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Background.....

" What is the standard of care until today, prior to LALCA....
’:‘Non-squamous PD-L1 > 50%—> Pembro alone or Plat/Pem/Pem (KN-24, KN-189) CAT 1
’:‘Non-squamous PD-L1 1-49%—> Pembro alone or Plat/Pem/Pem (KN-042, KN-189) CAT 1
*** Non-squamous PD-L1 <1%-> Plat/Pem/Pem (KN-189) CAT 1
*** Non-squamous (regardless PD-L1)-> Plat/Pac/Bev/Atezo (IMpower-150) CAT 1

**Squamous PD-L1 > 50%-> Pembro alone or Plat/Pac or nab-Pac/Pem (KN-24, KN-407) CAT 1
**Squamous PD-L1 1-49%-> Pembro alone or Plat/Pac or nab-Pac/Pem (KN-042, KN-407) CAT 1
**Squamous PD-L1 <1%-> Plat/Pac or nab-Pac/Pem (KN-407) CAT 1

Initial Systemic Therapy Qptions flou:o??rl;?ngﬁ:laﬁzzcsir:zr:lhae :c?d?t-iln of pembrolizumab®
Adenoca".:m?ma.‘ Large Cell, N?(_'JLC '_}IDS (PS l]_-11 " - « Pembrolizumab/carboplatin/paclitaxel**4 (category 1) (preferred)

No contra_lndlcatlons to the_addltlon of pembrolizumab or atezolizumab - Pembrolizumab/carboplatin/albumin-bound paclitaxel3'.€ (category 1)
* Pembrolizumab/carboplatin/pemetrexed (category U" 2,d (preferred) (preferred)

* Pembrolizumab/cisplatin/pemetrexed (category 1)2' (preferred) « Pembrolizumab/cisplatin/paclitaxeld

» Atezolizumab/carboplatin/paclitaxel/bevacizumab® (category 1)*9:f.g:.h + Pembrolizumablcisplatin/albumin-bound paclitaxel®

NCCN. Version 7.2019
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Recent new Standard of Care?
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Atezolizumab in combination with carboplatin plus nab-paclitaxel chemotherapy compared
with chemotherapy alone as first-line treatment for metastatic non-squamous non-small-cell

lung cancer (IMpower130)

/_ Patients with —\ Induction treatment Maintenance treatment
chemotherapy-naive (4 or 6 21-day cycles
stage IV non- - =
SquAmMBLs NSCLE e s invest-li';:‘:;:‘ :;I;essed g-
_— carboplatin + nab- loss of clinical benefit [~ 2
Stratification: paclitaxel (CnP) or toxicity 2
= Sex = o =]
+ Baseline liver B . B =
metastases Carboplatin + nab- SAE SUPROENG Treat until PD =
® BB tamor paclitaxel (CnP)* ey or taxjity 5
expression pemetrexed q3w ) -
(ITT: N = 723;

\ ITT-WT: n = 679) j
IMpower1
» Co-primary endpoints: investigator-assessed PFS and OS (ITT-WT population) po e 30

« [TT-WT population: randomised patients excluding those with EGFR or ALK genomic alterations

» Key secondary endpoints: OS and PFS (ITT population and by PD-L1 expression), ORR and
safety

= ITT population could be formally tested for OS/PFS if ITT-WT OS was positive

March 2018. = Crossover to receive atezo at PD was permitted only for patients enrolled to protocol versions 1 - 4.
Cappuzzo F, et al. IMpower130. ESMC 2018 [Abstract LBA53].
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CnP 42:90/: 14:20,;.’ PFS and Os (ITT)

1004
904
80+
261 HR: 0.65
— 0, -
E.\E. 60- (95% CI: 0.54, 0.77) 0S (%) 1year 2 years
- i P <0.0001
o Atezo +CnP 62.7% 39.3%
o 401
S CnP 55.1% 29.9%
204 1004
10+ 904 A
" 0123 456 7 8 9 1011 1213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 1
— Months after randomisation 701 HR. 0-80
.‘duov{ﬁi’ .fEf t?.i am ,\?-‘ 188 168 ‘..'7! ‘,:_[. ‘,:‘ Eié ‘:Aj 88 89 65 :,5 !7‘1 {1 2 1‘5 V:: -] (] 1 1 a’é‘ 60_ (95% Cl: 0.65, 0.99)
~ | o2 P =0.039
n © 3
O o 1 i .
304 ' |
| 1
20 | I
104 . I | 5
" Median:13.9mo , ; Median:18.1mo

-----------------------------------

012345678 91011213141516171819202122232425262728293031323334
Cappuzzo F, et al. IMpower130. ESMO 2018 [Abstract LBA53]. - e

Months after randomisation

TT154 135 110 04 80 63 53 44 32 21 & 1 & 4 2 1
2 25 18 14 10 8




IMpower132: PFS and Safety Results with 1L Atezolizumab +

Carboplatin/Cisplatin + Pemetrexed in Stage IV Non-Squamous NSCLC

Induction therapy Maintenance therapy

Chemotherapy-naive

patients with Stage IV
non-squamous NSCLC Arm APP? _ [ \
without EGFR or ALK Atezolizumab Atezolizumab? g.
genetic alteration + carboplatin or cisplatin + Maintenance é
Stratification fact + pemetrexed pemetrexed? Treatment until o
ratification factors: 4 or 6 cycles —
+ Sex \ ) PD by 2
* Smoking status . Arm PP2 RECIIST v1f.1 ‘_§
" ECOGPS . Carboplatin or cisplatin P { ga cIir(:i::a;)lsI:e‘r)\efi ¢ E
» Chemotherapy regimen + pemetrexed emetrexe ":J

\ N = 578 / 4 or 6 cycles K j

» Co-primary endpoints: INV-assessed PFS and OS
+ Secondary endpoints: INV-assessed ORR and DOR, PRO and safety measures

« Exploratory analyses: clinical and biomarker subgroup analyses
« Biomarker-evaluable tissue not mandatory for enrolment (was available from 60% of patients)

DOR, duration of response; INV, investigator; R, randomization; ORR, objective response rate; OS, overall survival; PD, progressive disease,
PFS, progression-free survival; PRO, patient-reported outcomes. 2 Atezolizumab: 1200 mg IV gq3w; Carboplatin: AUC 6 mg/mL/min IV gq3w; Cisplatin: 75 mg/m2 IV q3w;
Pemetrexed: 500 mg/m2 IV g3w. NCT02657434. Data cutoff: May 22, 2018

