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#LBAS51 KEYNOTE-024 5-year OS update: first-line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy
(chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumor proportion score (TPS)>50%

KEYNOTE-024 Study Design (NCT02142738) Disposition of Study Treatment

Pembrelizumab® 305 patients
Key Eligibility_Criteria Pembrolizumab PRI ZATED SRRy O HIE
« Untreated stage IV NSCLC 200mg IV Q3W ~- 200 mg Q3W

* PD-L1 TPS 250% 35 cycles (2 years) 17 cycles (1 year) Pembrolizumab Monotherapy Platinum-Based Chemotherapy
+ ECOG PS 0-1 . c » 154 allocated + 151 allocated
« No activating EGFR mutation or = rassover + 154 treated

+ 150 treated
- Median {range) treatment
duration: 3.5 mo (1 day-40.4 mo)

P li
ALKtranslocation embrolizumab

* No untreated brain metastases Platinum-Doublet
* No active autoimmune disease Chemotherapy?

= Median (range) treatment
duration: 7.9 mo (1 day=30.2 mo)}

PDY Pembrolizumab
200 mg Q3W

requiring systemic therapy (4-6 cycles) (2 years) - 34 completed treatment® - 29 completed treatment
* 120 discontinued * 121 discontinued
End Points - 72 progressive disease® - 77 progressive diseaseP
Primery: PFS (RECIST v1.1 per blinded, R P e ——— -ulazs —~18AEs
independent central review) . Pemetrexed + cisplatin® — 7 patient withdrawals - 6 patient withdrawals
Key secondary.  OS » Paclitaxel + carboplatin = Jdin T i r
Secondary: ORR, safety, PFS (RECIST vi1.1 T Ty -2 com;fle-ta responses - 11 physician decision
stioat — 1 physician decision
per investigator review) * Gemcitabine + cisplatin 1 noncompliance with protocol
Exploratory: DOR P P
“Optional pemetrzxed maintenance therapy ‘or nonsquarous cisease. “Permitted ‘or nonsquamous disease only. “Patients rendemized to pembroluumab w o.,ovrpHe zars of _ _
therapy or who stogped pembrolizumab after achieviry CR and then had PD werzeligbe “Or a s2cond course of pembralzumea menotherapy. “Before th iC r=eo"'rer atlon and “Number of pafients who completed freatmest, 28 reporied by nvestigator “ncludes patients wih cinical progression or prograssve disease
amendment & whichpermitted those in the chemotharapy arm to be offered pembrolzurab (based on interim analysis 2 daia), palients were eligible for c’ossuer.«.he Data cutoft: June 1, 2020.
confirmed by bindsd, independent, central radiology revew.

* 66% effective crossover rate: 83 patients crossed over to pembro + 16 to other anti PD-(L)1 therapy
® 51.9% patients on pembro received 2nd line (including 12 pts pembro rechallenge) ,
* Median time from random to data cut-off: 59.9m i
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#LBAS51

Progression-Free Survival®
By RECIST v1.1 per Investigator Review?

100 4' Events, n

HR

KEYNOTE-024 5-year OS update: first-line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy
(chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumor proportion score (TPS)>50%

o0/ N (%) (95% CI)
* g, Pembrolizumab 154 126 (81.8) 0.50
g Chemotherapy 151 141(93.4) (0.39-0.66)
s 704 Median (35% CI)
& 60- 7.7 mo (6.1=10,2 mo) .
s 5.5 mo (4.2-6.2 mo) o I I S Ia
: vera urviva
g
§ 100 Events,n HR
904 N (%) (95% Cl)
20 Pembrolizumab 154 103 (66.9) 0.62
Median (35% Cl) Chemotherapy® 151 123(815) (0.48-0.81)
) Time, months = 704 26.3 mo (18.3-40.4 mo) - - -
Pemb:;?i'z:.n::: 154 92 62 45 38 36 30 24 20 15 3 § 60- 13.4 mo (8.4-18.3 mo) : :
Chemotherapy 151 73 20 [ 5 4 3 2 1 1 0 H
~ not reached. §
T population. “Secondary endpont; primary cndpoint waaPFS asacaacd oer blinded, ind dent, cantral radiology review. »n 50. ................................................................. ..............................................................
1a cutoff: June 1, 2020, % s
S 40- :
S :
© 30- :
204
10-
* ORR:46.1% vs 31.1% N S S S
. 6 12 18 24 30 36 42 48 54 60 66 72
e Partial response: 41.6% vs 31.1% Time. months
No. at risk
° Complete response: 45%vs 0 Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0




