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Q Disclosures

« Contracted Research: AstraZeneca, Bristol Myers Squibb, Novartis,
Regeneron, Tesaro, Karyopharm, Debiopharm

« Consulting Fees: Novartis

« | will be discussing non-FDA approved indications during my
presentation.
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ADVANCES IN
(\.
@) Lung cancer

* 80-85% non-small cell lung cancer (NSCLC)
* 10-15% small-cell lung cancer (SCLC)
* Leading cause of cancer-related mortality in both men and women.

Male Female

Lung & bronchus 72,500 23% Lung & bronchus 63,220 22%

Prostate 33,330 10% Breast 42,170 15%
- Colon & rectum 28,630 9% Colon & rectum 24,570 9%
£m Pancreas 24,640 8% Pancreas 22,410 8%
g Liver & intrahepatic bile duct 20,020 6% Ovary 13,940 5%
o Leukemia 13,420 4% Uterine corpus 12,590 4%
® Esophagus 13,100 4% Liver & intrahepatic bile duct 10,140 4%
g Urinary bladder 13,050 4% Leukemia 9,680 3%
& Non-Hodgkin lymphoma 11,460 4% Non-Hodgkin lymphoma 8,480 3%

Brain & other nervous system 10,190 3% Brain & other nervous system 7,830 3%

All sites 321,160 All sites 285,360

YAAEM Nesese® itc
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Nivolumab
| -1 PD-1

Pembrolizumab
PD-1

Atezolizumab
PD-L1

Durvalumab
Y, PD-L1

Ipilimumab
"~ CTLA-4

© 2019-2020 Society for Immunctherapy of Cancer

. 2015

Nivolumab: 2"
line Sq NSCLC

Nivolumab: 2"d
line non-Sq NSCLC

Pembrolizumab:
2"d |ine NSCLC
(PD-L1 2 50%)

‘2017

2016

Pembrolizumab:
15t line NSCLC
(PD-L1 2 50%)

Pembrolizumab:
2"d |ine NSCLC
(PD-L1 2 1%)

Atezolizumab: 2"
line NSCLC

Pembrolizumab +
pemetrexed and
carboplatin:

1%t line non-Sq
NSCLC

.018

Pembrolizumab +

taxane and carboplatin:

1%t line Sq NSCLC

Atezolizumab +
paclitaxel + carboplatin
+ bevacizumab: 1% line
NSCLC

Durvalumab:
unresectable stage Il
NSCLC s/p
chemoradiation

Nivolumab:
3" |ine recurrent SCLC

AMERICAK ACAGEMY OF
EMERGENCY MEDICING

2019

Atezolizumab +

abraxane + carboplatin:

1%t line non-Sq NSCLC

Pembrolizumab:

1t line PD-L1+ stage Il
NSCLCif not a
candidate for resection
or chemoradiation

Atezolizumab +
etoposide + platinum:
15t line ES-SCLC

Pembrolizumab:
3rd]ine recurrent SCLC

FDA-approved checkpoint inhibitors
in lung cancer

2020

Nivolumab +
ipilimumab:

15t line NSCLC with PD-
L121%

Atezolizumab: 1t line
NSCLC with PD-L1 250%

Nivolumab +
ipilimumab +
chemotherapy: 1%t line
NSCLC

Durvalumab +
etoposide + platinum:
1%t line ES-SCLC
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ADVANCES i Second-line PD-(L)1 blockade improves
® L
overall survival in NSCLC

Checkmate-017 (nivolumab 2" line; squamous NSCLC) Checkmate-057 (nivolumab 2" line; non-squamous NSCLC)
100+
100-¢ Median Overall Survival 1-Yr Overall Survival No. of =z 90
mo (95% Cl) % of patients (95% Cl) Deaths H
90 = 30
Nivolumab (N=135) 9.2 (7.3-13.3) 42 (34-50) 86 ‘gn';_
= 804 Docetaxel (N=137) 6.0 (5.1-7.3) 24 (17-31) 113 < 707
'g 70+ 3 60
a = 50+
5 e Hazard ratio for death, 0.59 (0.44-0.79) g 40+
» azard ratio for deatn, U. L44-0.
OS Eﬂ' 5ol P<0.001 OS @ 30
> e
T 4ol T 201
& g ol Docetaxe
T 30+ o 0
- 1
& 20 0 3 6 9 12 15 18 21 24 27
104 Docetaxel Months
0 : . . | : ‘ . ‘ No. at Risk
3 6 9 12 15 18 21 24 Nivolumab 292 232 194 169 146 123 62 32 9 0
Months Docetaxel 290 244 194 150 111 88 34 10 5 0
: : Keynote-01 mbrolizumab 2" lin
OAK (atezolizumab 2 line) ey Aote 010 (pembrolizumab e)
100 — Pembrolizumab 2 mg/kg
100 mnd;arkléveral:’survrval ‘ 15257;0nth ‘:&Zromh 9 — Pembrolizumab 10 mg/kg
—+— Atezolizumal % 1% -1
90 —— Docetaxel ‘ 7% ‘27% —— Docetaxel
80- HR 073 (95% C10.62-0.87); p=0.0003 804
g 704 704
E g
OS == 0S = ©f
E 404 : o
304 %
204 § 404
10 Median 9.6 months Median 13.8 months © 30
(95% C1 8-6-112) (95% C111-8-15.7)
st ; ¢ 5 b 3 i E % B 20
Atezolizumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1 10 4
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3
0 1 1 1 1 1
0 5 10 15 20 25
| | - | QAAEM ——xcco Csitc >
Brahmer et al. NEJM 2015; Borghaei et al. NEJM 2015; Rittmeyer et al. Lancet 2016; Herbst et al. Lancet 2015 B -
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Gt @ CA209-003: Phase 1 study of nivolumab in

WHUNGTHERA?Y heavily-treated advanced NSCLC

5-Year Survival

* First report of long-term survival 100 Median 0S (95% Cl), mo
rate in patients with metastatic - Overall (N = 129) 9.9 (7.8, 12.4)
NSCLC treated with an immune :
checkpoint inhibitor. g ]

8 n 1yO0S, 42%
* According to the National Cancer 7 | 2905, 24%
Institute’s SEER data, 5-year survival 2- | 3y0s,18%  5y0s,16%
rate for patients with advanced ’ | gy —
NSCLC is 4.9%. D s s 7 s
No. at Risk Years
129 49 27 20 17 16 3 1 0
gfatﬁi:\geerreita?.l,"AJESRZS(}% gAAEM i @ HOPA | (’_S Itg)

NCI SEER data, Lung and Bronchus Cancer, 2014
© 2019-2020 f?[';-ctiety foor |T|rnl.Jl‘['JI|‘t-‘_l|L'1py of Cancer
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EUANCES ) @ Treatment naive regimens: competing
strategies in metastatic NSCLC