Vassiliki A. Papadimitrakopoulou
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100 1
H 2 APP PP
Final Investigator-Assessed PFS, ORR and DOR -
12-mo OS 59.6% 55.4%
80 4
1004 HR 0.60 :,95': g!og.‘g. 0.72) APP PP 3 -
0 - <V, o i |
;E 00 Minimaum follow-up, 11.7 mo 6-mo PFS 501% 409% -
= Madian follow-up, 14.8 mo 120 PFS 337% 170% S 60
£ ™1 APP PP E
@ 04 ORR, % e 3% * i
5 CR N 1% T 40- :
5 ® PR 5% 2% o :
£ 2 Medan DOR.mo 101 72 6 307 E -
s W i
Ongaing i
? - Vo ™ 2% W% 20 :
4 - lac response, % 13.6 mo i 18.1 mo v
5% Cl 10 (95% Cl: 11.4, 15.5) 1(95% Cl: 13.0, NE)
- L] : Y ]" T f T : T ! L] T Ll ‘V T LJ T L) T 'I‘ -Y. .I L T 0_ E
2346078 00NRNUBNITRNDNZD T 1T T T T T T T 1T T 1 1 17 17 T T°T 1T 1 T T T 11
No. at Risk fHSA fonin) 01 2 3 456 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
APP 9220080 21 224 11 160 M0 14D 120 190 109 B3 74 &8 43 31 2 11 W 2 2 -
o8 g 3118 9 | 0 18 H 6 ¢ 3 No. at Risk Time (months)
;{: :z y:m:;n;.m.;‘ﬁ OR. ¢ uai:.:g;:;:\;‘ :F:r.‘a::u"nn':é |F;f“‘1!: u::;h:u‘l‘;sl\::b:l:\h:ﬁ)}]olrlnjs:ajn‘a‘ifmauaFﬂ (50 FICASTS APP 292 284 273 258 252 239 228 212 202 194 187 179 168 140 107 79 62 48 32 23 10 7 1
Data aubst Ny PP 286 278 265 246 233 219 210 193 179 166 163 151 147 126 92 58 43 30 22 15 8 4 2 1

Pricaented by Dr Vasadio A Papad mitrakogoubou

Vassiliki A. Papadimitrakopoulou HR: 0.81 (95% CI: 0.64, 1.03)
P=0.0797

Minimum follow-up: 11.7 mo
Median follow-up: 14.8 mo
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: | .
2019 World Conference on Lung Cancer wclc2019.iaslc.com | #WCLC19

September 7-10, 2019 | Barcelona, Spain \ Conguering Thoracic Cancers Worldwide

IMpower131: Final OS Results of

Carboplatin + Nab-Paclitaxel £+ Atezolizumab
in Advanced Squamous NSCLC

Federico Cappuzzo
Azienda Unita Sanitaria Locale della Romagna,
Ravenna, Italy

Dr Federico Cappuzzo, Azienda Unita Sanitaria Locale della Romagna, Ravenna, Italy
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IMpower131: study design

Maintenance therapy
(no crossover permitted)

2 N

Arm A

Gage IV squamous NSCLB s Atezolizumab + S Atezolizumab [a

+ Chemotherapy naive? Until PD -
+ ECOGPSOor1 per RECIST 1.1 3
+« Any PD-L1 IHC status® or loss of clinical F3
skt Atezolizumab + oenete 2
Stratification factors =2 : ) el Atezolizumab Lo e
+ Sex carboplatin + nab-paclitaxel S
» PD-L1 IHC expression 4 or 6 cycles / a
» Liver metastases =
Arm C (control) Best — ) »

\ =1021 4 Carboplatin + nab-paclitaxel supportive per RECIST 1.1

4 or 6 cycles care : 1
Secondary endpoints

Independent co-primary endpoints PFS 0S In PD-L b
Investigator-assessed PFS per RECIST 1.1 (ITT) : ORRag%R * B Ao o

= 0S8 (ITT) " Safot'y

Atezolizumab 1200 mg IV g3w; carboplatin AUC 6 IV g3w; nab-paciitaxel 100 mg/m? IV qw, paclitaxel 200 mg/m? (175 mg/m? in Asian patients) IV q3w.
= Patients with a sensitising EGFR mutation or ALK translocation must have disease progression or intolerance to treatment with 2 1 approved targeted therapies. Testing for EGFR mutation or ALK
translocation was not mandatory. * PD-L1 expression was evaluated using the VENTANA SP142 IHC assay
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Final OS in the ITT population (Arm B vs Arm C) Final OS in PD-L1 High (TC3 or IC3) (Arm B vs Arm C)

Arm B: Arm C: e e
100 m B: mC:
00 Atezo + CnP CnP 100 4 —— Atezo + CnP Atezo + CnP CnP
90 4 i CnP =5 =
- Median OS 142 135 %4 - S e
2 80 % CI). mo 12.3 16. 12.2 151 —_ i Median OS 234 10.2
S (95% Cl), (123, 168) | (12.2,15.1) ] ©5%cly,mo |\ (17.8,NE) | (7.117.5)
> 80 HR () 0:85:0:73, 1.05) 5 "7 HR (95% CI 0.48 (0.29, 0.81
2 P value 0.1581 I it o
(3 50 - = 50
= 404 2 40
© o = 1
5 90 Minimum follow-up, 18.7 mo B gl
> ) o
o 20 Median follow-up, 25.5 mo 5 g
104 104
v 0
B & 8092 N B ARNN 2 20,20 W B2 R N A0 0 2 4 6 B 10 12 14 16 18 20 22 24 26 28 30 32 34 3% 3B 40
No. at risk Months Months
Alezo +CnP 343 309 202 271 242 210 187 167 153 141 108 86 68 57 39 20 20 B 2 No. at risk

Atezo+CnP 47 45 43 40 36 33 32 30 30 29 26 21 15 13 9 7 5 3 1
21 C

CnP 340 316 203 266 229 208 184 157 138 116 85 67 49 36 22 16 11 6 2 i : : " 3
ChP 44 42 41 365 25 22 21 1 19 15 12 1 T 4 3 1

* Stratified HR
Data cutoff: 3 October 2018, Data cutoff. 3 October 2018.

For Squamous NSCLC IMpower131 was a positive study that met its
PFS independent co-primary endpoint

Meaningful survival difference was observed in patients with

strongly PD-L1-positive tumours| suggesting that they may benefit from

combining carboplatin and nab-paclitaxel with atezolizumab
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CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC
BARCELONA Ongress
2019

Nivolumab + Low-Dose Ipilimumab Versus
Platinum-Doublet Chemotherapy as
First-Line Treatment for Advanced
Non-Small Cell Lung Cancer:
CheckMate 227 Part 1 Final Analysis

Solange Peters,! Suresh Ramalingam,? Luis Paz-Ares,3 Reyes Bernabe Caro,4 Bogdan Zurawski,®
Sang-We Kim,® Aurelia Alexandru,” Lorena Lupinacci,® Emmanuel de la Mora Jimenez,?
Hiroshi Sakai, 9 Istvan Albert, ! Alain Vergnenegre, 12 Martin Reck, 13 Hossein Borghaei, 4

Julie R. Brahmer,'® Kenneth O’Byrne,® William J. Geese,'” Prabhu Bhagavatheeswaran,’
Faith E. Nathan,1” Matthew D. Hellmann18

1Centre hospitalier universitaire Vaudois (CHUV), Lausanne University, Lausanne, Switzerland; 2Winship Cancer Institute, Emory University, Atlanta, GA, USA;
3Hospital Universitario Doce de QOctubre, CNIO, Universidad Complutense & CiberOnc, Madrid, Spain; *“Hospital Universitario Virgen Del Rocio, Seville, Spain;
SAmbulatorium Chemioterapii, Bydgoszcz, Poland; fAsan Medical Center, Seoul, Republic of Korea; “Institute Of Oncology "Prof. Dr. Alexandru Trestioreanu”
Bucha, Bucharest, Romania; ®Hospital Italiano De Buenos Aires, Buenos Aires, Argentina; ®Instituto Jalisciense De Cancerologia, Guadalajara, Jalisco, Mexico;
0Saitama Cancer Center, Saitama, Japan: ""Matrai Gyogyintezet, Matrahaza, Hungary; 2Limoges University Hospital, Limoges, France; "*Lung Clinic
Grosshansdorf, German Center for Lung Research, Grosshansdorf, Germany; Fox Chase Cancer Center, Philadelphia, PA, USA; 3Sidney Kimmel
Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD, USA; ®Princess Alexandra Hospital, Brisbane, Queensland, Australia;
7Bristol-Myers Squibb, Princeton, NJ, USA; "®Memorial Sloan-Kettering Cancer Center, New York, NY, USA
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CheckMate 227 Part 1: NIVO + IPlin 1L NSCLC

CheckMate 227 Part 1 Study Design?