#LBAS51

Treatment Duration and Time to Response?
35 Cycles (2 Years) of Pembrolizumab Completed

N =390
3-year OS rate from completion &1
of pembrolizumab, % e
Objective response, n (%) 32 182)
Best objective response n (%)
Complete response 4(10)
Partial response 78 (72)
Stable disease 6 (15)
Progressive disease 1(3)
CR
Ao * At data cutoff, 18/39 patients (46%) were
A SD alive without PD or subsequent therapy
e m for NSCLC per investigator assessment
Receisad Sacond Course P N "
Rece ved Subzzquent Therapy 1 a ‘,aw
: Deatn B mallgnancy and was treated accordingly

Treatment Duration and Time to Response?
Second Course of Pembrolizumab®

N=12¢
S > Alive al data cutoll, n (%) 8 (67)
. Objeclve response during 4(33)
oA second course, n (%) o
o0 @ Hest objective response, n (%)
(X A R Complete response 0
g * : :g Fartial response 4(33)
A ® ) _
O K Stanle disease 6 (50)
@ W
oA ¥ # Cnd of First Course Frogressive disease 1(8)
b+ Second Course Ongoing
oA O 1 * Completec Second Course ~ * At data cutoff, 5112 patlents (42%) were
" = & Discontinued Second Course :2:::::12‘::? FO perinvestigator
0 ¢ Received Subsequent Therapy
B Geath - 3 (25%) did not receive subsequent
| ammana: v T T e e
0 6 12 18 24 30 36 4 43 54 6 therapy

Time, months

KEYNOTE-024 5-year OS update: first-line (1L) pembrolizumab (pembro) vs platinum-based chemotherapy
(chemo) in patients (pts) with metastatic NSCLC and PD-L1 tumor proportion score (TPS)>50%

Adverse Events

Pembrolizumab? Chemotherapy* 35 Cycles (2 Years)of Pembrolizumab®

N=154 N =150 N =39
Treatment-related AEs, n (%) 118(76.6) 135(90.0) 34 (87.2)
Grade 3-5° 48 (31.2) 80 (53.3) 6(15.4)
Serious 35(22.7) 31(20.7) 4(10.3)
Ledto discontinuation 21(13.8) 8(10.7) 0
Ledto death 2(1.3) 3(2.0) 0
nfusionreectons,n Gy 50044 B(653) 12(308)
Grade 3-5 21(13.8) 1(0.7) 3(7.7)
Ledtc death 1(0.6) 0 0

Exposure-adjusted AE rates In the ITT population decreased over time in both treatment groups

e\With 5y FU pembro improves meaningfully OS an
responses vs chemo

e Pts who completed 2y pembro had long term OS. Feasible
2nd course with same tx

e Lower G3-5 AEs with pembro

e 1st Ph.lll trial demonstrating 5y efficacy with 1st line 10 in
PD-L1 >50%
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e EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet
chemotherapy (chemo) in advanced non-small cell lung cancer (NSCLC) with programmed
cell death-ligand 1 (PD-L1) 250%. Sezer A. et al

EMP&WER

Ahmet Sezer,! Saadettin Kilickap,2 Mahmut Giimiis,® Igor Bondarenko,* Mustafa Ozgiiroglu,’
Miranda Gogishvili,® Haci M Turk,” Irfan Cicin,® Dmitry Bentsion,? Oleg Gladkov,

