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Approved Immunotherapy Agents in NSCLC

* Metastatic disease
— 1stLine
* Pembrolizumab with or without chemotherapy
» Atezolizumab with chemotherapy and bevacizumab
* Nivolumab and Ipilimumab with or without chemotherapy
+ Cemiplimab

— 2" ine
* Pembrolizumab
* Nivolumab
* Atezolizumab

*  Adjuvant Therapy
— Atezolizumab
— Pembrolizumab

« Stage lll after Chemo-RT
— Durvalumab

* Neoadjuvant Therapy
— Chemotherapy plus Nivolumab

* Perioperative Therapy
— Pembrolizumab (soon?)
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PD-L1 High - Keynote 24
 Phase 3 randomized trial

« Compared pembrolizumab 200mg gq3week vs
iInvestigator choice chemotherapy in first line NSCLC

» Patients needed to have 50% or greater PD-L1 staining
in tumor cells using PD-L1 IHC 22C3 pharmDx assay to
be enrolled

* This biomarker cutoff was predefined
* Primary endpoint: PFS
« Secondary endpoints: OS, ORR, Safety

Reck et al. NEJM 2016
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Keynote 24
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« Similar to Keynote-024, but utilized
atezolizumab ]

+ 572 patients PD-L1 expression on at least 1%

No. at Risk
Atezolizumab 107 94 85 80 66 61 48 40 34 25 18 16 11 7 6 5 2

of tumor cells or tumor-infiltrating immune e

B High or Intermediate PD-L1 Expression

6-Mo Overall  12-Mo Overall
No. of Survival Survival
Patients  (95% Cl) (95% CI)
Atezolizumab percent
Atezolizumab 107 76.3 (68.2-84.4) 64.9 (55.4-74.4)
Chemotherapy 98 70.1 (60.8-79.4) 50.6 (40.0-61.3)
Hazard ratio for death, 0.59 (95% CI, 0.40-0.89)
P=0.01
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» » L ) Median follow-up, 15.7 mo (range, 0-35)
10 Median overall survival, 1 Median overall survival,

cells covering at least 1% of the tumor area g e B CER

Atezolizumab 166 79.3 (73.1-85.5) 60.7 (52.6-68.7)
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a % Hazard ratio for death, 0.72 (95% CI, 0.52-0.99)
dsS determine y Ihe assay was i e
o
2 30
(¢}

1
1
|
u 20+ .
104 Median overall survival, : Median overall survival,
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Median follow-up, 15.2 mo (range, 0-35)
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. . . . L = @ ezolizuma Atezolizumab 277 76.2 (71.1-813) 57.6 (51.2-64.0)
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Median follow-up, 13.4 mo (range, 0-35)

the median overall survival was 20.2 months iﬁi

v e
10 Median overall survival, |

14.1 mo (95% Cl, 11.0-16.6) 1
o B —

for atezolizumab vs.13.1 months for EEREIIaSTEIEEIIILE

No. at Risk
Atezolizumab 277 252 226 204 170 134 93 74 58 37 22 17 11 7 6 5 2

chemotherapy; HR 0.59 B pmmmmERIINETIILL,

Median overall survival,
17.5 mo (95% Cl, 12.8-23.1)

Herbst et al. NEJM 2020
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EMPOWER-Lung 1

A Overall survival in the PD-L1250% pe

opulation

B Progression-free survival in the PD-L1250% population

Number of  Median overall survival months Numberof  Median progression-free survival months
patients (95% CI) patients (95%CI)
— Cemiplimab 283 Not reached (95% CI 17-9-NE) —Cemiplimab 283 8:2(95% C16:1-8-8)
[ ] [ ] " " —— Chemotherapy 280 14-2 (95% C111-2-17-5) —— Chemotherapy 280 57(95% Cl 4-5-6-2)
Y l l l l Z 100- 100
I I - I I o 9
, 80 Hazard ratio for death 0-57 = 804 Hazard ratio for disease progression
~ 70 (95% C10-42-077) < 704 ordeath 054 (95% C1 0-43-0-68)
[] [ 5 p=0.0002 2 P<0-0001
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p 2 4 b 5 1o 12 14 16 18 20 22 24 26 28 30 3 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Number at risk Time (months) Time (months)
(number censored)
. . Cemiplimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 283 221 162 123 92 59 43 28 20 14 11 9 5 3 0 0 ©
(0) (21) (46) (65) (82) (119)(140)(165)(177)(192)(197)(199)(203)(207)(210)(212) (213) (0) (24) (42) (55) (73) (93) (107)(118)(123)(127)(129)(130)(133) (135)(136)(136)(136)
[ ) Chemotherapy 280 239 198 153 125 87 57 41 25 15 11 6 4 2 1 0 0 280 220 157 104 42 20 8 4 0 0 0 0 0 0 0 o0
(0) (24) (45) (66) (82) (110)(130)(144)(156)(163)(165)(170) (171) (173) (174) (175) (175) (0) (31) (48) (56) (67) (75) (78) (80) (80) (83) (83) (83) (83) (83) (83) (83) (83)
C Overallsurvival by subgroups in the PD-L1250% population D ion-fi ival by in the PD-L1250% populati
[] [ ] [] Events/number of patients Hazard ratio for  piucton Events/number of patients Hazard ratio for ~ Pinteracion
overall survival  value progression-free ~ Value
cemiplimap Vs montns wi
- - -
Cemiplimab  Chemotherapy Cemiplimab  Chemotherapy
Age (years) 031 Age (years) 021
<65 41157 50/147 e 0-66(0-44-1-00) <65 83/157 104/147 e 051(037-0-69)
- 265 29/126 55/133 e 048 (030-076) 265 64/126 93/133 .—t 0-60(0-43-0-84)
, Sex 0-05 Sex 0-11
Male 58/248 92/231 o 050(036-069) Male 127/248  169/231  rer 050(0-40-064)
Female 12/35 13/49 —p— 111(0-49-2:52) Female 2035 28/49 —.r= 079(0-43-1-46)
. . . Region of enrolment 094 Region of enrolment 065
o e I a I l ro re S S I O l l - re e S u rv I Va Wa S Europe 551215 84/216 e 054(039-077) Europe 114/215 1550216 et 050(039-065)
] Asia 5/31 7129 —e1— 076(024-2.41) Asia 16/31 20/29 —els 070(036-137)
Rest of the world 10/37 14/35 —e—  059(026-133) Restoftheworld  17/37 22/35 —— 059(0-30-1-14)
. 4 . Eastern Cooperative Oncology Group 032 Eastern Cooperative Oncology Group 037
performance status score performance status score
l I lol l S WI Ce I I l I I I I Ia Ve rSl l S 0 18/77 23175 —et  077(0-41-1:44) 0 39/77 46/75 [ 059(038-092)
- 1 52/206 82/205 054(038-076) 1 108/206  151/205 e 052 (0-41-0-68)
Histology 053 Histology 0-69
u Squamous 30/122 48/121 [ 048(030-077) Squamous 67/122 90/121  reu 048(034-067)
Non-squamous ~ 40/161 57/159 s 0-64(0-43-0-96) Non-squamous ~ 80/161 107/159 gl 0-60(0-44-0-81)
. Brain metastases at baseline 023 Brain metastases at baseline 0-42
, Yes 4134 12/34 ——e—i 017 (0-04-0-76) Yes 13/34 26/34  +—e—i 045(0-22-092)
No 66/249 93/246 gl 0-60(0-44-0-83) No 134/249 171/246 hd 056 (0-44-071)
Cancer stage at screening 055 Cancer stage at screening 0.95
Locally advanced ~ 9/45 15/42 . 048 (0:20-114) Locally advanced  27/45 28/42 e 049 (027-0-88)
Metastatic 61/238 90/238 e 059 (043-0-82) Metastatic 120/238 169/238 e 055(0-44-071)
Overall 70/283 105/280 ror 0.57(0-42-077) Overall 147/283  197/280  res 054 (043-0-68)
01 10 01 10
«— —> —>
Favour: Favours ct F Favours chemot
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Keynote-042