« KEYNOTE-024: Pembrolizumab vs. chemotherapy in PD-L1 at least 50%

« KEYNOTE-042: Pembrolizumab vs. chemotherapy in PD-L1 at least 1%

e KEYNOTE-189: Pembrolizumab plus chemotherapy vs. chemotherapy alone in non-Sq NSCLC
« KEYNOTE-407: Pembrolizumab plus chemotherapy vs. chemotherapy alone in Sq NSCLC

* IMpower 150: Atezolizumab plus chemotherapy/bevacizumab vs. chemotherapy/bevacizumab in
non-Sq NSCLC

* IMpower 110: Atezolizumab vs. chemotherapy in PD-L1 at least 1%

* IMpower 130: Atezolizumab plus chemotherapy vs. chemotherapy in non-Sq NCSLC
* CheckMate 227: Nivolumab plus ipilimumab vs. chemotherapy in PD-L1 at least 1%
* CheckMate 9LA: Nivolumab/ipilimumab/chemotherapy (2 cycles) vs. chemotherapy

QAAEM ———xcco @HOPA Csitc >
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ADVANCES @ KEYNOTE-024: Pembrolizumab vs. chemotherapy
IMMUNOTHERAPY™ for PD_L]_ 2 50% adva nced NSCLC

Key Eligibility Criteria

. Pembrolizumab

Untreated stage IV NSCLC 200 mg IV Q3W
* PD-L1 TPS >50% (2 years)
« ECOG PS 0-1 _
* No activating EGFR mutation or

ALK translocation
. . Platinum-Doublet PD Pembrolizumab

No untreated t?raln meta.stases e . > 200 mg Q3W
* No active autoimmune disease (4-6 cycles) for 2 years

requiring systemic therapy o

AAEM AN (e i
Reck et al., ESMO 2016, NEJM 2016 q % e @ HOPA (Elt) )

© 2019-2020 Society for Immunctherapy of Cancer
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Cancear @ KEYNOTE-024: Pembrolizumab vs. chemotherapy
IMMUNOTHERAPY™ for PD-L1 2 50% adva nced NSCLC

70.3 No. of Events HR (95% ClI)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 : Chemotherapy 96 P =.002*
90 -
80 - 51.5
70 4 345 Median OS (months) (95% Cl)
: 30.0 (18.3 to NR)
e 601 : 14.2 (9.8 to 19.0)
o 50 _.. ........
© 40 ;
30 -
20 -
10 -
1 1 1 i 1 1 1 i 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33
Time (months)

Reck et al., JCO 2019
© 2019-2020 Society for Immunotherapy of Cancer
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PSS @ KEYNOTE-042: Pembrolizumab vs. chemotherapy
IMMUNOTHERAPY™ for PD_L]_ 2 1% adva nced NSCLC

Key Eligibility Criteria Pembrolizumab

« Untreated locally advanced or 200 mg Q3W
metastatic NSCLC of any histology for up to 35 cycles
*PD-L1 TPS 21%

* No sensitizing EGFR or ALK alterations Randomize

*ECOGPSOor1 1:1

» No untreated or unstable CNS >
metastases Paclitaxel 200 mg/m-’ QJ We

* No history of pneumonitis that required UR
systemic corticosteroids Carboplatin AUC 5 or 6 Q3W +

Pemetrexed 500/mg/m= Q3 W=
Stratification Factors I up to 6 cycles

» Region (east Asia vs rest of the world)

*ECOGPS (0 vs 1) End points

= Histology (squamous vs nonsquamous) * Primary: OS in PD-L1 TPS >50%, >20%, and >1%

«PD-L1 TPS (250% vs 1-49%) » Secondary: PFS and ORR in TPS >50%, >20%,

and >1%; safety in TPS >1%

aPemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.

' AA

Carboplatin AUC 5 or 6 Q3W: +

Acco @HOPA (Eltg)

SOty 1o Imminonrarapy of Carcer

Lopes et al., ASCO 2018 g EMERGENET HEonE
© 2019-2020 Society for Immunotherapy of Cancer
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PD-L1 = 50%

Pembrolizumab group 299 (0)
Chemotherapy group 300 (0)

PD-L1 2 1%

Pembrolizumab group 637 (0)
Chemotherapy group 637 (0)

Mok et al., Lancet 2019
© 2019-2020 Society for Immunotherapy of Cancer

KEYNOTE-042: Pembrolizumab vs. chemotherapy
for PD-L1 2 1% advanced NSCLC

Overall survival

HR 0-69 (95% C10-56-0-85), p=0-0003 b

HR 077 (95% C1 0-64-0-92), p=0-0020

PD-L1 =2 20%

Pembrolizumab 1

Overall survival (%)

Pembrolizumab

Chemotherapy Chemotherapy

0
5 b 18 24 30 % 4 0

o

12 18 24 30
Number at risk

(censored)
224(0)

231(2)

189 (1)
149 (4)

107 (55)
75(46)

59(91)
40(67)

22 (122)
11(90)

2(140)
1(100)

0(142)
0(101)

413 (0)
405 (0)

305(0)
313(6)

251(2)
210(8)

144 .(70)
106 (64)

73(120)
53(94)

24(161)
14 (125)

2(181)
1(138)

0(183)
0(139)

C D
HR 0-81 (95% C1 0-71-0.93), p=0-0018 E

HR0-92 (95% C1 0-77-1-11)

7 PD-L1 1-49%
1 (exploratory analysis)

Overall survival (%)

Pembrolizumab
Pembrolizumab

Chemotherapy Chemotherapy

o
3 by 18 2 30 36 42 3 L 18 24 B 36 42
Time since randomisation (months)

365(3)
316 (10)

Number at risk

Time since randomisation (months)
(censored)

53(83)
48 (61)

463(0)
485 (6)

214 (104)
166 (88)

112(174)
88(128)

35(235)
24 (175)

2(264)
1(198)

0(266)
0(199)

338(0)
337(0)

239(0)
254 (4)

176 (2)
167 (6)

107 (49)
91(42)

13(113)
13 (85)

0(124)
0(98)

0(124)
0(98)

AMERICAK ACAGEMY OF
EMERGENCY MEDICING
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ADVANCES in @ KEYNOTE-189: Pembrolizumab plus chemotherapy vs.

