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Comparison of Response Rates in
Line Studies

STUDY | ORR___

CheckMate017 20%

CheckMateO57 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
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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% CI) (9.2¢13.1) (7.29.2)
= 34.3% HR (95% CI)  0.68 (0.59i 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: i A R N A
| 5 : | o cence DOCEtAXE
0 I | I g I i I i I 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

A 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).
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2019 WCLC

OS Subgroup Analysis: Nivolumab vs Docetaxel

PD-L1<1%
e 100 Nivolu
Subgroup | mOS, mo [ mOS, mo | HR (95% CI) mab  Docetaxe
Overall (n=854)  11.1 81 068 = | (n= !
Male (n=527) 104 74 065 —e— | 80- 163) (n=153)
Female (n=327)  12.1 92 073 —*| Median 0S, -8
ECOG Pse | mo : :
0 (n=243)  18.4 133 057—e— ! 1-year (95%Cl) (7.6¢ (6.7
S - —— |
A;e:] y (n=608) 86 6.7 0.70 : @60 44.8% 13.3)  10.5)
= | HR (95% CI) 0.76 (0.61i 0.96
<65 (h=491) 115 78 066 —— | < 33.5% SELAC) ( )
2 65 (n=863) 102 86 071 —*— | 2, . )
275 (n=72) 7.2 9.2 1.19 : C)40' | 2-year
sQ (n = 269) 9.2 60 061 —— . . 23.7%
NSQ (h=585) 122 95 071 —= | 13.4% 3-year 4-year 5.year
PD-L1 5 i , 11.6% o .
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 : | :
' " \ : | ! Docetaxe
05 N|V01 Chem02 0 T T T f T T T f T T 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



OS In patients who ach

leved CRor P

1001 — Nivolumab (n=83) -=-Docetaxel (n=48)
— Median overall survival NR (26-4-NR) 16-5 (11.8-22.1)
904 - A post-response (95% CI), months
\ e ® Hazard ratio (95% Cl) 0-33 (0-21-0-51)
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Number at risk Time since response (months)
(number censored)
Nivolumab 83 80 78 74 71 65 62 G0 &3 50 47 46 46 42 40 40 36 28 17 7 2 0
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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%

1

il

B0+
B0+
70+
&0
5|:|_ P
40+
304
20
10+

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



Longterm OS Rate in previously treated NSCLC pts

KN-001
POPLAR B % Previously Treated Patients

A
OAK
POPLAR 100 4 Events Median OS, 5-Year OS Rate,
100 niN mo (95% Cl) % (95% CI)
80| HR (95% CI): 0.78 (0.68, 0.89) 100 375/449 105 (8.6-13.2)| 15.5(12.2-19.2)
80 HR (95% CI): 0.76 (0.58, 1.00) P <0.0001
P =0.0455
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Docetaxel 143 123 106 92 B2 85 737 31 28 23 20 18 16 15 13 12 12 10 8 8 7 4 1 1 Docetaxel 612 533 457 382 319 266 220 198 176 151134 124 114 102 94 84 73 67 62 56 50 46 43 35 26 15 & 3 !
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)
80 HR (95% CI): 0.54 (0.28, 1.07) - ;
bt 00734 80, HR (95% Cl): 0.50 (0.36, 0.71) 90 ;
P'<0.0001 i ;
. = 80 s
ﬁ“ 60 ;_{: 04 ‘_;" 70-
g """"""" bmmm oo 4-year OS .‘Z" 77777777777777777777777 £ 60
2 40 y 33% UE, 401 4-year OS 2 501
] ' o = -
! | R ; 28% = 40
20 | i ' b
‘ . 201 ‘ ; 2 301
1 ) 15% | | o J
1.1 mo! 119.9 mo | : brvy 20 :
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Mo at ik - Months -
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BZD.LICZ:E;E‘ 2991 1716141311 8 6 6 6 5 4 3 3 32 3 3 3 3 33 3 2 1 Atezolzumab 89 82 77 74 66 60 57 54 52 47 44 42 37 37 37 35 32 30 23 23 2220 16 10 10 5 3 1 0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 73
Docetaxel 85 76 60 51 46 37 30 23 23 20 18 17 6 1514 13 11 9 9 9 9 8 8 7 4 3 1 Time, months
No. at Risk
TPS250% 138 101 83 70 56 52 45 42 40 39 37 32 16 6 3 1
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 ’



Longterm OS for previously treated patients with
1O monotherapy: Regardless of—EDexpression

Tecentriq NCT0137584 89 37% 28% N/A
Tecentriq OAK 613 31% 21% 16% N/A
Tecentriq POPLAR 144 32% 19% 15% N/A
pembrolizumab Keynote0013 449 30.1% 20.9% 18.2% 15.5%
Nivolumab CA209003* 129 25% 18% 17% 16%
Nivolumab CMO017 & 057 427 26.9% 17.1% 14.2% 13.4%
U S\ J