* Phase 3 study comparing pembrolizumab vs platinum-
based chemotherapy for metastatic NSCLC

* Tumors must express PD-L1 at 1% or higher

* Primary endpoints were overall survival in patients with a
TPS of 50% or greater, 20% or greater, and 1% or greater,
assessed sequentially

« 1274 patients enrolled

Mok et al. Lancet 2019
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(A) PD-L1 TPS 50% or greater population. (B) PD-L1 TPS 20% or greater population. (C) PD-L1 TPS 1% or

Overall survival (%)
v
(=}
1

Keynote-042

HR 0-69 (95% Cl 0-56-0-85), p=0-0003

HR 0-77 (95% C1 0-64-0-92), p=0-0020

40 Pembrolizumab T Pembrolizumab
30+ .
20 Chemotherapy 7 Chemotherapy
10 -
0
6 12 18 24 30 36 P 0 13 2 18 24 30 36 Po)
Number at risk
(censored)
Pembrolizumab group 299(0)  224(0)  189(1) 107(55) 59(91) 22(122) 2(140) 0(142) 413(0) 305(0) 251(2) 144(70) 73(120) 24(161) 2(181) 0(183)
Chemotherapy group 300(0)  231(2) 149(4) 75(46) 40(67) 11(90) 1(100)  0(101) 405(0) 313(6) 210(8) 106(64) 53(94) 14(125) 1(138) 0(139)
C D
100+ HR 0-81 (95% Cl 0-71-0-93), p=0-0018 - HR 0-92 (95% Cl 0-77-1-11)
90 _
80 E
~ 704 .
\QE
E 60 -
S 501 .
T 401 .
3 30 Pembrolizumab i
Pembrolizumab
20 1
0 Chemotherapy Chemotherapy
0
0 3 2 1 24 30 36 P 0 3 ) 13 24 30 36 po)
Number at risk Time since randomisation (months) Time since randomisation (months)
(censored)
Pembrolizumab group 637(0)  463(0) 365(3)  214(104) 112(174) 35(235) 2(264) 0(266) 338(0) 239(0) 176(2) 107(49) 53(83) 13(113) 0(124) 0(124)
Chemotherapy group 637(0)  485(6) 316(10) 166(88) 88(128) 24(175) 1(198) 0(199) 337(0) 254(4) 167(6)  91(42) 48(61) 13(85) 0(98) 0(98)

greater population. (D) PD-L1 TPS 1-49% population (exploratory analysis). Tick marks indicate censoring of the
data at the last time the patient was known to be alive.
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Keynote-042 was a positive trial and led to FDA approval for
pembrolizumab for PD-L1 positive patients. However, the
data is weak for PD-L1 1-49% (HR 0.92), and unless a frail
patient, do not favor immmuno-monotherapy for this patient
population
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Chemo + 10- Keynote 189

 Phase 3 randomized trial

« Compared pembrolizumab 200mg g3week + platinum and
pemetrexed vs chemotherapy in first line nonsquamous
NSCLC

« All PD-L1 staining allowed on study, stratified by PD-L1 by
1% or higher

* Primary endpoint: OS and PFS
* 616 enrolled

L Gandhi et al. N Engl J Med 2018
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Keynote 189

A Tumor Proportion Score of <1%

100
90
80-]
70
60
504 Pembrolizumab combination
40
30
20
10| Hazard ratio for death, 0.59 (95% CI, 0.38-0.92)

Placebo combination

Patients Who Survived (%)

T T T T T T 1
3 6 9 12 15 18 21

Months

No. at Risk
Pembrolizumab combination 127 13 104 79 42 20 6
Placebo combination 63 54 45 32 21 6 i

oo

B Tumor Proportion Score of 1 to 49%

100~
90+
80+
70 Pembrolizumab combination
60+
50+ Placebo combination
40
304
20+
10-] Hazard ratio for death, 0.55 (95% Cl, 0.34-0.90)

0

Patients Who Survived (%)

T T T T T T 1

0 3 6 9 12 15 18 21
Months

No. at Risk
Pembrolizumab combination 128 119 108 84 52 21 5
Placebo combination 58 54 47 32 17 5 2

oo

C Tumor Proportion Score of =50%

100+
90+
80+
704 Pembrolizumab combination
60
50+
40+
304
20+
10 Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)

Placebo combination

Patients Who Survived (%)

T T T T T T 1

3 6 9 12 15 18 21
Months

No. at Risk L Gandhi et al. N Engl ) Med 2018

Pembrolizumab combination 132 122 114 96 56 25
Placebo combination 70 64 50 35 19 13

ENEY
oo
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Keynote 407

Platinum + Taxane + Pembrolizumab vs. Chemotherapy alone in SCC NSCLC

A Overall Survival

No. at Risk

Placebo combination
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Patients Who Survived (%)

Pembrolizumab combination

Placebo combination

Hazard ratio for death, 0.64 (95% Cl, 0.49-0.85)
P<0.001

Pembrolizumab combination 278

281

L Paz-Ares et al. N Engl J Med 2018
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* Phase 3 study comparing atezolizumab with chemotherapy and the
VEGF inhibitor bevacizumab (ABCP) vs. atezolizumab with
chemotherapy alone (ACP) vs. the control arm of chemotherapy with
bevacizumab (BCP) for non-SCC NSCLC

« ABCP was shown to improve overall survival vs. BCP (HR 0.78)

A Kaplan—Meier Estimates of Progression-free Survival

100 Rate of Progression-free Survival
7S . N At 6 mo At 12 mo
2 ABCP  66.9% (95% Cl, 61.9-71.8)  36.5% (95% Cl, 31.2-41.9)
= 801 BCP  56.1% (95% Cl, 50.7-61.5)  18.0% (95% Cl, 13.4—22.6)
g 70+ o Stratified hazard ratio, 0.62 (95% Cl, 0.52—0.74)
5 o4 Median in the ABCP group, P<0.001
e 8.3 mo (95% Cl, 7.7-9.8)
D TR, .. S
I_I 1
§ 404 ;
g 30
& 20 : :
& o4 Median in the BCP group, | '
6.8 mo (95% Cl, 6.0-7.1) | !
0 T T T T T T T lI T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months
No. at Risk
ABCP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
BCP 336 321 292 261 243 215 179 147 125 91 69 55 39 32 21 18 12 9 7 6 3 2 1 1

Socinski et al. NEJM 2018
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Checkmate-227

« Multicenter phase 3 randomized study of Nivolumab and Ipilimumab
vs SOC chemotherapy

* Independent primary endpoint PFS in high TMB patients, OS in PD-
L121%

 First line therapy for squamous or non-squamous histology, no
activating mutations

CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

Part 1a
PD-L1
Key Eligibility Criteria expression
« Stage IV or recurrent NSCLC = 1%
* No prior systemic therapy N=1189 Independent primary endpoints:

+ No sensitizing EGFR mutations
or known ALK alterations
* No untreated CNS metastases

NIVO + IPl vs chemof
« PFS in high TMB (> 10 mut/Mb)
population’

-+ ECOG PS 0-1 Part 1b « 0SinPD-L1 > 1% population?
PD-L1
Stratified by SQ vs NSQ expression
< 1%

N = 550 NIVO*< + chemo©

Database lock: February 28, 2020; minimum / median follow-up for OS: 37.7 months / 43.1 months.