IMMUNOTHERAPY™

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC
* No sensitizing EGFR or
ALK alteration
* ECOG PSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2<1% vs 21%)

* Platinum
(cisplatin vs carboplatin)

+ Smoking history
(never vs former/current)

Ghandi et al., NEJM 2018
© 2019-2020 Society for Immunotherapy of Cancer

Pembrolizumab 200 mg +
Pemetrexed 500 mg/im? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/im? +
Carboplatin AUC § OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Pembrolizumab
200 mg Q3W
for up to 35 cycles

chemotherapy for advanced non-squamous NSCLC

Pembrolizumab
200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles

+
Pemetrexed
500 mg/mZ Q3W

AGERP.S HOPA Csitc >

Immingatarapy of Carde
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IMMUNOTHERAPY™

100
90
80
704
604

Overall survival 207

40-

30+

Patients Who Survived (%)

20+

104

0

Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64)
P<0.001

Pembrolizumab combination

Placebo combination

0

No. at Risk

Pembrolizumab combination
Placebo combination

410
206

Ghandi et al., NEJM 2018
© 2019-2020 Society for Inmunotherapy of Cancer

3 6 9 12
Months

377 347 278 163

183 149 104 59

15 18 21
71 18 0
25 8 0
QAAEM ——xccco <> HOPA

$ouci

KEYNOTE-189: Pembrolizumab plus chemotherapy vs.
chemotherapy for advanced non-squamous NSCLC
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@,

IMMUNOTHERAPY™

Total population

PD-L1 1-49%

Gadgeel et al., JCO 2020

© 2019-2020 Society for Immunotherapy of Cancer

KEYNOTE-189: Pembrolizumab plus chemotherapy vs.
chemotherapy for advanced non-squamous NSCLC

Overall survival

0S (%)

Pembrolizumab combination

Events, n/N (%)  HR (95% CI)
213/410 (52.0) 0.56
144/206 (69.9) (0.45 to 0.70)

Placebo combination

. 12-month rate
:170.0%
' 48.1%
H : 45.5%

: 24-month rate

Median (95% Cl)
22.0 months (19.5 to 25.2)
10.7 months (8.7 to 13.6)

No. at risk:
Pembro 410
Placebo 206

0S (%)

6 12 18 24 30
Time (months)

346 283 234 79 2
149 99 72 26 0

Events, n/N (%) HR (95% CI)
Pembrolizumab combination 67/128 (52.3) 0.62
Placebo combination 40/58 (69.0) (0.42 t0 0.92)

R 12-month rate
1 71.7%
: 50.0%

_24-month rate

Median (95% CI)
21.8 months (17.7 to 25.9)
12.1 months (8.7 to 19.4)

No. at risk:
Pembro 128
Placebo 58

6 12 18 24 30
Time (months)

107 91 74 26 2
47 29 22 1 0

0S (%)

Events, n/N (%)  HR (95% CI}
Pembrolizumab combination 58/132 (43.9) 0.59
Placebo combination 42/70 (60.0) (0.39 to 0.88)

. 12-month rate
1 73.3%
; 48.6% '
1 51.9%
139.4%

. 24-month rate

Median (95% Cl)
NR (20.4 to NR)
10.1 months (7.5 to NR)

No. at risk:
Pembro 132
Placebo 70

0S (%)

6 12 18 24
Time (months)

114 95 85 29
50 34 30 LN

30

Events, n/N (%)  HR (95% CI)
Pembrolizumab combination 75/127 (59.1) 0.52
Placebo combination 51/63 (81.0) (0.36 to 0.74)

12-month rate
! 63.4%
H 0,
; 47.6% : 38.5%

. 24-month rate

Median (95% CI)
17.2 months (13.8 to 22.8)
10.2 months (7.0 to 13.5)

No. at risk:
Pembro 127
Placebo 63

6 12 18 24
Time (months)
104 79 61 17

45 30 15 2

PD-L1 > 50%

PD-L1<1%

HOPA Csitc >

Sociery 1o Immranagrerapy of Carcer
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paduol @ KEYNOTE-407: Pembrolizumab plus chemotherapy vs.

IMMUNOTHERAPY™

Key Eligibility Criteria

» Untreated stage IV NSCLC
with squamous histology

s ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2 <1% vs 21%)

* Choice of taxane
(paclitaxel vs nab-paclitaxel)

* Geographic region
(east Asia vs rest of world)

Paz-Ares et al., ASCO 2018
© 2019-2020 Society for Immunotherapy of Cancer

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +

Paclitaxel 200 mg/m2 Q3W OR
nab-Paclitaxel 100 mg/m2 Q1W

for 4 cycles (each 3 wk)

chemotherapy for advanced squamous NSCLC

Pembrolizumab
200 mg Q3W

for up to 31 cycles

(normal saline) Q3W
for up to 31 cycles

Optional Crossover®
Pembrolizumab

Placebo

200 mg Q3W

for up to 35 cycles

AMERICAK ACAGEMY OF
HE

ACCC ¢ HOPA

o

Csite >
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ADVANCES IN @

IMMUNOTHERAPY™

Progression-free survival

Events HR (95% Cl) P
Pembro + Chemo 54.7% 0.56 <0.0001
Placebo + Chemo  70.1%  (0:45-0.70)
1004
90
80+
70
X 604
» 504
|1
o 404
301
20+
104
0 L T T T T L L
0 3 6 9 12 15 18 21
Months
No. at Risk
278 223 142 57 23 5 0 0
281 190 90 26 12 4 0

Paz-Ares et al., ASCO 2018
© 2019-2020 Society for Immunotherapy of Cancer

KEYNOTE-407: Pembrolizumab plus chemotherapy vs.
chemotherapy for advanced squamous NSCLC

Overall Survival

Events HR (95% Cl) P
Pembro + Chemo 30.6% 0.64 0.0008
Placebo + Chemo  42.7% (0.49-0.85)
1004
904 Median OS:
8019 15.9 vs. 11.3 months
704
2 609
v 504
O 40-
304
204
104
o1 T " T T T T
0 3 6 9 12 15 18 21
Months
No. at Risk
278 256 188 124 62 17 2 0
281 246 175 93 45 16 4 0

QAAEM —xccc HOPA Csite>
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ADVANCES IN @
IMMUNOTHERAPY™

PD-L1 < 1%

Patients Who Survived (%)
(S}
<

Pembrolizumab combination

40
304 Placebo combination )
204
104 Hazard ratio for death, 0.61 (5% Cl, 0.38-0.98)
0 T T U T T T 1
0 3 6 9 12 15 18 21
Months
No. at Risk
Pembrolizumab combination 85 88 62 M 20 5 1 0
Placebo combination 99 92 63 32 14 4 1 0

Paz-Ares et al., NEJM 2019
© 2019-2020 Society for Immunotherapy of Cancer

Patients Who Survived (%)

No. at Risk
Pembrolizumab combination
Placebo combination

Overall survival

PD-L1 1-49 %

Pembrolizumab combination

Placebo combination

104 Hazard ratio for death, 0.57 (95% ClI, 0.36-0.90)

103
104

3

95
90

8

68
66

9 12 15 18 21
Months

50 25
37 21

@ ©
o

KEYNOTE-407: Pembrolizumab plus chemotherapy vs.
chemotherapy for advanced squamous NSCLC

PD-L1 =250 %

Patients Who Survived (%)
o
?