Philip Clingan,'" Virote Sriuranpong,'? Naiyer Rizvi,"* Bo Gao,' Siyu Li,'* Sue Lee,™

Chieh-l Chen,' Tamta Makharadze,'® Semra Paydas,'s Marina Nechaeva,' Frank Seebach,®
David M Weinreich,'® George D Yancopoulos,'® Giuseppe Gullo,'® Israel Lowy,®

Petra Rietschel'®

'Department of Medical Oncology, Baskent University, Adana, Turkey, 2Department of Medical Oncology, Hacettepe University Cancer Institute, Ankara
Turkey, *Department of Medical Oncology, School of Medicine, Istanbul Medeniye! University, Istanbul, Turkey, “Department of Oncology and Medical
Radiology, Dnipropetrovsk Medical Academy, Dnipro, Ukraine, Cerrahpasa Medical Faculty, Istanbul University-Cerrahpasa, Istanbul, Turkey, ®High
Technology Medical Centre, University Clinic Ltd, Thilisi, Georgia; "Department of Medical Oncology, Bezmialem Vakif University, Medical Faculty, Istanbul,
Turkey, ®Department of Medical Oncology, Trakya University, Edime, Turkey, *Sverdlovsk Regional Oncology Centre, Sverdlovsk, Russia, °LLC, "EVIMED"
Chelyabinsk, Russia, "'Southern Medical Day Care Centre and lllawarra Health and Medical Research Institute, University of Wollongong/lilawarra Cancer
Centre, Wollongong Hospital, Wollongong, New South Wales, Australia; *“Division of Medical Oncology, Department of Medicine, Faculty of Medicine,
Chulalongkomn University and the King Chulalongkom Memonal Hospital, Bangkok, Thailand; “*Division of Hematology/Oncology, Columbia University Medic:
Center, New York, New York, USA; “Regeneron Pharmaceuticals, Inc., Basking Ridge, New Jersey, USA. LTD High Technology Hospital Medcenter,
Batumi, Georgia; "Department of Medical Oncology, Faculty of Medicine, Cukurova University, Adana, Turkey, '"Arkhangelsk Clinical Oncology Center
Arkhangelsk, Russia, "*Regeneron Pharmaceuticals, Inc, Tamytown, New York, USA




#LBAS?2 EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy
(chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) >50%

&r
EMPGWER

FESESMD""  EMPOWER-Lung 1 Study Design (NCT03088540) Disposition

/ \ 710 patients randomly allocated
1
Key Eligibility Criteria Optional
- Cemiplimab Chemotherapy
. Treatmer:t-?,alve advanced NSCLC é;’r“mg TSRO continuation of - 356 allocate - 354 allocated
*PD-L1250% . 350 QW py cemiplimab + 4 55 treate - 342 treated
*No EGFR, ALK or ROS1 mutations IJ 'l“g PR cycles of
reat untu or Weeks . 9 ongoing cemiphmat o 45¢ ct
Ml e chemotherapy 3 S ey - 49 conpitd msimet
* Treated, clinically s@uew k j g + 210 discontinued treatment® + 148 discontinued treatment*
and controlled hepalllls B or C or HIV % - 133 prr.?n“.r,wn disease — B4 progressive disease
& N\ w — 29died 25 died!
were allowed Arm B Optionﬂ crossover 23 adverse events — 14 adverse events
T A soad — 9 patient decision — 9 withdrew consent
Stratification Factors: 4-6 cycles of investigator’s choice to cemiplimab B ey 7 potiont decision
A : h th monothera 5 physician decision — 5 physician decision
« Histology (squamous vs non-squamous) STy il 3 kst i follow-up — Hlost o follow-1p
K‘ Region (Europe, Asia or ROW) / * 150 of 203 patients (73.9%) who progressed on chemotherapy received cemiplimab as a crossover treatment
Endpoints: « 50 of 158 patients (31.6%) who progressed on cemiplimab received extended cemiplimab treatment with the
N=710 *  Primary: OS and PFS addition of chemotherapy
Five interim analyses were prespecified per protocol . Secondary: ORR (key)- DOR, HRQoL and Safety
Second interim analysis (1 March 2020) presented here ITT population (N=710)
PD-L1 testing w:W Wsh‘wﬁuﬁ 2018
( 3 . 5
Patients with PD-L1 testing not according :
instru:at:)rs for use at en?ryrgnd s.?;w:c't l:)n?et::asl [ Patients with PD-L1 h;ma?mri?]m insruchons for use ]
L (n=235)