Treatment was until disease progr n e 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. 3
1. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104; 2. HeHmann MD, et al. N Engl J Med 20‘\9 381(21):2020-2031.

Ramalingam et al. ASCO 2020
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Checkmate-227, 4-Year Update

« 1739 patients enrolled overall
« 4-year OS rate with nivolumab plus ipilimumab versus chemotherapy was 29%
versus 18% (PD-L1 21%); and 24% versus 10% (PD-L1 <1%)

All patients off immunotherapy for 2 years

A 100 -4 Nivolumab + B
Tumor PD-L1 >1%  ipili Nivolumab ~ C C
(n=39%)  (=3%)  (n=397) 100
e m 100 -, - .
Median 0S, months 174 157 149 —— Nivolumab+ N .Y Nivolumab +  Nivolumab +
- 95%Cl 10201 133181 127167 o2y oot (o102 A TumorPDLt<t% T Tw8n (=7 (n=188)
::“’gf“’"‘““"a"’” .. Median 05, months 21,2 181 10 \n Median 05, months 172 152 122
% 1050/ dal " 95% CI 155-316 144221 100-186 95%Cl 128020 128198 90-143
T HR (vs chemotherapy)  0.66 0.83 80 HR (vs chemotherapy)  0.64 0.82
95% CI 052-084 066103 95% Ol 051-081  065-1.02
60—
9
< | 60 - 60+
) | -~ -
° ! ) g
: S
40+ 0 [
: 0 , o
: 20% 40 | 37% 40+ i
G e i N EELD |
| : s 3 BEED) Nivolumab + ipil | 36%:1 T D Nivolumab + ipilimumab :
| ! 1 ! 1
20 ! H ! ' ! i
! ! A Nivolumab 1 '
£ AZAA Nivolumab ! ; i
! H ' i i Chemotherapy 20 | ! ! X A s 20 i O Nivolumab + ipilimumab
; ) H | i ' \ o Chemotherapy :
: | : | i | : | ! H ; AAA Nivolumab + chemotherapy
1 1 1 1
e e e e e 1 S B B S B B | ; ' ! ! ! ! ! : Chemotherapy
08 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 Tt T Tt Tt -+t
Month 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
onths
Number of patients at risk Months Months
Nivolumab + pilinumab 396 341 295 264 244 212 190 165 163 145 132 124 121 116 114 108 103 84 58 23 5 0O Number of patients at risk Number of patients at risk
Nivolu 200 176 153 19 19 112 108 98 of 80 15 40 Nivolumab + pifimumab 205 172 156 143 137 120 1i1 101 97 93 88 8 B8 8 79 73 70 55 3B 15 4 0 Nivolumab + plimumab 187 165 142 120 110 100 & 80 73 69 65 62 59 55 49 45 & 3 19 2 4 0
Chemothe 166 141 126 112 98 & 80 73 0 Nivolumab 214 181 127 118 104 L 78 7 72 €6 60 2 & 4 20 8 8§ 0 Nivolumab + chemotherapy 177 169 139 119 102 88 78 67 60 48 42 39 3% 29 7 24 2 17 10 2 0 0
y %2 169 L LI T Chemotherapy 186 164 135 107 9 74 62 49 41 3 33 20 27 24 2 220 B B 0 7 1 0

Led To FDA approval for Nivo-IPl =2 1% Paz-Ares et al. JTO 2021
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Checkmate 9LA

« Phase 3 study examining Nivo-IPl combined with chemotherapy (for only
2 cycles) vs SOC chemotherapy for untreated metastatic NSCLC

« 719 patients randomized
* Primary endpoint was overall survival

« OS favored IO-10 combination(15.6 months vs 10.9 months in the
control group (HR 0.66)

* 40% of patients had PD-L1 < 1%

Paz-Ares Lancet Onc. 2021
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Overall Population

PD-L1 < 1% Population
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Overall survival (%)

Checkmate 9LA

100+ Nivolumabplus  Chemotherapy
ipilimumab with
907 chemotherapy
804 (two cycles)
Median overall survival, 15:6 (13-9-20-0)  10-9(9-5-12:6)
704 months (95% Cl)
60+ Hazard ratio for death 0-66 (95% Cl 0-55-0-80)
50
40
30
20
10
0 T T T T T T T T 1
0 6 9 12 15 18 21 24 27 30
Time since randomisation (manths)
Nivolumab plus Chemotherapy
ipilimumab with
chemotherapy
(two cycles)
Median overall survival, 16-8 (13-7-NR) 9-8 (7-:7-13-7)
months (95% Cl)
100
904 Hazard ratio for death 0-62 (95% Cl 0-45-0-85)
80 —a— Nivolumab plus ipilimumab
£ 704 with chemotherapy (two cycles)
= —e— Chemotherapy
S 60
T 40
g
S 30+
20
10+
o] T T T T T T T T T 1
o 3 6 9 12 15 18 21 24 27 30

Paz-Ares Lancet Onc. 2021




9LA update

PD-L1<1% PD-L121% SQ NSQ All randomized
N+I+C C N+I+C C N+I+C Cn= N+I+C C N+I+C C
n=135 n=129 n=204 n=204 n=115 112 n=246 n=246 n=361 n=358
Median OS,
Mo 17.7 9.8 15.8 10.9 14.5 9.1 17.8 12.0 15.8 11.0
0.66 0.74 0.64 0.80 0.74
OSHRvsC
(0.50- - (0.60- - (0.48- - (0.66- - (0.63- -
(95% ClI)
0.86) 0.92) 0.84) 0.97) 0.87)
4-y OS rate,
% 23 13 21 16 20 10 22 19 21 16
4-y PFS
12 3 12 6 8 4 13 5 12 5
rate, %
42 26 87 56 56 35 81 55 137 90
ORR, n (%)
(31) (20) (43) (27) (49) (31) (33) (22) (38) (25)
Median
duration of
17.5 4.3 11.8 5.6 10.8 3.9 20.0 7.1 12.4 5.6
response,
mo
Responders
with
ongoing 29 0 24 15 17 6 30 16 25 12
response =
4y, %
WINSHIP
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Chemo—-IlO and 10-10O are reasonable options regardless of PD-
L1 status for metastatic NSCLC

How to choose between the options, especially for PD-L1 high
patients?

EMORY | WINSHIP
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Exploratory OS, PFS, and ORR: NSCLC PD-L1 >50% [

N=455 N=1,298

0S
Median, months (95% CI) 25.0 (19.0, NE) 20.9 (18.5, 23.1)
HR (95% ClI) 0.82 (0.62, 1.08)

PFS
Median, months (95% Cl) 9.6 (8.4, 11.1) | 7.1 (6.3, 8.3)
HR (95% ClI) 0.69 (0.55, 0.87)

ORR
% (95% Cl) 61 (56, 66) 43 (41, 46)
Odds ratio 1.2 (1.1, 1.3)

Abbreviations: Chemo-|O=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval, HR-hazards ratio; |IO=immunotherapy; N=number; NSCLC=non-small-cell lung
cancer; NE=not estimable; ORR=objective response rate; OS=overall survival; PD-L1=programmed death ligand-1; PFS=progression-free survival.