Pembrolizumab combination

Ll 1l

Placebo combination

404

304

204

104 Hazard ratio for death, 0.64 (95% CI, 0.37-1.10)

Ot+——T—T—— —rm— 77—

0 3 6 9 12 15 18 21

Months

No. at Risk
Pembrolizumab combination 73 66 53 28 15 3 0 0
Placebo combination 73 60 42 21 9 5 2 0

AAEM NC, .
g AMERICAKR ACACEMY OF - r_ﬂ' rJ
EMERGENCY MEDICINE

gy Cincolog
Fharmacy i n
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ADVANCES IN @

IMMUNOTHERAPY™

/ Stage IV or \

recurrent metastatic
nonsquamous NSCLC
Chemotherapy-naive?
Tumor tissue available for
biomarker testing
Any PD-L1 IHC status

\ N =1202 /

ArmA
Atezolizumab® +
Carboplatin®¢ + Paclitaxeld

4 or 6 cycles

ArmB
Atezolizumab® +
Carboplatin¢ + Paclitaxeld

+ Bevacizumab®
4 or 6 cycles

Maintenance therapy
(no crossover permitted)

AtezolizumabP

AtezolizumabP
+

Mpower 150: Atezolizumab/carboplatin/
naclitaxel/bevacizumab vs. carboplatin/paclitaxel/
pevacizumab in advanced non-squamous NSCLC

(

Treated with
atezolizumab
until PD per
RECIST v1.1
or loss of
clinical benefit

Stratification factors: + Bevacizumab® Bevacizumab® AND/OR
+ Sex 4 or 6 cycles _
+ PD-L1 IHC expression Treated with
« Liver metastases Arm C (control bevgmzumab
Carboplatin¢ + Paclitaxel? ' until PD per
Bevacizumab® RECIST v1.1

\

J

o
3
3
)
I
—
®
2
&
=
(7))

Socinski et al., AACR 2018

Kccc gHOPA Csitc >

eIy 0f Carde
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ADVANCES 723 IMpower 150: Atezolizumab/carboplatin/
@ paclitaxel/bevacizumab vs. carboplatin/paclitaxel/

IMMUNCOTHERAPY™
100 -
90— Rate of Overall Survival
At 12 mo At 24 mo
20 ABCP  67.3% (95% Cl, 62.4-72.2)  43.4% (95% Cl, 36.9-49.9)
BCP 60.6% (95% Cl, 55.3-65.9)  33.7% (95% Cl, 27.4-40.0)
. 707 Stratified hazard ratio, 0.78 (95% Cl, 0.64-0.96)
3 P=0.02
= 60
2
50
i i
T 40- |
g i .
' ABCP
O 30 E ; 2 = -
1 ' BCP
] ]
204 : :
: 1
10 Median in the BCP group, ! ' Median in the ABCP group,
14.7 mo (95% Cl, 13.3-16.9) | '19.2 mo (95% Cl, 17.0-23.8)
0 I I I I 1 I I I I I I 1 1 1 - 1 1 I I II 1 1 1 1 1 1 1 I I I 1 1 1 1
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
Months
No. at Risk
ABCP 359 339 328 323 314 310 296 284 273 264 256 250 235 218 188 167 147 133 119103 84 66 57 41 34 28 16 9 2 2 2
BCP 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 1 1
AAEM AN S it
Socinski et al., NEJM 2018 g'::ﬁ'f:ﬂé‘f:?:ﬁ:ﬂ : _r\!n (.J r_f r_.f @ :IF!QEcé (VS—IFE)
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ADVANCES IN @

IMMUNOTHERAPY™

mutations

* 34 patients with EGFR mutations
treated with ABCP

* ORR =70.6%

 Median DOR =11.1 months (2.8-
18.0)

Reck et al., Lancet Respir Med 2019
© 2019-2020 Society for Immunctherapy of Cancer

IMpower 150: Subgroup analysis of patients with EGFR

Landmark overall survival (95% Cl)
12 months 18 months

24 months

— ABCP 78-9% (65-0-92-8) 65-0% (46-1-84-0) 65-0% (46-1-84-0)
— BCP

68-9% (55-4-82:4) 53-9% (387-69:0) 49-7% (33-7-65-7)
100+

HR 0-61 (95% Cl 0-29-1-28)

Overall survival (%)
Ui
T

Median NE
(95% Cl17-0-NE)

20 Median 18-7 months
104 (95% Cl 13-4-NE)

I 1 T 11717 1715110701717 111 1P0 1070 17 7 1V 7T 1T 1T 1T 71T°1
01234567 8 9101112131415161718192021222324252627282930

Time since randomisation (months)
Number at risk

ABCP 3434333232323231302827262523171512119 8 8 6 4 3 3 3 1 1 - - -
BCP 45454543424139393837323231292522211914111111108 6 4 2
QAAEN ——xcec &HOPA Csite
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ADVANCES IN @

IMMUNOTHERAPY™

Alezolizomab 107 84 85 80 66 61 48 40 34 25
Chemolherspy 98 8@ 75 65 33 1

Herbst et al., ESMO-IO 2019
© 2019-2020 Society for Immunotherapy of Cancer

SP142 (TC3 or IC3-WT)?

=1
&
-

IMpower110: Atezolizumab vs. chemotherapy in
advanced NSCLC

* FDA approval given to PD-L1 > 50% of TC (TC3) or > 10% of IC (IC3)

SP142 (TC1/2/3 or IC1/2/3-WT)?

— Aegoilpanen
—+ Crermoheragy

BE saaaes

Overall Survival (%)
Owarall Survival ()

(=)
cguusseaand

(=]

.

Z 4 B & 10 12 14 16 18 20 22 24 26 28 30 32 M 36 38 & 10 12 14 16 18 20 22

M4 26 28 30 A& 34 36 38

2
i 3 1

Chemo

(n=107) (n =98)

mOS, mo mOS, mo

(95% CI) (0.40,0.89) (95% ClI) (0.865,1.07)

Chemo
(n=277) (n=277)

AMERICAK ACAGEMY OF
ENCY MEDICINE

Kcce GHOPA Csite>
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ADVANCES IN @

IMMUNOTHERAPY™

Key eligibility criteria

* Stage IV or recurrent NSCLC
* No prior systemic therapy

* No sensitizing EGFR mutations
or known ALK translocations

* ECOG performance-status
score of 0 or 1

Stratification according to
tumor histologic type
(sgquamous vs. honsguamous)

1189 Patients had
PD-L1 expression
of 21% and
underwent
randomization
(1:1:1 ratio)

Hellmann et al., NEJM 2019
© 2019-2020 Society for Inmunotherapy of Cancer

550 Patients had
PD-L1 expression
of <1% and
underwent
randomization
(1:1:1 ratio)

CheckMate 227: Dual PD-1 and CTLA-4 blockade using
nivolumab and ipilimumab vs. chemotherapy

396 Were assigned to nivolumab,
3 mg/kg every 2 wk, plus ipilimumab,

1 mg/kg every 6 wk
Patients for PD-L1 primary analysis

397 Were assigned to chemotherapy
based on tumor histologic type

396 Were assigned to nivolumab,
240 mg every 2 wk

Co-primary endpoints: nivolumab
plus ipilimumab vs. chemotherapy

i — S )
187 Were assigned to nivolumab, PFSin hlgh T™B (_ 10 mutations

3 mg/kg every 2 wk, plus ipilimumab, per megabase)
1img ko svery 6 Wi - 0SinPD-L121%