NIVO + (low-dose) IPIP
n = 396

Part 1a
o Chemo*
> expression s
Key Eligibility Criteria pa 1% n =397

= No prior systemic therapy n = 396

= No sensitizing EGFR mutations
or known ALK alterations

= No untreated CNS metastases

- ECOG PS 01

Stratified by SQ vs NSQ —

Database lock: July 2, 2019; minimum follow-up for primary endpoint: 29.3 months

aNCTO02477826; PNIVO (3 mg/kg Q2W) + IP] (1 mg/kg Q6W); ESNSQ: pemetrexed + cisplatin or carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or

MNIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for < 4 cycles; aNIVO (240 mg Q2W); =NIVO (360 mg Q3W);

TMB primary endpoint analysis conducted at January 24, 2018 database lock in subset of patients randomized to NIVO + IPI or chemo; alpha allocated was 0.025; %Alpha allocated was 7
0.025 overall (0.023 for final analysis)
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CheckMate 227 Part 1: NIVO + IFl in 1L NSCLC

CheckMate 227 Part 1 Study Design?

NIVO + (low-dose) IPIP
Part 1a n = 396

PD-L1| Chemo*®
> expression =
Key Eligibility Criteria pz 1%, n = 397

- Stage |V or recurrent NSCLC N=1189 NIVO< T
* No prior systemic therapy n = 396 Treatm?nt until disease
+« NMNo sensitizing EGFR mutations progression, unacceptable
or known ALK alterations toxicity, or for 2 years for
b 3
= No untreated CNS metastases NIVO = ﬂc;\!fi-g;)se} Pl immunotherapy
- ECOG PS 01 Part 1b
PD-L1 Chemo®
Stratified by SQ vs NSQ » expression = 186
<1%
N = 550 NIVO= hemo*©
n=177

Database lock: July 2, 2019; minimum follow-up for primary endpoint: 29.3 months

ASNCTO02477826; PNIVO (3 mg/kg Q2W) + IP1 {1 mg/kg QEW); “NSQ: pemetrexed + cisplatin or carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or

NIWVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for < 4 cycles; aNIVO (240 mg Q2W); eENIVO (360 mg Q3wW);

TMB primary endpoint analysis conducted at January 24, 2018 database lock in subset of patients randomized to NIVO + IPI or chemo; alpha allocated was 0.025; 9Alpha allocated was 8
0.025 overall (0.023 for final analysis)
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CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC

CheckMate 227 Part 1 Study Design?

NIVO + (low-dose) IPI®
n = 396

Part 1a
PD-L1
> expression
Key Eligibility Criteria = 1%
-« Stage IV or recurrent NSCLC N=1189
+« No prior systemic therapy
= No sensitizing EGFR mutations | _|
or known ALK alterations
= No untreated CNS metastases
. ECOG PS 0-1 Part 1b
PD-L1
Stratified by SQ vs NSQ » expression
< 1%
N = 550

NIvVOd
n = 396 5
progression, unacceptable

Chemo*
n =397

Treatment until disease

toxicity, or for 2 years for
immunotherapy

Independent co-primary endpoints: NIVO + IPl vs chemo
= PFS in high TMB (=10 mut/Mb) populationf
- OSin PD-L1 = 1% population®

Secondary endpoints (PD-L1 hierarchy):

PFS: NIVO + chemo vs chemo in PD-L1 < 1%
OS: NIVO + chemo vs chemo in PD-L1 < 1%
OS: NIVO vs chemo in PD-L1 = 50%

Database lock: July 2, 2019; minimum follow-up for primary endpoint: 29.3 months
ANCTO2477826; PNIVO (3 mag/kg Q2W) + IPI] (1 mg'kg QBWVW); “NSQ: pemetrexed + cisplatin or carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or

MNIVO + pemetrexed maintenance following NIVO + chemo; $Q: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for £ 4 cycles; eNIVO (240 mg Q2W); sNIVO (360 mg Q3W);

TMB primary endpoint analysis conducted at January 24, 2018 database lock in subset of patients randomized to NIVO + IPI or chemo; alpha allocated was 0.025; 2Alpha allocated was 9

0.025 overall (0.023 for final analysis)
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CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC

Primary Endpoint: OS With NIVO + IPI vs Chemo
in Patients With Tumor PD-L1 Expression =2 1%

Part 1a

100§
Median CS, mo
80 - HR
97.72% CI?
§ 60 - i
Studyl = :
©  40- i
! : @ NIVO + IPI
] 1
20— ' 1 B Chemo
1 I
' '
(] | ]
0 L] L] L Il L] L L] ; 1 1 L] 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
NIVO + 1Pl 396 341 205 264 244 212 190 165 153 145 129 91 41 9 1 0
Chemo 397 358 306 250 218 190 166 141 126 112 93 57 22 6 i 0

Minimum follow-up for primary endpoint: 29.3 months.
NIVO + IPI dosage was NIVO (3 mg'kg Q2W) + IP1 (1 mg/kg Q6W). Subsequent systemic therapy was received by 35% of patients in the NIVO + IPl arm and 54% of patients in the chemo

arm; subsequent immunotherapy was received by 6% and 43%, respectively. 11
295% CI, 0.67—-0.94.
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CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC

OS and PFS With NIVO + IPI vs NIVO vs Chemo
in Patients With Tumor PD-L1 Expression =2 1%

oS PFS by BICR

100 NIVO + IPI| NIVO Chemo 100 NIVO + IPI NIVO Chemo
(n = 396) (n =396) (n =397) (n=396) (n=396) (n=397)
Median OS, mo 17.1 15.7 14.9 Median PFS, mo 5.1 4.2 5.6
80 - HR (vs chemo)® 0.79 0.88 80 = HR (vs chemo)? 0.82 0.99
Cl 0.65-0.96> 0.75-1.04¢ 95% CI 0.69-0.97 0.84-1.17
— B0 — 40 — 60 -
= 36% o 33%
3. 57%! 339, E’ 26% 22%
- a, o —_ o
S68% =~ NIVO + IPI 48 195 14%
E ! SA44 NIVO N 7%
. " : MNIVO + IPI
20 - . Chemo 20 : s
H H ! NIVO
! ! Chemo
L 1 I
0 T T T i T T T i T T T T T T 1 0 T T T T T T T T T T T T 1
0 3 68 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 g9 12 15 18 21 24 27 30 33 36 39
Months Months
No. at risk
NIVO + IPI 396 341 295 264 244 212 190 1685 153 145 129 2 | 41 9 1 0] 306 221 158 130 108 o 83 65 G52 47 31 7 (#]
NIVO 396 330 200 265 220 201 176 153 139 129 115 Fi] 36 10 2 ] 396 190 136 104 a5 68 56 47 42 37 24 15 3 0
Chemo 397 358 308 250 218 190 166 41 126 112 93 57 22 (] f 0 307 253 130 63 44 az 23 17 12 12 a i 0

Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mag/kg QW ), and NIVO {240 mg Q2W). Subsequent systemic therapy was received by 35% of patients in the NIVO + IPl arm, 44% of patients in
thae NIVO arm, and 54% of patients in the chemo arm; subsequent immunolheraoa was received by 6%, 8%, and 43%, respectively.
SHR (95% CI1) for NIVO + IP1 vs NIVO, 0.90 (0.76—1.07); »97 72% CI; £95% CI; 9HR (925% CI) for NI'VO + IPI vs NIVO, 0.83 (0.71-097)
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Efficacy With NIVO + IPI and NIVO

in Patients With Tumor PD-L1 Expression = 50%

CheckMate 227 Part 1: NIVO + IP1 in 1L NSCLC

vs Chemo

ORR by BICR PFS by BICR 0sS
NIVO + IPI NIVO Chemo NIVO + IPI NIVO Chemo
s, (n = 205) {n = 214) {n = 192) (n = 205) (n=214) (n=192)
A CcR Median PFS, mo 6.7 56 56 Median OS, mo 21.2 18.1 14.0
50 - HEENE PR 95% ClI 4511.0 4283 46866 95% CI 15.5-38.2 14.4-22.1 10.0-18.6
44 .4 100 HR {vs chemo} 0.62 0.75 100 HR (vs chemo) 0.70 0.79
5 95% Cl 049-079 0.59-0 .95 a95% CI 0.55-0.90 0.63—1.01
40 A 36.9 35.4 80 L
= 30 21 489
= = 60 - — 80 = o
= = 41% = i 42 %
e« wn b=t P NIVO + IPI
Il R & 40- O 40 554’("
' NIVO + IPI ; 1369 NIVO
(]
10 - 20+ i NIVO 20 1 H ' Chemo
1 1
) 1
0 E G 1 L] 1 : 1 L] T : L 1 L] L] 1 D | L] L] : L 1 L : 1 L] L] L] 1 1 1
NIVO + 1Pl NIVO Chemo 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
n/N: 91,205 79/214 68/192 Months Months

+ Median DOR with NIVO + IPI, NIVO and chemo was 31.8, 17.5 and 5.8 months, respectively

Dosages were NIVO (3 mag/kg Q2W) plus IPI1 (1 ma/kg QEW), and NIVO (360 mg Q3W) plus chemo

14
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CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC

OS With NIVO + IPI vs Chemo .
in Patients With Tumor PD-L1 Expression < 1% [BE==E

NIVO + chemo |

100 NIVO + IPI Chemo
(n=187) (n = 186)
Median OS, mo 172 122
80 — HR (vs chemo) 0.62
Cl 0.48-0.78=
_;_;5- 60 —
w 1
© 40+ !
1 ' oo NIVO + IPI
1
1 1
1
20 - i :
' i EEl Chemo
1 1
0 ] I L] : 1 T 1 : 1 T 1 1 T 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
NIVO +IP1 187 165 142 120 110 100 87 80 73 69 59 34 19 8 2 0
Chemo 186 164 135 107 92 74 62 49 41 35 29 19 2 5 0 0

Dosages were NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W), and NIVO (360 mg Q3W) plus chemo. Subsequent systemic therapy was received by 44% of patients in the NIVO + IPI
arm, 41% of patients in the NIVO + chemo arm, and 53% of patients in the chemo arm; subsequent immunotherapy was received by 4%, 4%, and 36%, respectively. 15

*95% CI.



9th Annual Puerto Rico Winter Cancer Sympsium 2020

CheckMate 227 Part 1: NIVO + IPl in 1L NSCLC

Summary: NIVO + IPIl in First-Line NSCLC

CheckMate 227 met its primary endpoint of OS in patients with PD-L1 = 1%
— First phase 3 study to show PD-1 and CTLA-4 inhibition is effective in NSCLC

Clinically meaningful OS improvement vs chemo was observed regardless of PD-L1
expression, with deep and durable responses

Addition of IPI to NIVO improved outcomes
— vs NIVO monotherapy in PD-L1 = 1%
— vs NIVO + chemo in PD-L1 < 1%

No new safety signals were observed for NIVO + low-dose IPI

This dual immunotherapy represents a potential new first-line treatment option for
patients with advanced NSCLC

23
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What's Ongoing?
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ECOG 5163/SWOG1709

15t Line Treatment 2" Line Treatment

Pembrolizumab Carbo/
Pemetrexed
v
&
/A
rm j Carbo/Pemetrexed/
Pembrolizumab Pembrolizumab

Induction Maintenance

Carbo/
Pemetrexed/

*

(7s)
a $
= =
X »
23 o
Al ©

Randomization

Not Specified

Pembrolizumab Pls: Borghaei, Chiang

Pemetrexed/

Pembrolizumab

As consequence of KN-42 results
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KEYLYNK-006

Induction Maintenance

Platinum/Pemetrexed/Pembrolizumab
iy Olaxpar{b 124 / BN Pembrolizumab/Olaparib

Stage IV
nonsquamous NSCLC
Negative EGFR, ALK,
or ROS1

ECOG PS 0-1
Systemic therapy-
naive for their
advanced/metastatic
NSCLC.

Platinum/Pemetrexed/Pembrolizumab [gmdl Pembrolizumab/Pemetrexed

To improve over KN-189 results
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Conclusions

J Expect changes in the next version of the NCCN
1 NIVO + IPI works in pts with NSCLC regardless of PD-L1 expression over chemotherapy.
1 Anti-PD-1 monotherapy still is not approved for patients with PD-L1 <1% (no expression).

1 Some trials will challenge or define better what should be the best frontline therapy for patients with
PD-L1 > 1%.

1 Other trials will try to improve outcomes over strong platforms such as KN-24, KN-189 and KN-407
bringing other agents with different mechanism of actions (e.g., PARP, VEGF inhibitors, etc)

J IMpower-150 remains as the only data using 10 in patients whose tumors harbor EGFR and ALK
alterations.



And yet still not
standard of
Care in the adj-
Setting?

TS /)
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Background... ADJUVANT SETTING
Role of ADJ-CTX for pathological stage | NSCLC is controversial.

Approximately 10-15% of newly dx NSCLC will be classified as Stage [l|1A-N2
disease.

Concurrent chemoradiotherapy (CCRT) w/wo surgery has been the most recent
management trend for LA-NSCLC.