. d ALE: " AMERICAN SOCI ETY OF
2022 As CO m B SENTEDEBY: Content of this presentation is the property of the AS CO CE‘N CAL ONCOLOGY

ANNUAL MEET|NG O|ad|mEJ| Aklnboro, MD, MPH author, licensed by ASCO. Permission required for reuse KNOWLEDGE CONQUERS CANCER

WINSHIP
EMORY | WINSHID
INSTITUTE




Toxicity- 10 alone is the clear winner
 [eyote2s  [Keynoted2 |Keynotelss | Keymotedr

Toxicity
% of pts with any TRAE

% of pts with grade 3-5
TRAEs

Discontinuation due to
TRAE

TRAE leading to death

Most common AEs

Most common grade 3 and
above AEs

IRAEs
Grade 3 or above IRAEs
EMORY | WINSHIE
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IO alone
73.4%
26.6%

7.1%

1/154 (<1%)

Diarrhea (14.3%)
Fatigue (10.4%)
Pyrexia (10.4%)

Skin reaction (3.9%)
Diarrhea (3.9%)
Pneumonitis (2.6%)

29.2%
9.7%

IO alone
63%
18%

9%

13/636 (2%)

Hypothyroidism (11%)
Fatigue (8%)
Pruritis (7%)

Pneumonitis (3%)
ALT/AST increase (1%)
Diarrhea (1%)

28%
8%

Chemo-IO
99.8%
67.2%

13.8%

27/405 (6.7%)

Nausea (55.6%)
Anemia (46.2%)
Fatigue (40.7%)

Anemia (16.3%)
Neutropenia (15.8%)
Thrombocytopenia (7.9%)

22.7%
8.9%

Chemo-IO
98.2%
69.8%

13.3%

8.3%

Anemia (53.2%)
Alopecia (46%)
Neutropenia (37.8%)

Neutropenia (22.7)
Anemia (15.5%)
Thrombocytopenia (6.8%)

28.8%
10.8%

Reck et al. NEJM 2016, Mok et al. Lancet 2019, Paz-Ares et al. NEJM 20



Some important questions:
 What is the PD-L1?

* How fit is the patient? Age, PS, comorbities etc.
« How much is a more immediate response needed?

 What is the patient preference?
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Insignia Clinical Trial

Schema
ArmA
&5 1% line treatment’ 2™ line treatment*?
A MK-3475 (pembrolzumab) 200mg IV over 30 min on Pemetrex ed 500mg/m” IV over 10 min followed by
Day 1 Carboplatin AUC 5 IV over 30 min on Day 1
N
Stratification factors D
T s [ o A
> 50%) ? 1% line treatment’ 2™ line treatment™”
+Smoking status M MK-3475 (pembrolizumab) 200mg IV over 30 min
(ever vs never) | MK-3475 (pembrolzumab) 200mg IV over 30 min on Toll owed by
I » Day 1* Pemetrex ed 500mg/m?® IV over 10 min followed by
7 Carboplatin AUC 51V over 30 min on Day 1
A — Arm C
17 line treat t
T R e, 2™ line treatment’
i Indudion ; 0]
MK-3475 M aintenance
. G || WS e a0
over 30 min followe pembrolizuma mg ;
by 1V over 30 min followed > NoUspachiad
o Pemetrex ed 500mg/n? by
over 10 min followed by Pemetrex ed 500mg/n? IV
N Caroplatin AUC 51V over 10 min on Day 1
over 30 min on Day 1

Accrual Goal 846 patients
Cycle = 3 weeks (21 days)

1. Repeat until progression or maximum of 2 years. If maximum treatment duration is reached prior to PD, or treatmentis discontinued for any other reason, patient will
remain in observation until progressionif patient doesnt progress onto 2nd line treatment, they will proceed to long-term follow-up.

2 Repeat for 4 oy cles oruntil disease progression. Pemetrex ed can then be given as maintenance until disease progression per standard of care.

3. Ifno progression by 2 years of MK-3475 (pembrolzumab), patient continues on observation until progression at which time proceedto 2™ line therapy at which time
proceed to 2nd line therapy within 6 weeks of PD.

4. Repeat for 4 oy cles oruntil disease progression. MK-3475 (pembrolzumab) and pemetrexed can then be given as maintenance until disease progression or 2 years

of treatment for MK-3475 (pembrolizumab) in total. If after 2 years there is no progression, Pemetrexed alone may be continued until disease progression per

standard of care.

Repeat for 4 oy cles, then proceed to maintenance. If disease progression occurs prior to the completion of 4 cycles, patient should instead enter long-temm follow-up

and continue to their 2nd lire treatment off-study, per standard of care.

Repeat for 2 years of total treatment across indudion and maintenance, oruntil disease progression. If after 2 years there is no progression, Pemetrex ed alone may

be continued until disease progression per standard of care.

Patient enters long-term follow-up and receives 2nd line treatment off-study, per standard of care.

Following completion of 2nd line treatmenrt, patient will proceed to |ong-term follow-up.

@ o

@~

https://ecog-acrin.org/wp-content/uploads/2021/03/EA5163-physician-fact-sheet.pdf
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CITYSCAPE: randomised Phase Il study of tiragolumab +
atezolizumab in PD-L1+ patients with NSCLC

1L Stage IV NSCLC Tiragolumab 600 mg IV Q3W +

* EGFR/ALK wild-type Atezolizumab 1200 mg IV Q3W
No PD or loss
«  Tumour PD-L1 TPS 21% by _ of clinical
22C3 IHC by local or : GussOvar benefit
central assay Placebo 600 mg IV Q3W +
N=135 Atezolizumab 1200 mg IV Q3W
Stratification factors Co-primary endpoints Primary analysis'
* PD-L1TPS (1-49% vs 250%) * ORRand PFS « Cut-off date of 30 June 2019
» Histology (non-squamous vs squamous) - Median follow-up of 5.9 months
» Tobacco use (yes vs no) Key secondary endpoints

* Safety, DOR, OS Updated analysis

» Follow-up performed to assess safety and efficacy

Exploratory endpoints - Cut-off date of 16 August 2021
* Efficacy analysis by PD-L1 status, « Median follow-up of 30.4 months

PROs
1. Rodriguez-Abreu et al. ASCO 2020

ESMO IMMUN0-0NGOLOGY DOR, duration of response; IHC, immunohistochemistry; ORR, confirmed overall response rate; OS, overall survival; PD, progressive disease

PFS, progression-free survival; PROs, patient-reported outcomes; Q3W, every 3 weeks; TPS, tumour proportion score

Cho et al. ESMO 2021
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Overall survival: PD-L1 subgroups

PD-L1 TPS 250% (n=58) PD-L1 TPS 1-49% (n=77)

Events Median OS, Events Median OS,
n (%) months (95% Cl) HR (95% Cl) n (%) months (95% Cl) HR (95% Cl)
—  Tira +atezo 8 (27.6) NE (30.3-NE) 0.23* = Tira+atezo 32(84.2) 13.3(8.0-20.7) 1.16*
—— Placebo +atezo 21 (72.4) 12.8 (4.7-24.2) (0.10-0.53) — Placebo +atezo 28 (71.8) 14.5(8.3-25.6) (0.70-1.94)
100 - ; ; 100 -
. :
80 - \ : 80 -
; :.'_HHLH—HH
1 i .
2=, - = - 24-month rate: 24.5%
I 60 ! ! Q 60 : 4
= | = 1 24-month rate: 35.0%
(72} 1 i (/2] 1 1
O 404 ! | O 40+ I '
1 i : 1
1 | 1
20 91 12-month rate: 81.9% | 24-month rate: 78.2% , 20 =1 12-month rate: 54.4% 1 !
12-month rate: 56.1% 1 24-month rate: 33.7% : 12-month rate: 59.5% : 1
0 T T T f T T T 1 T T T 1 0 T T T f T T T i T T T i
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time (months) No. at risk Time (months)