186 Were assigned to chemotherapy
based on tumor histologic type

177 Were assigned to nivolumab,

360 mg every 3 wk, plus chemotherapy
based on tumor histologic type

QLAEN ——Xccc £&HOP Csitc >

maba kg Tncology
nacy Associstion

Sodeny For Imminosherapy of Cancer
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ADVANCES N 723 CheckMate 227: Dual PD-1 and CTLA-4 blockade using
@ nivolumab and ipilimumab vs. chemotherapy

IMMUNOTHERAPY™

_ Overall Survival in Patients with a PD-L1 Expression Level of 1% or More
100-%%

Median overall survival:

— 07 Nivolumab + ipilimumab, 17.1 months (95% Cl, 15.0-20.1)
S 80 1-Yr overall Chemotherapy, 14.9 months (95% Cl, 12.7-16.7)
§ 70— survival P=0.007
T i Duration of response:
S 7 iy 2-Yr overall h
2 5o- | <urvival 23.2 vs. 6.2 months
- |
S - : 40
..E 30- : : 00 Nivolumab + ipilimumab
o | |
'.E 20- i i a8 Chemotherapy

10- I I

| |
0 | | | i | | | i | | | 1

| | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months

No. at Risk
Nivolumab+ipi|imumab 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
Chemotherapy 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

Hellmann et al., NEJM 2019 gAAEM FANSH Sx(e @ HOPA (EItE)

Sodiery for Imminosherapy of Cancer

© 2019-2020 Society for Immunotherapy of Cancer
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Cancear @ CheckMate 9LA: Nivolumab/ipilimumab plus
TR chemotherapy (2 cycles) vs. chemotherapy

NIVO 360 mg Q3w + IPl 1 mg/kg Q6w

Key Eligibility Criteria

n =361
+ Stage IV or recurrent NSCLC — +
. . . d Until disease
No prior systemic therapy N = 719 Chemo“ Q3w (2 CCIES) oot
* No sensitizing EGFR mutations prog )
or known ALK alterations 9— UnatCC'?Q:able
: ’ oxicity,
RS or for 2 years
Stratified by Chemod a3w (4 cvcles for immunotherapy
PD-L1P (< 1%¢ vs = 1%), —> Q3w (4 cycles)

sex, and histology (5Q vs NSQ) kL1l With optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
+ 0S5 * 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;

dNSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; =Hierarchically statistically tested.
e GHOPA Csite >

Hemab |;|)-ﬁ cologry
Fhanmacy Amsocistion Soatiery for Immincarerapy of Cancer

gAAE M
Reck et al,, ASCO 2020 o T
© 2019-2020 Society for Immunctherapy of Cancer
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ADVANCES IN
©

Soclety for Immunotherapy of Cancer

CheckMate 9LA: Nivolumab/ipilimumab plus

e chemotherapy (2 cycles) vs. chemotherapy
100 - NIVO + IPI + chemo Chemo
(n = 361) (n = 358)
81% Median OS, mo 10.9
80 : (95% Cl) (13.9-20.0) (9.5-12.6) NIVO + IPL+ |
. HR (95% C1) 0.66 (0.55-0.80) chemo (n = 358)
I (n=361) -
1
< 60 ! ! ORR, n (%) 138 (38) 89 (25)
by i ' NIVO + IPI + chemo Odds ratio 1.9
O 404 ! | bbbt (95% Cl) (1.4-2.6)
: - BOR, n (%)
; #0 Chemo
20 - : : CR 8 (2) 4 (1)
! | PR 130 (36) 85 (24)
| | __SD 164.(45) [ 180 (02)
0 : ; . : . : . : : . PD 32 (9) 45 (13)
0 3 6 9 12 15 18 21 24 27 30 DCR, n (%) 302 (84) 274 (76)
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
Reck et al., ASCO 2020 gAAEﬂM ACCC @ HOPA (75—":-5)

© 2019-2020 Society for Immunotherapy of Cancer
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Regimen Study size Median OS (months) HR for OS
(95% CI)
KEYNOTE 0241 Pembrolizumab 305 30 vs. 14.2 0.63 (0.47-0.86) = 50%
KEYNOTE 0422 Pembrolizumab 1274 20vs. 12.2 0.69 (0.56-0.85) = 50%
17.7 vs. 13.0 0.77 (0.64-0.92) = 20%
16.7 vs. 12.1 0.81 (0.71-0.93) > 1%
KEYNOTE 1893 Pembrolizumab/ 616 22 vs. 10.7 0.56 (0.45-0.70) All comers
pemetrexed/platinum NR vs. 10.1 0.59 (0.39-0.88) = 50%
21.8 vs. 12.1 0.62 (0.42-0.92) 1-49%
17.2 vs. 10.2 0.52 (0.36-0.74) <1%
KEYNOTE 4074 Pembrolizumab/ 559 15.9vs. 11.3 0.64 (0.49-0.85) All comers
taxane/carboplatin NA 0.64 (0.37-1.10) =2 50%
NA 0.57 (0.36-0.90) 1-49%
NA 0.61 (0.38-0.98) <1%
IMpower150° Atezolizumab/ 1202 19.2 vs. 14.7 0.78 (0.64-0.96) All comers
bevacizumab/
carboplatin/paclitaxel
IMpower1108 Atezolizumab 572 20.2 vs. 13.1 0.59 (0.40-0.89) TC3 or IC3*
17.5vs. 14.1 0.83 (0.65-1.07) > 1%
CHECKMATE 2277 Nivolumab/ 1189 17.1vs. 14.9 0.79 (0.65-0.96) 1%
Ipilimumab (Part 1A) 21.2vs. 14.0 0.70 (0.55-0.90) = 50%
CHECKMATE 9LA8 Nivolumab/ 719 15.6 vs. 10.9 0.66 (0.55-0.80) All comers
Ipilimumab/ 18.0 vs. 12.6 0.66 (NA) = 50%
Platinum doublet 154 vs. 104 0.61 (NA) 1-49%
(2 cycles) 15.8 vs. 10.9 0.64 (NA) <1%

'Reck et al., JCO 2019; 2Mok et al., Lancet 2019; 3Gadgeel et al., JCO 2020; “Paz-Ares et al., NEJM 2018; ®socinski et al., NEJM 2018; ®Herbst et al., ESMO 10 2019; "Hellmann et al.,
NEJM 2019; 8Reck et al. ASCO 2020

* TC3 or IC3: 250% expression of PD-L1 on tumor cells (TC3) or 210% expression on tumor-infiltrating immune cells (IC3)

© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCESN@ PACIFIC: Durvalumab in unresectable stage
IIl NSCLC after chemoradiation

Durvalumab 10
/ mg/kg IV g2w for 12
Unresectable stage Il {222;“33)
NSCLC \_ Y,
* Received two or more
cycles of platinum-based R
chemotherapy with (2:1)
definitive RT (54 to 66
Gy) 4 )
\_ - Placebo Q2W for 12
. months
(n=236)
\_ J