Pts w invasive component size > 2cm, lymphatic permeation, vascular invasion or
VPI are at high risk for recurrence in p-stage | NSCLC. (Tsutani Y et al, ASCO
2019)

AC may improve survival in pts with high-risk p-stage | NSCLC. (Tsutani Y et al,
ASCO 2019)
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Adjuvant chemotherapy for pathological stage |
non-small cell lung cancer with high-risk factors
for recurrence: A multicenter study.

Yasuhiro Tsutani!, Kentaro Imai?, Hiroyuki Ito3, Takahiro Mimael, Yoshihiro Miyata?,
Norihiko lkeda?, Haruhiko Nakayama?, Morihito Okada?

1Department of Surgical Oncology, Hiroshima University, Hiroshima, Japan
‘Department of Thoracic Surgery, Tokyo Medical University, Tokyo, Japan
3Department of Thoracic Surgery, Kanagawa Cancer Center, Yokohama, Japan

wrenam: 2019 ASCO’ }: _Ir II,‘:-:,_. S PRESENTED 8v:  Tsutani ¥
AN

MNUAL MEETIMNG Jermiialen st i fio rrse
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OS (High risk group)

Multivariable Cox analysis (High-risk group)

RFS 0S CSS

Variables HR 95%Cl  Pvalue HR 95% Cl P value HR 95% Cl P value
Age (>70y) 170 1.15-255 0.008 272 153-511 0.0005 116 056-2.48 0.7

Gender (Female) 082 053-124 034 063 033-114 0.13 099 043-214 097
Adjuvant chemotherapy (n = 222): 5-y 08, 92.7%

0.89-2.05 017 141  0.80-260 0.24 172 079417 018 : Observation (n = 419): 5-y 0S, 81.7%
HR: 0.28 (95% Cl: 0.13-0.53)

093 0.61-1.42 74 : 0.37-1.08 .09 ! 0.26-1.19 ; : P <0.0001

Invasive component size
(>2 cm)

Histology
(Adenocarcinoma)

Lymphatic permeation 154 106-225 0. 0.70-2.00 0.82-3.36
Vascular invasion 227 151-349 1.23-371 1.52-8.95
Visceral pleural invasion  1.89  1.28-2.79 0.90-2.60 1.31-5.96

Patient at risk

Adjuvant chemotherapy 0.57 0.36-0.87 0.15-0.59 0.10-0.63 ACT 222
—_— No ACT 419

0.0+
0

AC is an independent prognostic factor in high-risk
p stage I NSCLC.
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What Have ADJUVANT Chemotherapy (AC)
Provide Us Thus Far?
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OS benefit from adjuvant cisplatin based chemotherapy in
resectable NSCLC: Meta-analysis from LACE Collaborative Group

100 Methods

o « LACE Collaborative Group

= - Data from 5 largest trials (4,584

2 e0- patients; 2,281 in chemotherapy arm) of

% = Sz adjuvant cisplatin-based chemotherapy

e « Completely resected NSCLC (Stages |A-

S B o amsiiae i)

== No chemotherapy Results
0 I 3 3 A % ° Median follow-up: 5.2 years
Time From Randomization (years) * Overall HR of death was 0.89 (95% ClI,

E:-::::;dpemonvears M e Yoars 45  Years > 6 0.82 to 0.96; P = .005)
Conrol___ 066 /5,155 z0/1088 401720 ¢ 5-year OS benefit: 5.4% from adjuvant

chemotherapy
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AC

» Updated individual patient data of ADJ-Chemo trials from 1965+

. 34 trials - 8,447 patients
. OS HR 0.86 [0.81-0.92], p= <.0001
. 4% absolute OS benefit at 5 years

Pignon JCO 26:3552, 2008; Lancet 375:1267, 2010
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Neo-Adjuvant Chemotherapy (NAC) Meta-analysis

Preoperative Control* O-E Variance HR (95% Cl); p value
chemotherapy*
France 1990 8/13 8/13 032 397 - B
MD Anderson 1994 19/28 27/32 -6-40 1119 - 5
Spain 1994 19/29 27/30 -8-88 9-65 :
MIP-91 137/179 146/176 -12-99 70-22 — -
SWOG 59015 3/5 12/16 -1-04 2-94 ; P>
JCOG 9209 28/31 25/31 225 12.97 . - B
Netherlands 2000 23/39 15/40 3-86 936 : =
Finland 2003 19/30 19/32 -0-50 9-48 : >
MRC BLT 4/5 3/5 1-26 1-60 ’ : I
MRC LU22 151/258 158/261 -2-92 7701 -—'—E—-—'—f
SWOG 59900 93/180 103/174 -9:31 4884 -
China 2002 26/32 18/23 1-42 1078 - i - B
China 2005 8/19 14/21 -3-31 5-44 :
ChEST 45/129 61/141 -10-27 2639 L - '
NATCH 99/201 109/212 -4-11 51.95 -—-—.-_M
Total 682/1178 745/1207 -50-62 351-78 ‘ 0-87 (0-78-0-96); p=0-007
(I) OIS 1.0 1!5 2!0
Overall HR <+—— EEE——
| 0-87 (0-78-0-96). p=0-007 (fixed effect) | Preoperative Non-preoperative
0-86 (0-75-0-98), p=0-03 (random effects) chemotherapy chemotherapy

Heterogeneity: x?=18.75, df=14, p=0-18, P=25% better better
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Pre vs Post-Op Chemo Meta-analysis 2008

* 31 peri-op chemo trials (21 post-op)/ (10 pre-op)

» Used indirect comparison meta-analysis

* OS HR of post- vs pre-operative chemo: 0.99 [0.81-1.21, P = 0.9]

* DFS HR of post- vs pre-operative chemo: 0.96 [0.74-1.26, P = 0.77]

I NAC or AC Seem equivalent; Adjuvant remains the Standard
L. e e e e e e e e e e e e s s = = —
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Overall survival (OS) of surgically resectable NSCLC (8t" ed. TNM)

pro e » Resectable NSCLC: Stage I-IIIA
20%- : ~ and selected I1I1B
o "R P2 i » Significant drop in OS for
Months stages IB-I11B
24 60 * Need for better perioperative

Proposed Events/N MST Month Month

A1 139/1389 NR 97% 90% therap1es
A2 823/5633 NR 94% 85%
IA3 875/4401 NR 92% 80%
Even these early stage NSCLC need to be addressed; at 5 years,

8 217515226 NR 76% |s6% 10-20% pts have deceased.

A 3219/5756 41.9 65% |[41%

. 2019 ASCO PRESENTED BY: Jay M. Lee, M.D.

ANNUAL MEETING ~ pems e Goldstraw P, et al. Journal of Thoracic Oncology Vol. 11 No. 1: 39-51
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Where Are We with AC?
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Overall Survival as Primary Endpoint in Perioperative NSCLC trials

Treatment Time from enrollment to

publication of data

IALT Adjuvant therapy 9 years
JBR.10 Adjuvant therapy 11 years
ANITA Adjuvant therapy 12 years
CALBG 9633 Adjuvant therapy 12 years
NATCH Neoadjuvant vs adjuvant therapy 10 years
GLCCG Neoadjuvant chemotherapy vs chemoradiation 13 years

Slow progress in clinical trials for stage I-IIIA NSCLC where OS is the primary endpoint
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How Can We Improve?