T+A 29 29 24 23 22 21 21 21 21 20 15 4 NE T+A 38 34 28 23 20 18 14 12 9 8 5 4 NE
P+A 29 25 18 17 15 13 11 10 9 8 3 NE NE P+A 39 35 28 24 22 17 16 13 12 9 5 2 NE
ESMO IMMUNO-ONCOLOGY Wyt

Updated analysis data cut-off: 16 August 2021 (median follow-up: 30.4 months)

» But press release reports that phase 3 SKYSCRAPER-01
failed to meet its co-endpoint of PFS Cho et al. ESMO 2021
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Overall survival from a phase Il randomized study of
ramucirumab plus pembrolizumab versus standard of care for
advanced non-small cell lung cancer previously treated with

immunotherapy—Lung-MAP non-matched sub-study S1800A

Karen L. Reckamp, M.D.', Mary W. Redman, PhD?, Konstantin H. Dragnev, M.D.3, Liza Villaruz, M.D.4,
Bryan Faller, MD?; Tareq Al Baghdadi, MD®, Susan Hines, MD’, Lu Qian, M.S.2, Katherine Minichiello,
M.S.2, David R. Gandara, M.D.8, Karen Kelly, MD8, Roy S. Herbst, M.D., Ph.D.°

'Cedars-Sinai Medical Center, Los Angeles, CA; 2ZSWOG Statistics and Data Management Center & Fred Hutchinson Cancer Research Center, Seattle, WA,
3Dartmouth-Hitchcock Norris Cotton Cancer Center, Lebanon, NH/Alliance for Clinical Trials in Cancer; “University of Pittsburgh Medical Center (UPMC) Hillman
Cancer Center; “Missouri Baptist Medical Center, St. Louis, MO/Heartland NCORP; 6IHA Hematology Oncology Consultants-Ann Arbor/Michigan CRC NCORP;
"Novant Health Cancer Institute - Mount Airy/Southeast Clinical Oncology Research Consortium NCORP); 8UC Davis Comprehensive Cancer Center,
Sacramento, CA; %Yale University, New Haven, CT

2022 As CO e h L U N G M A P Content of this presentation is the property of the AS CO é:fsféii%i\:&gfé\;?r
Karen L. Reckamp, MD, MS = author, licensed by ASCO. Permission required for reuse.
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S1800A Schema—Randomized Phase Il trial

NCT03971474 _ o
Stratified by 1) PD-L1 Primary endpoint: OS

expression, 2) histology, S
3) intent to receive Secondary endpoints:

ramucirumab in standard RR; DCR DoR, PFS,
of care arm Toxicities

ARM A Randomization ARM B

Investigator’s Choice Pembrolizumab
Standard of Care 200 mg Q3W for
docetaxel + ramucirumab; HEra 3J5r BYElEs
docetaxel; gemcitabine;

Ramucirumab
pemetrexed (nonSCC only) % mté(/:kg stﬁ

Key eligibility: 1) Previously received both PD-1 or PD-L1 inhibitor therapy and platinum-based doublet
chemotherapy either sequentially or combined, with PD on at least 84 days after initiation of ICI and
platinum-based doublet therapy; 2) ECOG 0-1; 3) all patients met eligibility to receive ramucirumab

2022 AS CO m :(R;T-:‘;EE B;eckamp MD. MS ﬂﬂ L U N G - M A P Content of this presentation is the property of the AS CO ;mikéii%iggféz?

ANNUAL MEET'NG author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER
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Overall survival

Median 80%
in months  Conf. Int
Ramucirumab+Pembrolizumab 69 45 14.5 (13.9-16.1)
Standard of Care (Inv. Choice) 67 51 116 (9.9-13.0)

N Events

HR(80% CI): 0.69 (0.51-0.92)
Standard log-rank p-value:  0.05
Weighted log-rank p-value: 0.15

=
o~
g
>
=
a
@©
a
o
o
©
2
c
5
w

3 6 9 12 15 18 21 24
Months Since Sub-study Randomization

Number at risk (number of events)

Ramucirumab+Pembrolizumab 62 (0

Standard of Care (Inv. Choice) 67(0) 56(9) 46 (19) 40 (25) 32(33) 21(43) 12 (48)

2022ASCO =A

ANNUAL MEETING

PRESENTED BY:

Karen L. Reckamp, MD, MS
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Content of this presentation is the property of the
author, licensed by ASCO. Permission required for reuse.

MLUNG-MAP

KSWOG i o o

Median OS for RP 14.5
months v. SOC 11.6 months

HR= 0.69; SLR p-value 0.05

Standard of care therapy received:

. |Docetaxe| + Ramucirumab (n = 45)|
* Docetaxel (n =3)

+ Gemcitabine (n=12)

*+ Pemetrexed (n=1)

* No treatment (n = 6)

" AMERICANM SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER
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Tumor Treating Fields (TTFields) Therapy with Standard of Care
(SOC) in Metastatic Non-Small Cell Lung Cancer (NNSCLC) After
Platinum-based Therapies: Randomized, Phase 3 LUNAR Study

Ticiana Leal', Rupesh Kotecha?, Rodryg Ramlaud, Li Zhang* Janusz Milanowski®, Manuel Cobo®,
Jaromir Roubec’, Lubos Petruzelkad, Libor Havel®°, Sujith Kalmadi'®, Jeffrey Ward!', Zoran Andric'?
Thierry Berghmans', David E. Gerber'#, Goetz Kloecker', Rajiv Panikkar'®, Joachim Aerts'’,
Angelo Delmonte’®, Miklos Pless', Richard Greil?, Christian Rolfo?!, Wallace Akerley??, Michael Eaton?3,
Mussawar Igbal?*, and Corey Langer25; on behalf of the LUNAR study investigators

"Winship Cancer Institute at Emory University, Atlanta, GA, USA; 2Miami Cancer Institute, Baptist Health South Florida, Miami, FL, USA; 3Rodryg Ramlau, Poznan University of Medical Sciences, Poznan,
Poland; 4Sun Yat-sen University Cancer Center (SYSUCC), Guangzhou, China; 3Medical University of Lublin, Lublin, Poland; 8Medical Oncology Intercenter Unit, Regional and Virgen de la Victoria
University Hospitals, IBIMA, Malaga, Spain; “Nemocnice AGEL Ostrava-Vitkovice, Ostrava, Czech Republic; 8General University Hospital in Prague, Prague, Czech Republic; ° Thomayer Hospital, Prague,
Czech Republic; "lronwood Cancer & Research Centers, Chandler, AZ, USA; ""Washington University School of Medicine, St. Louis, MO, USA; '2Clinical Hospital Centre Bezanijska Kosa, Belgrade,
Serbia; '®Jules Bordet Institute, Hopitaux Universitaires de Bruxelles, Université Libre de Bruxelles, Brussels, Belgium; “Harold C. Simmons Comprehensive Cancer Center, UT Texas Southwestern
Medical Center, Dallas, TX, USA; 'SUniversity of Louisville, Louisville, KY, USA; '6Geisinger Cancer Institute, Danville, PA, USA; ""Erasmus University Medical Center, Erasmus MC Cancer Institute,
Rotterdam, The Netherlands; '8IRCCS Istituto Romagnolo per lo Studio dei Tumori "Dino Amadori" (IRST), Meldola, Italy, Meldola, ltaly; '®Kantonsspital Winterthur, Winterthur, Switzerland; 2°Salzburg
Cancer Research Institute-Center for Clinical Cancer and Immunology Trials (SCRI-CCCIT); Paracelsus Medical University Salzburg; Cancer Cluster, Salzburg, Austria; 2'Center for Thoracic Oncology,
Tisch Cancer Institute at Icahn School of Medicine, Mount Sinai, New York, NY, USA; 2Huntsman Cancer Institute, University of Utah, Salt Lake City, UT, USA; 23St Francis Hospital, Indianapolis, IN, USA;
24College of Medicine, University of Saskatchewan, Saskatoon, Canada; 22Abramson Cancer Center, Perelman School of Medicine, University of Pennsylvania, PA, USA
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Tumor Treating Fields (TTFields) Mechanism of Action -