Randomize within 1 to 42 days after CRT

QAAEN ——xcec &HOPA Csite

Antonia et al.,, NEJM 2017

© 2019-2020 S[';-ctiety foor |T|rnl.Jr"['JI|‘t-‘:IL'1p~}f of Cancer
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ADVANCESN@ PACIFIC: Durvalumab in unresectable stage
IMMUNOTHERAPY™ ”I NSCLC after Chemorad|at|0n

No. of Events/ Median 12-Mo 24-Mo No. of Events/
Total No. Overall Survival ~ Overall Survival Rate  Overall Survival Rate . .
. Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% <) (95% €I) (95%<l) of Patients (95% Cl) (95% Cl) (95% Cl)
OS mo % % P FS 1.0 mo % %
Durvalumab 183/476 NR (34.7-NR) 83.1 (79.4-86.2) 66.3 (61.7-70.4) Durvalumab 214/476 168 (13.0-18.1) 559 (51.0-60.4) ~ 44.2 (37.7-50.5)
Placebo 116/237 28.7 (22.9-NR) 75.3 (69.2-80.4) 55.6 (48.9-61.8) 094 Placebo 157/237 5.6 (4.6-7.8) 353 (29.0-41.7)  27.0 (19.9-34.5)
— ©
LO Stratified hazard ratio for death, 0.68 (99.73% Cl, 0.47-0.997) = 0.8
0.9 Two-sided P=0.0025 g ’
a
o 0.7+
— i ! ]
g 0.8 : £
S | < |
S 07+ ‘ S 0.6
@ 1 ﬁ i
T 067 : Durvalumab ) 054 : Durvalumab
2 : - 2 | HHH—H—HHH : :
S 054 ; ! a 044 ! i
S | | s !
E 0.4 ; ! Placebo £ 034 : |
8 0.3+ 1 E = i I
-§ : : _g 0.2 : ! Placebo
& 0.2+ : i a Stratified hazard ratio for disease progression |
o 1 : 0.1  ordeath, 0.52 (95% Cl, 0.42-0.65) ! l
7] ! ! Two-sided P<0.001 ! |
0.0+ T T ; T T T ; T T T T T T 1 0.0 f ‘ f I f : ‘ T I
01 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0 Durvalumab 476 377 301 264 159 26 44 21 4 1
Placebo 237 220 198 178 170 155 141 130 117 78 42 21 9 3 1 0 Placebo 237 163 106 87 52 28 15 4 3 0

Antonia et al., NEJM 2017 & 2018 qAAEﬂM —\ (S @ HO PA (VS—IIEE)

© 2019-2020 Society for Inmunotherapy of Cancer
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ADVANCESN@ Checkpoint inhibitors in metastatic

EGFR-mutated NSCLC
Meta-analysis (CheckMate 057, KEYNOTE-010, POPLAR) IMpower 150
Study Weight Hazard Ratio[95% cll Hazard Ratio n (%) HR {95% C1) Median overall
EGFR wild-type survival, months
Checkmate 057 26.0% 0.66 [0.51, 0.86] — ABCP _ BCP
Keynote 010 52.0% 0.66 [0.55, 0.80) —— EGFR mutation ?g {100} —H 061 {0-29—1-;8} NE 18.7
—_— Sensitising EGFR mutation® 58 (73) —— 0-31(0-11-0-83) NE 175
gs:tlﬁi (95% CI) ;19.311 I‘? gg [l;] :; : {: ".(r};]] Eays Previously received TKI therapy 50 (63) —— 039(0:14-1.07)  NE 17:5
i .66 [0.58, 0. -
00 0-2 10 20
« >
Favours ARBCP  Favours BCP
/EGFR — \ (%) HR (95% CI) Median overall
survival, months
Checkmate 057 6.0% 1.18 [0.69, 2.00) - P BP
Keyngle 010 3.8% 0.88 [0.45, 1.70] ) EGFR mutation 90 (100) —a— 093 (0-51-1-68) 214 187
POPLAR 1.1% 0.99[0.29, 3.40) Sensitising EGFR mutation® 65 (72) ——t 090(0-47-174) 212 175
Subtotal (95% Cl) 11.0% 1.05 [0.70, 1.55] *" Previously received TKl therapy 56 (62) —p— 1.05(0-53-2-09) 14-0 17.5
\ / ID'-CI 0!2 1-0 ?l-lD
F - ACP F I‘-!.{:P
Total (95% Cl) 100.0%  0.70 [0.61, 0.80] e o Ao
05 07 1 15 2
Favors PD1/PDLY inhibitor  Favors docetaxel
CK Lee et al., JTO 2016 AAEM T Csi
Reck et al., Lancet Resp Med 2019 9;:%-;-%%%”;;; S A== @ I'._IOPA S tE)

SOty 1o Imminonrarapy of Carcer

© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCESN@ Approved checkpoint inhibitors in
IMMUMNOTHERAPY™ N SC LC

Metastatic Sg NSCLC with progression after chemotherapy

2015 s
) (2" line) 240 mg Q2W or 480 mg
Nivolumab _ . _
Metastatic non-Sq NSCLC with progression after Q4w
2015 e
chemotherapy (2" line)
Nivolumab + ipilimumab 2020 15t line metastatic NSCLC with !DD—Ll >1% and no EGFR/ALK NIYQIumab 3 mg/kg Q2W +
mutations ipilimumab 1 mg/kg Q6W
. . ore Nivolumab 360 mg Q3W +
Nivolumab + ipilimumab +
P 2020 15t line metastatic NSCLC with no EGFR/ALK mutations ipilimumab 1 mg/kg Q6W + 2

platinum-doublet cycles of chemotherapy

EMERGENCY MEDICING

QLAEN ——xXccc L HOPA Csitc >

$ouci Immanorerapy of Cancer

© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCESN@ Approved checkpoint inhibitors in

IMMUNCOTHERAPY™ N S C LC

Pembrolizumab

Pembrolizumab + pemetrexed +
carboplatin

Pembrolizumab + pemetrexed +
platinum

Pembrolizumab + carboplatin +
paclitaxel/nab-paclitaxel

© 2019-2020 Society for Immunotherapy of Cancer

2015

2016

2016

2019

2017

2018

2018

Metastatic NSCLC with progression after chemotherapy and PD-L1 2 50%

Metastatic NSCLC with progression after chemotherapy and PD-L1 2 1%

15t line metastatic NSCLC with PD-L1 TPS 2 50%

15t line stage Ill NSCLC (not candidate for resection or definitive

chemoradiation) and 200 mg Q3W
metastatic NSCLC, with PD-L1 TPS > 1% and no EGFR/ALK mutations or
400 mg Q6W

15t line metastatic non-Sq NSCLC

15t line metastatic non-Sq NSCLC with no EGFR/ALK mutations

15t line metastatic Sg NSCLC

QAAEM ——xccc gHOPA Csitc >

Soaiery for Immiing sherapy of Cancer
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ADVANCESN@ Approved checkpoint inhibitors in