Any Role for Immune-Oncology (IO)
Adjuvant Therapy?
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IO Trials
Enroliment Treatment
r ------------
Neoadjuvant Rx : Adjuvant Rx ;
[ ; '
i i
Pre-treatment Su Igery opsy at
biopsy (post-tleatment progression
bidpsy) i

SOC - Chemotherapy

SOC - Radiation

SOC - Chemoradiation

Biomarker discovery
Surrogate endpoints

= EFS, PFS, OS

Observation

SOC -> Adjuvant 10

j i i i il

| Adjuvant 10
PRESENTED AT . 2019ASCO o et PRELENTED BY: LAy M. Lee, M.D

ANNUAL MEETING ~ perm
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Ongoing Adjuvant Trials With Checkpoint Inhibitors (CPT)

ALCHEMIST/ANVIL

-> NIVOLUMAB
IMpower010 1280
->ATEZOLIZUMAB
MEDI4736 1360

-> DURVALUMAB

KEYNOTE-091 1080
-> Pembrolizumab

IB (4cm) — llIA after AC
and/or RT
IB (4cm) — llIA after AC

IB (4cm) — llIA after AC

IB (4cm) — llIA after AC

Phase 3

Allows PD-L1 +/-

Phase 3

Allows PD-L1 +/-

Phase 3

Allows PD-L1 +/-

Phase 3

Allows PD-L1 +/-

OS/DFS

DFS

DFS

DFS
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LCMC3 Study Design

Primary endpoint:

b - MPR at surgical
resection, defined as
L] < 10% viable

[h—
o Mozolzum soc ptionat adjuvant tumor cells
(2 cycles) chemotherapy < 12 months) = .
& Secondary endpoints:

BN’ U S S N — - Disease-free survival

CT + PETICT CT + PET/CT e - Response rate by
i + brain MRI + brain MRI
Evaluation pipteill N BET cr gimos RECIST 1.1

| ) ! - OS

' i - Biomarkers
S Ti + Blood +
Jiosamples Tissue Blood lesou;j Blood ontional g:sue at PDb . Adverse events

MPR, major pathologic response, locally assessed; PFT, pulmonary function test; g3mo, every 3 months.
a Extended chest CT, including liver and adrenals. ? At progression and/or recurrence. NCT02927301.

Post-surgery/ Surveillance Survival

(2 years)

Neoadjuvant

treatment Pre-surgery Surgery surveillance

baseline

Screening

presentep am: 2019 ASCO . PRESENTED BY: Jay M. Lee, M.D. Courtesy Of DaV]d KW]atkOWSk]

Lee JM, ASCO 2019; Courtesy of David Kwiatkowski

ANNUAL MEETING
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Successful Story of Adjuvant IO
Therapy in Other Solid Tumors
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Adjuvant PD-1 Inhibitors Improves RFS.....in Melanoma

A Overall Intention-to-Treat Population

Percent of Patients Alive and
Recurrence-free

No. at Risk

Pembrolizumab 514

Placebo

A Intention-to-Treat Population

Total  No.with  Hazard Ratio
No.  FEvent  (98.4%Cl)

100+ Pembrolizumab 514 135 0.57(043-0.74)
90- Placebo 505 216 1.00
30 P<0.001 by stratified log-rank test
70 =0 Pembrolizumab
60-
b0+ Placebo
40-
30-
20-
10-
0 T T T T T T T 1
0 3 6 9 12 15 18 2 M
Months
No. at Risk

$3 43 32 33 182 B 150 Nivolumab

05 415 363 323 264 157 60 15 0 Ipilimumab

Recurrence-free Survival (24)

10048

| Hazard ratio, 0.65 (97.56% Cl, 0.51-0.83)

P<0.001

Nivolumab: 154 events

/453 patients

BOEO0=—)

Ipilimumab: 206 events /453 patients

433
453

399
364

b 9 12 15 18
Months

353 332 311 291 249
314 269 252 225 184

2 24 7

71 5 0
36 2 0

Eggermont NEJM 2018, Weber NEJM 2017
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Adjuvant 10 Improves RFS.....in Melanoma, regardless of PD-L1 Expression!!

B Patients with PD-L1-Positive Tumors

Placebo

Pembrolizumab

B PD-L1 Expression of Less Than 5%

Total No.with  Hazard Ratio 1004
No. Event (95% CI)

428 102 0.54 (0.42-0.69)

425 176 1.00

P<0.001 by stratified log-rank test

Pembrolizumab

Hazard ratio, 0.71 (95% Cl, 0.56-0.91)

Recurrence-free Survival (%)

-
2
&
2
58
£y ©
g
-% 5 50 4 Placebo
S5
5 8 20
& 30
g 2 10
2 o o ; ; ; ; ; ; . . :
0 3 6 9 12 15 18 21 24 27
0 3 & 5 12 15 18 021 Months
Months No. at Risk
No. at Risk Nivolumab 275 242 204 189 171 159 129 4 3 0
Pembrolizumab 428 370 350 333 266 156 61 13 0 Ipilimumab 286 219 184 153 139 124 100 31 2 0
Placebo 425 353 317 281 233 141 55 13 ]
€ PD-L1 Expression of 5% or More
€ Patients with PD-L1-Negative Tumors 1004
Total No.with  Hazard Ratic 90
100 No. Event (95% CI) g Nivolumab: 31 events/152 patients
30 Pembrolizumab 59 20 047 (0.26-0.85) = ¥y T
-!,; 20 Placebo 57 27 1.00 g 704
2 g 70 P=0.01 by stratified log-rank test mE o S—
<8 - 1pil b: 57 events/1 i
& ol | || pilimumab: 57 events/154 patients
2% €0 - £ 50 Hazard ratio, 0.50 (95% C1, 032-0.78)
8 £ & A
] g 50 g 40
E | 2
3 @ -
wg Placebo E ¥
£E 30 o 204
o Q
I~ 20. (-3
o 104
& 10
0 T T T T T T T T 1
T T T T T T T T Y 3 6 9 12 15 18 21 24 27
0 3 6 9 215 18 211 24
Meonths
Months
No. at Risk No. at Risk
Petwolamsh: %9 BL 4% 4 & B 1o 3 8 Nivolumab 152 135 130 125 122 114 105 26 2 0
lacebo 7 46 14 10 3 12 p 3 0 Ipilimumab 154 133 120 108 105 93 78 21 0 0

Eggermont NEJM 2018, Weber NEIM 2017
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Final Thoughts.....

In other solid tumors (e.g., melanoma), ADJ-IO has improved outcomes (RFS)

ADJ-10 in NSCLC looks promising; clinical trials ongoing.

In the NeoADJ setting, 10 has shown to be feasible, low toxicity and major pathological response (MPR) has
been reported. Will MPR translate into survival advantage?

What is the best way to incorporate 10 in the management of early stage NSCLC? NeoADJ?, ADJ?, sequential?,
chemo-1O combination?