Dividing cancer cells
+

TTFields A

Disruption of mitosis
Calreticulin exposure

Aneuploidy (9\,( @) — %@ ERstress ——  (3htigen uptake)

N

l

0
HMGBI1 release % C’OO \A‘I;P release
/ ICD

Antigen presenting cell Immune cell recruitment
maturation

» TTFields are electric fields that exert
physical forces on electrically charged
components in dividing cancer cells,
leading to an antimitotic effect’-?

» Downstream effects include cell stress-
induced immunogenic cell death (ICD),
triggering a systemic anti-tumor immune
responses3*

ATP, adenosine triphosphate; ER, endoplasmic reticulum; HMGB1, high mobility group box 1 protein; ICD, immunogenic cell death; TTFields, Tumor Treating Fields.
1. Mun EJ et al. Clin Cancer Res. 2018;24(2):266—275; 2. Giladi M et al. Sci Rep. 2015;5:18046; 3. Voloshin T et al. Cancer Immunol Immunother. 2020;69(7):1191-1204;

4. Barsheshet Y et al. Int J Mol Sci. 2022;23(22):14073. Figure adapted from: Shteingauz A et al. Cell Death Dis. 2018;9(11):1074.
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TTFields Therapy *

* Noninvasive anticancer treatment modality

* Delivered locoregionally to the chest by a wearable medical
device and 2 pairs of arrays (adhesive bandages with
biocompatible insulated ceramic discs covered by
hydrogel)?

TTFields Device Array Placement

» Delivered to the patient’s home with 24/7 phone support by
a device technician; continuous use (~18 h/day)

* FDA-approved* for glioblastoma and malignant pleural
mesothelioma?

* Pilot study demonstrated safety and feasibility of TTFields
therapy with pemetrexed in advanced NSCLC>

*TTFields for glioblastoma was approved via the Premarket Approval (PMA) pathway. TTFields for malignant pleural mesothelioma was approved via the Humanitarian Device Exemption (HDE) pathway.
NSCLC, non-small cell lung cancer; TTFields, Tumor Treating Fields. Image shows an actor. Used with permission from Novocure GmbH.

1. Novocure. NovoTTF™-100L system: instructions for use for unresectable pleural malignant mesothelioma; 2. Stupp R et al. Eur J Cancer. 2012;48(14):2192-2202;

3. Stupp R et al. JAMA. 2017;318(23):2306—2316; 4. Ceresoli GL et al. Lancet Oncol. 2019;20(12):1702-1709; . Pless M et al. Lung Cancer. 2013;81(3):445-450.
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LUNAR Phase 3 Study Design

Objective: To evaluate safety and efficacy of TTFields therapy with standard of care (SOC) compared to SOC alone
in metastatic NSCLC progressing on or after platinum-based therapy

TTFields therapy*
and SOC Q6W follow-up
4 N\ H H
Can L - Investigator’s choice ICI" until progression
Key eligibility criteria N=276 ( & :
or docetaxel) 3 post-progression
* 222years of age follow-up visits
* Metastatic NSCLC | Randomized J Survival
* Progression on/after Baseline (1:1) ‘ follow-up
platinum-based therapy evaluation
« ECOG PS 0-2 {incRRRll Stratified by region,
> d SOC treatment, and SOC
: . y . Q6W follow-u
histology (Investigator’s choice ICIt :

until progression
or docetaxel)

Data cut-off: November 26, 2022
Study sites: 124 in 17 countries (North America, Europe, Asia)

*150 kHz; 218 h/day; Tpembrolizumab, nivolumab, or atezolizumab.

ECOG PS, Eastern Cooperative Oncology Group performance status ICl, immune checkpoint inhibitor; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; Q6W, every 6 weeks;
SOC, standard of care; TTFields, Tumor Treating Fields.
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Baseline Disease Characteristics

SOC Overall
(n=139) (N=276)

Histology
Non-squamous/squamous 58%/42% 55%/45% 56%/44%

PD-L1
<1% 17% 17% 17% * Available PD-L1 data showed no
1749% 27% 29% 28% differences between arms
>50% 7% 13% 10%

Unknown* 49% 42% 45%

Prior lines of systemic therapy**

1 89% 89% 89%
2+ 11% 10% 11%

Prior ICI 31% 31% 31% . . .

Best response to any prior therapy * 58% of patients in the TTFields +
Complete response 6% 4% 5% docetaxel subgroup received a prior ICl vs
Partial response 23% 26% 25% 2% in the TTFields + ICl subgroup
Stable disease 34% 32% 33%

Progressive disease 21% 26% 24%
Unknown 15% 13% 14%
Liver metastasis’ 15% 16% 16%
CNS metastasis* 0 1% 1%
Percentages rounded to nearest integer; totals may not equal 100%
*PD-L1 status reporting was optional and was available for 83% of patients in the United States; ** 1 patient had liver and CNS metastasis. *Patients with CNS metastases were excluded

under the original study design; later amended to allow stable CNS metastases.
CNS, central nervous system ICl, immune checkpoint inhibitor; PD-L1, rogrammed cell death ligand 1; SOC, standard of care; TTFields, Tumor Treating Fields.
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Response Rates in the ITT Population

Patients with a follow-up scan n=122 n=127

pA 17%

ORR, % (95% Cl) » All 5 complete responses occurred in

(14-28) (11-25) ) o
patients receiving an ICI
3%
Difference in ORR, % (95% Cl) (-8.5-15.0) — 4 with TTFields therapy
F=0> — 1 with ICI alone
Best overall response, % . .
* Analysis of patterns of progression

Complete response 3% 1% (infield* vs outfield) is ongoing

Partial response 18% 17%

Stable disease 49% 47%

Progressive disease 18% 26%

Not evaluable PAZS 1%

Cl, confidence interval; ICl, immune checkpoint inhibitor; ITT, intent-to-treat; ORR, overall response rate; SOC, standard of care; TTFields, Tumor Treating Fields.
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Overall Survival in the ITT Population

1.0 _-‘%. Jele

L 13.2 (nzlsg)

2 Median OS (95% Cl), months (10.3-15.5) (8.1-11.5)
';“ 1-year survival (95% CI) 53% (44-61) 42% (34-50)
c 0.7
§ 3-year survival (95% Cl) 18% (11-27) 7% (2-15)
T 0.67
(]
3 05- HR (95% Cl): 0.74 (0.56—0.98)
S P=0.035
2 0.4-
=
S 0.3-
4
% 0.2-

0.1 - SOC

0 i i i i i i i i i
0] 6 12 18 24 30 36 42 48 54
Follow-up (Months)
No. at Risk:
137 100 62 36 22 16 11 9 5 3
SOC 139 96 54 32 16 7 3 0 0 0

Median (range) follow-up: 10.0 (0.03-58.7) months

Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; SOC, standard of care; TTFields, Tumor Treating Fields.
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Overall Survival in ICI-Treated Patients