IMMUNCOTHERAPY™ N S C LC

Metastatic NSCLC with progression after platinum
Atezolizumab 2016 chemotherapy and targeted therapy if EGFR/ALK mutation- 840 mg Q2W, 1200 mg Q3W, or 1680 mg Q4W
positive

Atezolizumab + For 4-6 cycles: atezolizumab 1200 mg Q3W +

bevacizumab + paclitaxel 7018 15t line metastatic non-Sq NSCLC with no EGFR/ALK chemotherapy + bevacizumab

P ) mutations Maintenance: 840 mg Q2W, 1200 mg Q3W, or

+ carboplatin 1680 mg QAW

Stage Il NSCLC, ineligible for surgery and without
Durvalumab 2018 8 Nedst Hreery and withou 10 mg/kg Q2W
progression after chemoradiation

For 4-6 cycles: atezolizumab 1200 mg Q3W +

Atezolizumab + nab- 2019 15t line metastatic non-Sq NSCLC with no EGFR/ALK chemotherapy
paclitaxel + carboplatin mutations Maintenance: 840 mg Q2W, 1200 mg Q3W, or

1680 mg Q4W

st | H H _ > 0,

Atezolizumab 2020 15t line metastatic NSCLC with PD-L1 > 50% of tumor cells or 840 mg Q2W, 1200 mg Q3W, or 1680 mg QAW

> 10% of immune cells with no EGFR/ALK mutations

QAAEM —xccc HOPA Csite>

o Vi apy O Card

© 2019-2020 Society for Immunotherapy of Cancer
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ADVANCESN )
cancer©)  small-cell lung cancer

* 10-15% of lung cancers
* Highly correlated with smoking

e Median survival 14-20 months in LS-SCLC and 8-13 months in ES-
SCLC?

 Until recently, only FDA approved 2" line option: topotecan
(approved in 1998)

* Recent approvals of immunotherapies mark the first progress in
decades

IDemedts et al., EUR RESPIR J 2020
(.‘:' ?ﬁ; Q_?Q?C' S[Kii[.‘i‘}." |'[}I I'IH]'..'I'[J”'[_‘IEJ[l'y' (31' C[.‘!‘I[.’[.‘I

QAAEM oo gHOPA  Cite
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ADVANCESN@ Approved checkpoint inhibitors in

IMMUNOTHERAPY™ S C LC

Approved | ndication | Dose

Nivolumab 2018

Pembrolizumab 2019

Atezolizumab +
carboplatin + 2019
etoposide

Durvalumab +
etoposide + 2020
carboplatin/cisplatin

© 2019-2020 Society for Immunotherapy of Cancer

Metastatic SCLC with progression on
platinum chemotherapy and one other
therapy (3™ line)

Metastatic SCLC with progression on
platinum chemotherapy and one other
therapy (3" line)

15t line ES-SCLC

15t line ES-SCLC

240 mg Q2W

200 mg Q3W

For 4 cycles: atezolizumab 1200 mg +
chemotherapy Q3W
Maintenance: 840 mg Q2W, 1200 mg
Q3W, or 1680 mg Q4W

Combination: durvalumab 1500 mg +
chemotherapy Q3W
Maintenance: durvalumab 1500 mg Q4W

QAAEM —icoc HOPA Coite
e Pharmacy Associstion Sa-c-wlo'l"rv--lo:-'\-eﬂw of Carcer
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ADVANCESN@ CheckMate 032: Nivolumab in 3
IMMUNCOTHERAPY™ ||ne SC LC

* Nivolumab in recurrent SCLC with progression progression after two or more
chemotherapy regimens 100 - N

* Nivolumab 3 mg/kg Q2W " e o5 ;15166":

* Median follow-up: 28.3 months 70

* ORR: 11.9% s ]

* Median DOR: 17.9 months (range 3.0-42.1) % - B

+ Median OS: 5.6 months (3.1-6.8) .

* Median PFS: 1.4 months (1.3-1.6) 12' 3L+ Nivolumab

1T 1T 1 L 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months
No. at risk
Nivolumab 109 63 47 37 27 22 13 9 9 7 5 5 5 3 3 1 0

WAAEM —==xcco @H,OPA Csitc >

Ready et al., JTO 2019

© 2019-2020 f?rx:iety foor |T|rnl.Jl‘['JI|‘t-‘_l|L'1py of Cancer
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ADW—\NCESW ) ] ] ]
C Pembrolizumab in 3™ line SCLC

 Combined analysis of 83 patients from KEYNOTE-028 (PD-L1+ only) and KEYNOTE-
158 (Cohort C1)
* ORR:19.3% 100- : : :
90 ; : ! Median (95% ClI)
* Median DOR: NR (4.1-35.8 months) X 80 : 7.7 mo(5.2-104)
S 70
* Median OS: 7.7 months (5.2-10.1) S 60-
> 50-
* Median PFS: 2.0 months (1.9-3.4) 3 40
o 30
3 20- ..
10- . - .
0 3 & 8 12 15 18 21 24 27 30 33 36
Time, months
No.atrisk 83 64 46 38 28 25 23 20 15 4 2 2 2
e Koo QAREN —icce HHOPA Csitcs

© 2019-2020 :':,['x:i[?fy foor |’|rnl.Jl‘['JII‘t‘uL‘J[':'}f of Cancer
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ADVANCES IN @

IMMUNOTHERAPY™

7

Patients with (N = 403):

* Measurable ES-SCLC
(RECIST v1.1)

« ECOGPSOor1

* No prior systemic
treatment for ES-SCLC

+ Patients with treated
asymptomatic brain

metastases were eligible

Stratification:
+ Sex (male vs. female)
« ECOGPS (0Ovs. 1)

* Brain metastases
(yes vs. no)?

Liu et al., IASLC 2018

© 2019-2020 f:,t‘)-c‘.iefy for |T|rnl.Jr"['JI|‘.t-‘:IL'1r:~}f of Cancer

Induction {4 x 21-day cycles)

Atezolizumab (1200 mg IV, Day 1)
+ carboplatin
+ etoposide

Carboplatin: AUC 5 mg/mL/min IV, Day 1
Etoposide: 100 mg/m? IV, Days 1-3

IMpower133: Atezolizumab plus
chemotherapy vs. chemotherapy in ES-SCLC

Maintenance

Atezolizumab

Treat until

PD orloss

of clinical
benefit

o
3
3

)

o

©

2
>
S
S

(0]

PCI per local standard of care

Co-primary end points:
Overall survival
Investigator-assessed PFS

Key secondary end points:
Objective response rate
Duration of response
Safety

QAAEN ——xcec &HOPA Csite
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ADVANCES @ IMpower133: Atezolizumab plus
chemotherapy vs. chemotherapy in ES-SCLC

IMMUNOTHERAPY™

Overall Survival

100 Rate of Overall Survival at 12 Mo
90 Atezolizumab 51.7% (95% Cl, 44.4-59.0)

= 30 Placebo 38.2% (95% Cl, 31.2-45.3)

5 -

S Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)

T 704

2

e 60

@

Ao

= ' |

= 404 i

a |

L

S 304 | |

= I I .