What biomarkers will help us to sort out this? PD-L1?, TMB?, ctDNA?, inflammatory signatures?
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Outline: Ongoing Trials

Stage | SBRT + Immunotherapy Trials

Stage /Il | 1 Consolidation/Maintenance Immunotherapy Trials

Stage Il S— Concurrent Chemo-Radiation-Immunotherapy Trials - Stﬁlge

Replace chemo with immunotherapy in high PD-L1 [HC
Stage /111 Replace chemo with immunotherapy in all NSCLC patients
Replace chemo with immunotherapy in poor PS patients
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Consolidation/Maintenance Immunotherapy Trials

PACIFIC &

University of
Turin
Big Ten Cancer
Research

Consortium
LUMN16-081

03593300

03379441

03285321

Phase
of Trial

Type of Radiation

Completed chemo-
radiation

Completed chemo-
radiation

Compieted chemo-
radiation

Biomarker

Systemic Therapy Eligibility
Requirement

Durvalumab 1500 mg IV Q4 weeks for 24
months

Pembrolizumab 03 weeks x 35 doses vs
Cbservation

A- Nivelumab 480 mg G4 weeks x 6 doses

B: Nivolumab 3 mg/kg Q2 weeks +/-
Ipilimumab 1 mg/kg Q6 weeks x 4 doses

NCT Clinfcalirials. gov May 2018
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Concurrent Immunotherapy + Chemo-radiation Trials

CLOVER
NSCLC [Arms 1-3
PACIFIC 2
KEYNOTE-799

H. Lee Moffitt
Cancer Canter

NICOLAS (ETOP)

Allianco
Foundation

DETERRED

0308012

03519587

03631784

DIEEI106

02434081

03102242

02621298

25257 5T

Phase
of Trial

I
I
1l
Il

A/

HIA/B

I-1A/8

Type of
Radiation

Conwventional
Comventional
Conventional
Conventional
Conventional

Conventional

Conventional
ar IMRET

Conventional

Biomarker
Systemic Therapy Eligibility
Requirement

Durvalumak with platinum doublet concurrent chemoradiation

Concurrent Durvalumab vs placebo with concurrent chemo
radiation followed by Durvalumab x 1 year
Chemo-radiation with Fembrolizumab followed by
Pembrolizumab x 14
Chemo-radiation with lpilimumab x 1 followed by Nivolumab x
12
Mivolumab with concurrent chemo-radiation then nivolumab x
1 year
Induction Atezolizumab then concurrent chemo-radiation,

consolidation chemo, adjuvant Atezolizumab

Pembrolizumab added in 3+3 cohorts from consolidation to
concurrant chamo-radiation

Part 1: chemo-radiation then chemo-Atezolizumab x 2 then
Aterolizumab x 1 year
Part 2: Atezolizumab with concurrent chemeo-radiation followed
by chemo-Atezolizumab x 2 then Atezolizumab x 1 year
M7824 with concurrent chemo-radiation followed by M7824
versus PACIFIC
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Concurrent Immunotherapy + Chemo-radiation Trials

CLOVER
NSCLC [Arms 1-3
PACIFIC 2
KEYNOTE-799

H. Lee Moffitt
Cancer Canter

NICOLAS (ETOP)

Allianco
Foundation

DETERRED

0308012

03519587

03631784

DIEEI106

02434081

03102242

02621298

25257 5T

Phase
of Trial

I
I
1l
Il

A/

HIA/B

I-1A/8

Type of
Radiation

Conwventional
Comventional
Conventional
Conventional
Conventional

Conventional

Conventional
ar IMRET

Conventional

Biomarker
Systemic Therapy Eligibility
Requirement

Durvalumak with platinum doublet concurrent chemoradiation

Concurrent Durvalumab vs placebo with concurrent chemo-
radiation followed by Durvalumab x 1 year
Chemo-radiation with Fembrolizumab followed by
Pembrolizumab x 14
Chemo-radiation with lpilimumab x 1 followed by Nivolumab x
12
Mivolumab with concurrent chemo-radiation then nivolumab x
1 year
Induction Atezolizumab then concurrent chemo-radiation,

consolidation chemo, adjuvant Atezolizumab

Pembrolizumab added in 3+3 cohorts from consolidation to
concurrant chamo-radiation

Part 1: chemo-radiation then chemo-Atezolizumab x 2 then
Aterolizumab x 1 year
Part 2: Atezolizumab with concurrent chemeo-radiation followed
by chemo-Atezolizumab x 2 then Atezolizumab x 1 year
M7824 with concurrent chemo-radiation followed by M7824
versus PACIFIC
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M7824 bifunctional fusion protein

O Fully human IgG1 mAb PD-L1
TGF-B—neutralizing trap

Active T cell

¥ Inactive T
PD-L1 o . cell component targets extracellular
binding region % o domain TGF-BRII
Tumor cell

Independent and
complementary anti-

" immunosuppressive functions

'I'u_&l and innate immune cell activity

*@:2:%

- "'T-l
TGF-B trap & 'D'I'T.P.a_,t-i‘-al':': —

Tumaor “* TT mar cell
apoptosis

+ Angiogenesis
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Phase Il M7824 in Combination with cCRT Followed by
M7824 in Consolidation vs cCRT Followed by Durvalumab
in Consolidation in Stage lll NSCLC (NCT 03840902)

cCRT-based

5D, PR, CR

————— M7824 + cCRT — M7824

Stage 1l ;
unresectable : '|

NSCLC . Y,
17—- Placebo + cCRT m Durvalumab

N=175

Safety run-in N=42 (30 non-Japan, 12 Japan)
Expansion N=308
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Rationale replacing chemo with immunotherapy

Concurrent chemo-radiation was superior to sequential therapy or
radiation alone

But, no consolidation chemo nor consolidation/maintenance targeted
therapy trials in an unselected population have shown a survival benefit.

Standard of care remains concurrent chemo-radiation followed by 1

year immunotherapy.

Concurrent chemo regimens do not achieve systemic therapy dosing
and their main benefit may be to provide radiosensitization.

Ongoing studies demonstrate that immunotherapy can be a
radiosensitizer.

r | 74 =8 MNaw . e@ 17 Antonia 3 o &l NEJM 379 (24),; 2342-2350, Dec 2018, Deng of ol J Cifn bevest, 124, G87-893 2014
r J Radiol 26° 234-241, 1933 Fuvuse of al JOO 17 2602-2660, 1559, Hanna ef 8. JCO 26° 57T35-5760, 2008, Ahn
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Replacing Chemotherapy with Immunotherapy Trials

Phase of Biomarker |
Trial NCT Trial NSCLC Stage Type of Radiation Systemic Therapy Eligibility
= Requirement |

Accelerated

hypofractionated FD-L1 IHC =

and convenlional Dusvalsmab S50%
fractionated

NRG LUNOO4 03801902 I 24 HA-1IIC

PD-L1 IHC = 50% receives
Fembrolizumab while PD-L11HC
<30% receives concurrent status
chemotherapy

m Conventional Mivolumab-lpilimumab

Poor PS Trials

HA-1IC
Cleveland : Proton beam
03B81BTTE unsuitable for concurrent (60 or 69 ¢Gy)

chemo-radiation

SPRINT 03523702 Conventional

| Durvalumab

| Medical Center

I
1
03245177 unsuitable for concurrent Comventional Pembrolizumab
chemo-radiation
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Stage lll NSCLC is heterogeneous —

