
without driver mutations

* PD-L1>50% patients may not benefit of combo immunotherapy
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78 y/o Male

C.C: dizziness and weight
loss

Smoking Hx: 1PPD for 50+
years, just quit

CT guided biopsy:
Adenocarciona, TTF1(+),

EGFR mutation: unfound

cT4AN2M1b, with Lt adrenal
gland metastases




Intially, refused any Treatment.

And Then Oral Vinorebline,
Pemetrexed,

Gemcitabine

Erlotinib, and disease progression in
Sep 2016

RGOS

3 Dl ey
QU848

2016/09/16

Refuse any Chemotherapy



First Dose Ketruda on 2016/10/22

2 hours after infusion, fever, chills
developed and subsided after supportive
care

2016/12/02

After 2 cycles of Pembrolizumab
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56 y/o Female

Bone tissue, CT guild
biopsy --- Metastatic
adenocarcinoma,
TTF1+.
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