S 204 J : Ate?zollzumab

10 Median in the placebo group, : : Median in the atezolizumab group, placebo
0 10.3 mo (95% Cl, 9.3-11.3) | I 12 3 mo (95% Cl, 10 8 15. 9)
— T T T T T T T T 1 | T
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
No. at Risk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1
Placebo 202 194 189 186 183 171 160 146 131 114 96 &1 59 36 27 21 13 & 3 3 2 2
Horn et al., NEJM 2018 qAAEﬂM FANS{(S{(S @HOPA (VS—Il_'_E)

© 2019-2020 Society for Inmunotherapy of Cancer



(’s—itg) Soclety for Immunotherapy of Cancer

ADVANCES IN @

IMMUNOTHERAPY™

* Treatment-naive
ES-SCLC

+ WHOPSOor1

* Asymptomatic or
treated and stable
brain metastases
permitted

» Life expectancy
=12 weeks

* Measurable disease
per RECIST v1.1

N=805 (randomised)

Paz-Ares et al., IASLC 2019
© 2019-2020 Society for Immunotherapy of Cancer

CASPIAN: Durvalumab plus chemotherapy
vs. chemotherapy in ES-SCLC

1:1:1

+

Stratified by
planned
platinum agent
(carboplatin vs
cisplatin}

Durvalumab + EP*

Durvalumab 1500 mg + EP q3w
for up to 4 cycles

EP-

g3w for up to 6 cyclest

Durvalumab
1500 mg g4w
until disease progression

Optional PCIt

HHHHHHHHHHHHHH
EMERGENCY MEDICING

Primary endpoint
« OS

Secondary endpoints
« PFS
« ORR
» Safety & tolerability
« Health-related QoL
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Coneer ©)  CASPIAN: Durvalumab plus chemotherapy
IMMUNCOTHERAPY™ VS. Chemothera py |n ES—SCLC

1.0 5 Durvalumab + EP EP
Events, n/N (%) 155/268 (57.8)  181/269 (67.3)
mOS, months (95% Cl)  13.0 (11.5-14.8)  10.3 (9.3-11.2)
0.8 HR (95% CI) 0.73 (0.591-0.909)
p-value 0.0047
(7}
O
s 0.6 53.7%
&
3
s %47 :
o :
0.2 - i |
| 247% |
0.0 1 1 1 1 1 ] I 1
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
No. at risk
Durvalumab + EP 268 244 214 177 116 57 25 5 0
EP 269 242 209 153 82 44 17 1 0
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Paz-Ares et al., IASLC 2019
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@ Conclusions

* Immune checkpoint inhibitor (ICl) therapy has transformed
the treatment landscape for stage IlI/IV NSCLC and ES-SCLC.

* Predictive biomarkers to better select patients who benefit
from ICl therapy are needed.
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T S Resources GUIDELINES

Brahmer et al. Journal for ImmunoTherapy of Cancer (2018) 6:75 I f | Th
hitps://doi.org/10.1186/540425-018-0382-2 Journal for ImmunoTherapy

of Cancer

POSITION ARTICLE AND GUIDELINES Open Access

The Society for Immunotherapy of Cancer ® e
consensus statement on immunotherapy

for the treatment of non-small cell lung

cancer (NSCLC)

Julie R. Brahmer', Ramaswamy Govindan’, Robert A. Anders’, Scott J. Antonia®, Sarah Sagorsky”,

Marianne J. Davies®, Steven M. Dubinett’, Andrea Ferris®, Leena Gandhi®, Edward B. Garon'®,

Matthew D. Hellmann"', Fred R. Hirsch'?, Shakuntala Malik'?, Joel W. Neal'®, Vassiliki A. Papadimitrakopoulou',
David L. Rimm'®, Lawrence H. Schwartz'’, Boris Sepesi'®, Beow Yong Yeap'®, Naiyer A. Rizvi®” and Roy S. Herbst”"”
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Case Studies
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ADVANCES IN @ Case Study 1

MMUNCOTHERAPY™

A 55-year-old female with light smoking history presented with dyspnea and fatigue.
During work-up, she was found to have a large pericardial effusion, marantic
endocarditis, innumerable pulmonary nodules, and bilateral pleural effusions. She
underwent pericardiocentesis (750 cc removed). Pathology of pericardial effusion
was consistent with lung adenocarcinoma. Brain MRI was negative. You ordered
tissue molecular testing. You saw her on inpatient service. What would you do?

A) Start pembrolizumab
B) Start carboplatin, pemetrexed, pembrolizumab

C) Wait for molecular testing results prior to starting systemic therapy
D) Start carboplatin, pemetrexed while awaiting the NGS results

QAAEN Sxeee x OPA sitc
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IMMUNOTHERAPY™

®* NGS came back one day after cycle 2 of carboplatin and pemetrexed and showed
the following: KRAS G12A and TP53 mutations. PD-L1 10% by 22c3, 5% by 28-8.

At initial presentation After 2 cycles of chemotherapy

QAAEN ——ixcoe HOPA Csitc
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IMMUNOTHERAPY™

®* What is the best next step among the options below?

A) Continue carboplatin/pemetrexed, followed by pemetrexed maintenance
therapy

B) Add pembrolizumab to carboplatin/pemetrexed
C) Stop chemotherapy and explore clinical trials targeting KRAS mutations

QAAEM oo gHOPA  Cite
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ADVANCES IN @ Case Study 2

MMUNCOTHERAPY™

®* A 59-year-old never-smoker female presented with dyspnea. CT showed a massive
right pleural effusion, an endobronchial lesion, and mediastinal lymphadenopathy.
She underwent thoracentesis and pathology showed findings consistent with lung
adenocarcinoma. Analysis of pleural effusion showed PD-L1 100%, but no further
testing was possible due to insufficient tumor cells. She underwent bronchoscopy
and mutation testing done on a lymph node showed EGFR L858R. Brain MRI
negative. How would you treat this patient?

A) Pembrolizumab
B) Carboplatin, pemetrexed
C) Carboplatin, paclitaxel, bevacizumab, atezolizumab

D) Osimertinib

QAAEN Sxeee x OPA sitc
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ADVANCES IN @ Case Study 2

IMMUNOTHERAPY™

® She started osimertinib 80 mg QD.

At initial presentation 3 months after osimertinib

* ctDNA testing showed increased allele frequencies of EGFR and TP53. A repeat
tissue biopsy showed the same mutations.
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ADVANCES IN @ Case Study 2

IMMUNOTHERAPY™

®* What is the best next step (more than one answer may apply)?
A) Start pembrolizumab

B) Switch treatment to carboplatin, pemetrexed +/- osimertinib

C) Switch treatment to carboplatin, paclitaxel, atezolizumab, bevacizumab
D) Switch treatment to docetaxel plus ramucirumab

-t
Socieny for Imminosherapy of Cances
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for Immunotherapy of Cancer

Thank you for your attention

Email: chul.kim@gunet.georgetown.edu
Twitter: @chulkimMD
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