Hypothetical Future Strategies

Personalized Therapy is Essential

'\ull

Deitarbechk of al, 5 Egition Lung Cancer

T 'y Tk M2
[ \‘_._ )
L

Stage Classiflication, Chesf 1571 (1); 183-20

Unresectable Large T
or N3 or Bulky or multi-
station N2 LN

Small T, PD-L1 IHC
high, small multi-station
N2 LN

Small T, PD-L1 IHC low,
small multi-station N2
LN

Large T
Single-station N2 LM

Small T
Single-station N2 LM

Meoadjuvant chemo-
immunotherapy
Concurrent immuno-radiation
then 1 year immunotherapy

Concurrent immuno-radiation
then 1 year immunotherapy

Concurrent chemo-radiation then
1 year immunotherapy

MNeocadjuvant chemo-
immunotherapy,
Surgery +/- XRT, then 1 year
immunotherapy

MNeoadjuvant immunotherapy,
Surgery +/- XRT, then 1 year
immunotherapy




KEYNOTE-158: Phase 2 Study of Pembrolizumab in Advanced Solid Tumors (SCLC Cohort)

Study Design and Outcomes Assessed

Chung et al.1 presented results from the SCLC cohort (n=107) of KEYNOTE-158, a phase 2
multicohort study in

advanced solid tumors, regardless of biomarker status (data cutoff date, January 15, 2018). Patients
with

unresectable and/or metastatic SCLC with intolerance to or progression on standard therapy were
treated with

pembrolizumab monotherapy for 2 years or until PD, intolerable toxicity, or study withdrawal.

Key Eligibility Primary Endpoint

(N=107) * ORR per RECIST v1.1
* Unresectable and/or and central review
metastatic SCLC - |
+ Intolerance to or progression oy pl e Setondars Endbolnts
on standard therapy Pembrolizumab il ‘L”ij r ?'J iy =nep
olerdapie
« ECOG PS 0-1 200 mg IV Q3W T

oXicity; or stuay’
withdrawal

« >1 measurable lesion

» Evaluable tumor sample for
biomarker assessments

Exploratory Endpoint

« Efficacy in biomarker
subgroups

* No autoimmune disease or
noninfectious pneumonitis




Numberof  Median PFS,

2 5% Events (%) months (95% CI)
32 100 ;28822//
T 90 i PD-L1- 42 30 (71) 2.1 (2.0-8.1)
— positive
= 80+
@ 107 DL
@ 60 ot 50 45 (90) 1.9 (1.6-2.0)
h -
;é 50
S 40;
ﬁ 30+
@ 20 . :
o - .
S 104 : :
o 0 . : - . - . r
0 3 6 9 12 15 18 21
No. at risk Time, months
PD-L1-positive 42 18 15 13 11 4 )
PD-L1-negative 50 11 4 5 4 4 2 0

| KEYNOTE-158 Study
PFS by PD-L1 Status.



Number of Median OS,
Events (%) months (95% CI)

100- .66.0% .93.1%
- o .
90- : 48.3% : 30.7% it 42 23 (55) 14.9 (5.6-NR)
~° ¢ ) positive
. 801
S 701 PD-L1-
s 60 Mmool 8 50 38(76)  5.9(3.3-10.1)
@ 50-
= 40
E 30+
O 20-
10+
0 L) : L] l. T L) L] L]
0 3 6 9 12 15 18 21 24
No. at risk Time, months
PD-L1-positive 42 33 27 22 20 16 9 1 0
PD-L1-negative 50 32 2 20 14 13 7 0

* KEYNOTE-158 Study OS by
PD-L1 Status.




KEYNOTE-028: pembrolizumab in Advanced Solid Tumors (PD-L1-Positive SCLC Cohort)
Study Design and Outcomes Assessed
I Ott et al.2 reported the efficacy and safety results from a cohort of participants with PD-L1—positive ES-SCLC

in

KEYNOTE-028, an open-label phase 1b multicohort study of pembrolizumab for PD-L1—positive advanced solid
tumors. The data cutoff date was June 20, 2016. Participants in the SCLC cohort who failed standard therapy
and

were PD-L1-positive were treated with pembrolizumab 10 mg/kg IV Q2W

Continue pembrolizumab
for 24 months, unti

Key Eligibilty

Complete or partial
response or stable

N=24 Response : rogression? or intolerable
Ja _jJ i -Jw‘r thsaasd - toxicit
» Small cel lung cancer : = S :
Pembrolizumab QoW for the
* Fall [ I 10 mg/kg IV Q2W 1rst b months. .
Falled standard therapy g/Kg irst : JJJ‘J;/;LHJJ =]
o | ZY

progressive disease
or unacceptable
toxicity

* PD-L1 positivity
+ ECOGPS (-1

* No active autoimmune disease, interstitial
lung disease, or active brain metastasis

Primary Endpoints Secondary Endpoints
» ORR per RECIST v1.1 +PFS +0S «DOR

» Safety and tolerability



Time to Response
and Time to

KEYNOTE-028
Progression B KEYNOTE-158
(RECIST v1.1 by CR
Independent A PR
Review)3,4 "

» Ongoing Response

06121824303642

Time, months



Duration of Response by RECIST v1.1 by Independent
Review.

1

Duration of Response, %

No. at risk

00+
90+
80+
70+
60+
50+
40-
30+
20+
10-

0

Median (range)
NR (4.1 to 35.8+)

0

16

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T

3

16

6

15

9

13

12 15 18 21
Time, months

10

9

9

8

24 27 30 33 36

Data cutoff dates: KEYNOTE-028, July 31, 2018;
KEYNOTE-158, July 13, 2018.

Analysis included patients who achieved a confirmed
complete or partial response with pembrolizumab
therapy following >2 lines of previous

therapy. Patients with an ongoing response are
defined as those who were alive without disease
progression, had not initiated a new cancer

treatment, were not lost to follow-up, and whose last
disease assessment was within 5 months of the data
cutoff date.

Figure reprinted from Chung HC, et al. )
Pembrolizumab After Two or More Lines of Previous
Therapy in Patients With Recurrent or Metastatic

Small-Cell Lung Cancer: Results From the
YNOTE-028 and KEYNOTE-158 Studies.
Bpublished online ahead of print December 20, 2019].

Thorac Oncol. doi: 10.1016/j.jtho.2019.12.109., with
permission from Elsevier.
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Conclusion:

L PACIFIC trial established a new standard of care for patients with Stage Il NSCLC.

U First time ever, consolidation therapy after definitive CRT improves OS.

L New approaches are undergoing introducing 10 in combination w RT, or prior to RT, or after CRT with other agents;
so many research options.

U Await for efficacy data of 10 w CCRT, consolidation/maintenance and replacing CTx.

L More questions: sequencing?, duration of 10 therapy?, hypofractionated or conventional RT?, role of tri-modality
therapy w 10?, role of adjuvant versus neoadjuvant 10 therapy?, predictive biomarkers?, etc..
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THE END
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