1. Leora Horn, European Journal of Cancer,
||||||||||||||||||||||||||||||||||
aaaaaaaaaaaaaaaaaaaaaaaaaaa



Longterm OS for previously treated patients with
1O monotherapy: PD m

Tecentriq

Tecentriq POPLAR 144

pembrolizumab KeynoteOQ1( 449

Nivolumab CMO017 & 057 427

1. JulienMazieres et al. JrhoracOncol 2020
2. R. S. Herbst and et al, 2020 WCLC
3. HosseiBorghaeij et al. J Clin Oncol, 2021
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41%

42%

31.7%
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29% 28%

38% 33%

34% 30%
21.3% 19.5%

N/A

25.0%

18.3%



Longterm OS for previously treated patients with
IO monotherapy: PD M X p JE?

BT T T T

Tecentriq 42% 29% 28%

Tecentriq POPLAR 144 41% 38% 33% N/A
pembrolizumab Keynote01(? 449 42% 34% 30% 25.0%

nivolumab CM017 & 057 427 31.7% 21.3% 19.5% 18.3%

1. JulienMazieres et al. JrhoracOncol 2020
2. R. S. Herbst and et al, 2020 WCLC
3. HosseiBorghaeij et al. J Clin Oncol, 2021



Conclusion

ACPI provided meaningful and durable benefit in OS and PFS Iz 2
or later treatment of NSCLC patients, especialpPDigh group

A2nd 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)
2 70- 26.3 mo (18.3-40.4 mo) . : :
= 13.4 mo (9.4-18.3 mo) : :
2 604
2
053 50- . X R O O O s
= 35.8% 131.9%
E 40- 19.8% . 16.3%
O 30- : —
; T
20+ -I-‘_'- LLLLI LS
10- :
0+ T —r—rrr- T T ——rrr T T T ——rrr T T 1
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.
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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.



B Cho. WCLC Jan 2021

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 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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levels in patients with advanced NSCLC

Saadettin Kilickap,! Ahmet Sezer,2 Mahmut Giimiis,3 Igor Bondarenko,* Mustafa Ozgiiroglu,5
Miranda Gogishvili,® Haci M Turk,” Irfan Cicin,® Dmitry Bentsion,® Oleg Gladkov,? Philip Clingan,
Virote Sriuranpong,'?2 Naiyer Rizvi,!3 Siyu Li,’* Sue Lee,’* Tamta Makharadze,’> Semra Paydas,'¢
Marina Nechaeva,'” Frank Seebach,'® David M Weinreich,'® George D Yancopoulos,1®
Giuseppe Gullo,'® Israel Lowy,'® Petra Rietschel'®

'Department of Medical Oncology, Hacettepe University Institute of Cancer, Ankara, Turkey; Department of Medical Oncology, Baskent University, Adana, Turkey;
3Department of Medical Oncology, School of Medicine, Istanbul Medeniyet University, Istanbul, Turkey; Department of Oncology and Medical Radiology, Dnipropetrovsk Medical
Academy, Dnipro, Ukraine; Cerrahpasa Medical Faculty, Istanbul University-Cerrahpasa, Istanbul, Turkey; °High Technology Medical Centre, University Clinic Ltd, Tbilisi, Georgia;
"Department of Medical Oncology, Bezmialem Vakif University, Medical Faculty, Istanbul, Turkey; ®Department of Medical Oncology, Trakya University, Edirne, Turkey;
9Sverdlovsk Regional Oncology Centre, Sverdlovsk, Russia; "°LLC, “EVIMED”, Chelyabinsk, Russia; '"Southern Medical Day Care Centre and lllawarra Health and Medical Research
Institute, University of Wollongong/lilawarra Cancer Centre, Wollongong Hospital, Wollongong, New South Wales, Australia; 2Division of Medical Oncology, Department of Medicine,
Faculty of Medicine, Chulalongkorn University and the King Chulalongkorn Memorial Hospital, Bangkok, Thailand; *Division of Hematology/Oncology, Columbia University Medical
Center, New York, New York, USA; “Regeneron Pharmaceuticals, Inc., Basking Ridge, New Jersey, USA; "L TD High Technology Hospital Medcenter, Batumi, Georgia;
6Department of Medical Oncology, Faculty of Medicine, Cukurova University, Adana, Turkey; "Arkhangelsk Clinical Oncology Center, Arkhangelsk, Russia;
8Regeneron Pharmaceuticals, Inc., Tarrytown, New York, USA

Saadettin Kilickap, Hacettepe University Institute of Cancer, Turkey JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



sl T

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.
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