1.0

ICI
0.9- (n=68)
: o 18.5 10.8

e Median OS (95% Cl), months (10.6-30.3) (8.2-18.4)
g 1-year survival (95% Cl) 60% (47-71) 46% (33-57)
c 0.7
é 3-year survival (95% Cl) 27% (15-42) 9% (3-21)
© 0.6
(V)
3 054 HR (95% Cl): 0.63 (0.41-0.96)
© P=0.03
Z 04
=
S 0.3
)
0.2

0.1

ICI
0 i i i i i i i i i
0] 6 12 18 24 30 36 42 48 54
Follow-up (Months)
No. at Risk:
66 50 35 24 16 12 8 6 p 1
ICI 68 49 29 21 11 6 3 0] 0] 0

WINSHIP Ticiana Leal, MD, Winship Cancer Institute - Emory University
CANCER

INSTITUTE

EMORY




Overall Survival in DTX-Treated Patients

1.0
DTX
0.9- (n=71)
. . 11.1 8.7

e Median OS (95% Cl), months (8.2-14.1) (6.3-11.3)
,S 1-year survival (95% Cl) 46% (33-57) 38% (27-49)
E 0.7
o 3-year survival (95% Cl) 9% (3-20) 5% (0—18)
© 0.6
]
8 0.5 HR (95% Cl): 0.81 (0.55-1.19) P=0.28
e
Z 04-
E
S 0.3
2
& 0.2-

0.1

DTX
0 | | | | | | | | |
0] 6 12 18 24 30 36 42 48 54
Follow-up (Months)
No. at Risk:
71 10) 27 12 6 4 3 3 3 2
DTX 71 47 25 11 5 1 0 0 0] 0]
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Safety and Tolerability

SOC
(n=134)

All grades

Grade 23

All grades

Grade 23

Any AE*

97%

59%

91%

56%

Most frequent AEs * Majority of patients (94%) had >1

- Demmatits 4% 2% 2% 0% AE

Fatigue

28%

4%

37%

8%

Musculoskeletal pain 36% 3% 27% 4% Comparable incidence of grade >3
Dyspnea 20% 7% 25% 3%
: AEs between arms
Anemia 23% 8% 22% 8%
Diarrhea 1258 2 Lo 0% No difference in rate of
Cough 18% 0% 19% 1 neumonitis or other immune
Nausea 19% 0% 16% 1% P
Leukopenia 17% 14% 18% 14% related AEs
Pneumonia 15% 11% 17% 11% . .
Alopecia 10% 0% 179 1% No notable differences in HRQolL
Respiratory tract infection 15% 3% 16% 0% when TTFields thera Py was added
Localized edema 15% 1% 16% 2% to SOC (detailed analysis ongoing)
Any serious AE 53% 38%
Any AE leading to discontinuation 36% pA
Any AE leading to death 10% 8%

*A ; not necessarily related to treatment.
AE, adverse event; SOC, standard of care; HRQoL. Health-related quality of life; TTFields, Tumor Treating Fields.
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TROPION-Lung02: Datopotamab Deruxtecan
(Dato-DXd) Plus Pembrolizumab With or Without
Platinum Chemotherapy in Advanced Non-Small
Cell Lung Cancer

Yasushi Goto, MD, PhD," Wu Chou Su, MD,? Benjamin Levy, MD,? Olivier Rixe, MD, PhD,** Tsung Ying Yang, MD, PhD.® Anthony Tolcher, MD,’
Yanyan Lou, MD, PhD,? Yoshitaka Zenke, MD, PhD,° Panayiotis Savvides, MD,'° Enriqueta Felip, MD, PhD,!" Manuel Domine, MD, PhD,?
Konstantinos Leventakos, MD, PhD,'3 Mariano Provencio Pulla, MD, PhD," Atsushi Horiike, MD, PhD,' Edward Pan, MD,° Daisy Lin, PhD,®
Jessie Gu, PhD, MS > Priyanka Basak, MD, MBE,> Michael Chisamore, PhD,'® Luis Paz-Ares, MD, PhD"’

'National Cancer Center Hospital, Tokyo, Japan; 2Department of Oncology, National Cheng Kung University Hospital, College of Medicine, National Cheng Kung University, Tainan, Taiwan; *The Sidney Kimmel Comprehensive Cancer
Center at Johns Hopkins, Baltimore, MD; *Quantum Santa Fe, Santa Fe, NM; *Daiichi Sankyo, Inc, Basking Ridge, NJ; éDivision of Chest Medicine, Department of Internal Medicine, Taichung Veterans General Hospital, Taichung, Taiwan;
TNEXT Oncology, San Antonio, TX; 8Mayo Clinic, Jacksonville, FL; ®Department of Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; ""Mayo Clinic, Phoenix, AZ; ""Wall d’Hebron University Hospital, Vall d’Hebron
Institute of Oncology, Barcelona, Spain; '?Department of Oncology, Hospital Universitario Fundacién Jiménez Diaz (IS-FJD), Madrid, Spain; *Mayo Clinic, Rochester, MN; '“Department of Medical Oncology, Hospital Universitario Puerta
de Hierro Majadahonda, Madrid, Spain; "“Division of Medical Oncalogy, Department of Medicine, Showa University School of Medicine, Tokyo, Japan; "®Merck & Co, Inc, Rahway, NJ; '"Hospital Universitario 12 de Octubre, CNIO-H120

Lung Cancer Unit, Universidad Complutense and CIBERONC, Madrid, Spain
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Introduction

- Dato-DXd is an antibody-drug conjugate composed of a TROP2-directed monoclonal antibody covalently
linked to a highly potent cytotoxic payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable
linker'-°

- Dato-DXd 6-mg/kg monotherapy demonstrated encouraging antitumor activity, with an ORR of 28% and a
median DOR of 10.5 months, in patients with heavily pretreated advanced/metastatic NSCLC®

1
Humanized anti-TROP2 DerUXIecan
IgG1 mAb! ( ‘|
N/WYN\)LH/YN})LH,\(NVO \)LNHH
H Y ;
H 2 ° OC © s
- \
H.C
Cleavable tetrapeptide-based linker F

Topoisomerase | inhibitor payload

Image is for illustrative purposes only; (DXd)
actual drug positions may vary.

Dato-DXd, datopotamab deruxtecan; DOR, duration of response; IgG1, immunoglobulin G1; mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; ORR, objective response rate; TROP2, trophoblast cell-surface
antigen 2.

1. Okajima D, et al. Mol Cancer Ther. 2021;20(12):2329-2340. 2. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019:67(3):173-185. 3. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. 4. Ogitani Y, et al. Cancer Sci.
2016;107(7):1039-1046. 5. Shiose Y, et al. Biol Pharm Bull. 2007;30(12):2365-2370. 6. Garon EB, et al. IASLC WCLC 2021. Abstract MA03.02.
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TROPION-Lung02: Phase 1b Study

« TROPION-Lung02 is the first study evaluating Dato-DXd + pembrolizumab * platinum CT? in advanced
NSCLC without actionable genomic alterations® (NCT04526691)

= The safety of the Dato-DXd + pembrolizumab doublet was established prior to evaluation of the platinum-
containing triplet

= The safety of Dato-DXd 4-mg/kg combinations was established prior to evaluation of 6-mg/kg combinations

Key eligibility criteria
) Dato-DXd i pembro i platinum CT
* Advanced/metastatic NSCLC IV Q3W IV Q3W IV Q3W - Primary objectives: safety
* Dose edscalationc: <2 lines of prior | conort 1 (n=20): 4 mglkg + 200 mg and tolerability
therapy Doublet - Secondary objectives:
- Dose expansion Cohort 2 (n=44): 6mgkg + 200 mg efficacy, pharmacokinetics,
= <1 line of platinum-based CT Cohort 3 (n=20): ST o e e and antidrug antibodies
d
(Gonorts! 1.and2) Cohort 4 (n=30): 6mgkg + 200 mg + carboplatin AUC 5 .
= Treatment naive (cohort 2; — Triplet
enroliment after Jun 30, 2022)d Cohort 5 (n=12): 4 mg/kg + 200 mg + cisplatin 75 mg/m?
= Treatment naive (cohorts 3-6)¢ | Cohort 6 (n=10): 6mg/lkg + 200mg + cisplatin 75 mg/m?2 e

Data cutoff: April 7, 2023.

AUC, area under the curve; CT, chemotherapy; Dato-DXd, datopotamab deruxtecan; DLT, dose-limiting toxicity; IV, intravenous; NSCLC, non-small cell lung cancer; pembro, pembrolizumab; Q3W, every 3 weeks.

a Administered sequentially at the same visit. ® Patients with known actionable EGFR, ALK, ROS1, NTRK, BRAF, RET, or MET mutations or alterations in other actionable oncogenic driver kinases were not eligible for this study.
Testing for EGFR and ALK alterations was not required for patients with squamous histology who were smokers or 240 years of age. ¢ The first 3 to 6 patients in each cohort were enrolled to confirm acceptable safety/DLT rate;
the remaining patients are considered part of dose expansion (for which enroliment was ongoing at the time of data cutoff). d Prior therapy requirements are for treatment in the advanced/metastatic setting.
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Patient Baseline Characteristics

. Triplet
Characteristic (n=72)
Age, median (range), years 65 (44-83) 64 (33-84)
Male, n (%) 48 (75) 48 (67)
Histology, n (%)
gdenocarcmoma :g (;g) :g (g?)  Of patients receiving doublet or triplet
quamous <) &h) therapy, 58% and 75%, respectively,
History of brain metastases, n (%) 1 (17) 14 (19) were treated in the 1L setting
PD-L1 expression, n (%)? ; . i
<1% 23 (36) 29 (40) * Immunotherapy was previously given in
1%-49% 28 (44) 24 (33)

19% of patients receiving doublet

250% 13 (20) 18 (25) i .
o _ therapy and 25% of patients receiving

Prior lines of therapy, median (range)® 0 (0-4)° 0 (0-3)° triplet therapy
Previous systemic treatment, n (%)

Immunotherapy 12 (19) 18 (25)

Platinum chemotherapy 24 (38) 17 (24)
Dato-DXd combination line of therapy, n (%)¢

1L 37 (H8) 54 (75)

2L+ 27 (42) 18 (25)

Data cutoff: April 7, 2023.

1L, first line; 2L+, second line and later; Dato-DXd, datopotamab deruxtecan; NSCLC, non-small cell lung cancer; PD-L1, programmed death ligand 1.

aPD-L1 expression testing was not performed in 1 patient (1%) receiving triplet therapy. © Prior therapy for advanced/metastatic NSCLC. ¢ Additional prior lines of therapy were permitted under earlier versions of the protocol.
dIn the advanced/metastatic setting.
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Antitumor Activity

All patients

Response? Doublet Triplet
B (n=61)p (n=71)p
Confirmed + pending ORR, n (%)¢d 23 (38) 35 (49)
[95% CI] [26-51] [37-61]
Confirmed + pending BOR, n (%)%¢
Confirmed CR 0 1(1)
Pending CRd 0 0
Confirmed PR 21 (34) 34 (48)
Pending PR 2 (3) 0
SD, n (%)f 30 (49) 27 (38)
DCR, n (%) 51 (84) 62 (87)
Median DOR, months NE NE
[95% CI] [8.8-NE] [5.8-NE]

Patients in 1L

Doublet Triplet
(n=34)° (n=53)° * In the 1L setting, the ORR
17 (50) 30 (57) (confirmed and pending)®
[32-68] [42-70] was 50% in patients
receiving doublet therapy
0 1(2) and 57% in those receiving
0 0 triplet therapy
15 (44) 29 (55)
2 (6) 0 *  Among all patients, the DCR
was 84% (doublet) and 87%
16(47) 18(34) (triplet); in the 1L setting, the
31(91) 48 (91) DCR was 91% in both
NE NE therapy subgroups
[5.5-NE] [5.7-NE]

Preliminary PFS in all patients, median (95% CI), months: doublet, 8.3 (6.8-11.8); triplet 7.8 (5.6-11.1)h

Data cutoff: April 7, 2023.

1L, first line; 2L+, second line and later; BOR, best overall response; CR, complete response; DCR, disease control rate; DOR, duration of response; NE, not estimable; ORR, objective response rate; PFS, progression-free

survival; PR, partial response; SD, stable disease.

a By investigator. ? Response-evaluable patients, which includes patients with =1 postbaseline overall response and those who discontinued without a postbaseline overall response. ¢ ORR defined as BOR of CR + PR.
dResponses pending confirmation. ¢ BOR was determined using tumor assessments at different evaluation time points from the date of the first dose of study treatment until documented disease progression or the start of the
next line of nonpalliative anticancer therapy (inclusive), whichever was earlier. f SD defined as 21 SD assessment (or better) 25 weeks after starting treatment and before progression without qualification for CR or PR (includes
pending responses). IDCR defined as BOR of confirmed CR + confirmed PR + SD. " Preliminary PFS is limited by immature duration of follow-up.
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Best Overall Tumor Change From Baseline

All patients (n=124)2 Patients in the 1L setting (n=84)2

80 80

M Doublet M Triplet + Treatment ongoing % Dato-DXd 6.0 mgrkg® B Doublet B Triplet + Treatmentongoing  * Dato-DXd 6.0 mg/kgP®
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Data cutoff: April 7, 2023.
1L, first line.
a Patients with no baseline target lesions or no posthaseline tumor assessments were excluded from the waterfall plots. ? Planned dose level.
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Adverse Events of Special Interest

Doublet Triplet

0/.\a,b (n=64) (n=72)

et  Oral mucositis/stomatitis was the
most common AESI and was

predominantly grade 1/2

All grades Grade23 All grades Grade 23

Oral mucositis/stomatitis 37 (58) 5 (8) 31 (43) 4 (6)
LD/ e adiudicated * No grade 5 AESIs have occurred
pneumonitis agjuaicated as 11 (17 2(3 16 (22 2(3
drug related® () ) (22) ©) « There were no grade 4 or 5
judi ILD/pneumonitis events'
Ocular surface toxicity® 10 (16) 1(2) 17 (24) 2 (3) adJUd cated /p eumonitis events
IRRe® 15 (23) 0 10 (14) 0

Data cutoff: April 7, 2023.

AESI, adverse event of special interest; ILD, interstitial lung disease; IRR, infusion-related reaction.

a AESiIs listed in this slide include all preferred terms that define the medical concept. ® No cases of mucosal inflammation occurred in patients receiving doublet or triplet therapy. cFive ILD cases are pending adjudication.

d The majority of these events were cases of dry eye (n=12 patients) and lacrimation increased (n=8 patients); grade =3 events were keratitis (n=2 patients) and dry eye (n=1 patient). ¢IRR refers to all IRR events that occurred
in a patient who experienced any of the preselected preferred terms within the same day of Dato-DXd infusion. There was 1 grade 5 event initially adjudicated as drug-related ILD in a patient receiving triplet therapy; this event
was ultimately readjudicated to be grade 2.
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Thank you!
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