m Pre-defined cchort % i

X
[ Palients with no retest [ Patents with PD-L1 <50% ][ Patients with PD-L1 =50%

i . Patients with PD-L1 250% per
results (n=91) on retest (n=58) on rme o Sy

n=563 (475+88)

PD-L1250% ITT population

283 received cemiplimab
280 received chemotherapy




EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy

#LBAS2 (chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) >50%
ITT PD-L1250% ITT

No. of Median OS (95% CI) No. of Median OS (95% Cl)
Patients mo Patients mo
10 Cemiplimab 356 22.1(95% Cl, 17.7-NE) 10 Cemiplimab 283 Notreached (85% Cl, 17 8-NE)
OAg il Chemotherapy 354 14.3 (95% CI, 11.7-19.2) 094 Chemotherapy 280 14.2 (95% CI, 11.2-17.5)
E 08 HR, 0.68 (95% CI, 0.53-0.87); P=0.0022 § 08 - HR, 0.57 (95% CI, 0.42-0.77); P=0.0002
£ 0. £ 0.
& 0.7 a 071
T 061 ! T 061
@ @
3 054 | 3 054 Cemiplimab
% Cemiplimab s 1
044 1 04 - 1
£ ! I Chemoth £ I
= A h - i)
2 03 12-m0 OS (95% C1), % | 24-mo OS (95% CI), %1 Rn——cY 3 03 12mo0S (85%CI)% ,  24-mo0S(95%Cl) % Chemotherapy
€ 021 703 (644-754) 486(39.2-57.3) | € 024 724(656-78.1) 504(36.4-629) |
% 014 ve I vs [ & 014 ve | ve |
55.7 (49.2-61.7) 1 297 (18.8414) | 53.9 (46.2-61.1) . 27.1(13.7425) |
0 L) . L) L) L) L] L] L) L) L] L) L] L) L) L) L 0 L) L L) L) 1 L) L] L] L] L) L) L) L L) L) L]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
No. at risk Month No. at risk Month
Cemiplimab 356 304 254 223 198 147 120 87 71 48 37 27 18 8 3 1 0 Cemiplimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 0
Chemotherapy 354 303 254 205 172 126 93 73 52 41 27 12 7 4 3 0 O Chemotherapy 280 239 198 153 125 87 57 41 25 15 11 6 4 2 1 0 0
Median duration of follow-up: Median duration of follow-up:
Cemiplimab = 13.1 months (range: 0.1-31.9) Cemiplimab = 10.8 months (range: 0.1-31.9)
Chemotherapy = 13.1 months (range: 0.2-32.4) Chemotherapy > 10.2 months (range: 0.2-29.5)
ITT PD-L1250% ITT
No. of Median PFS (95% Cl) No. of Median PFS (95% Cl)
Patients mo Patients mo
10+ Cemiplimab 356 6.2(95%Cl, 45-8.3) 10+ Cemipimab 283 8.2(95%Cl, 6.1-8.8)
0'9 i Chemotherapy 354 56(95%Cl 45-6.1) 09 Chemotherapy 280 5.7(95%Cl, 45-6.2)
s HR, 0.59 (95% Cl, 0.49-0.72); P<0.0001 . HR, 0.54 (95% CI, 0.43-0.68); P<0.0001
w 0.8 1 g 0.8+
€ 0.7 074
S @ 12-mo PFS (85% Cl), % s 2 12:mo PFS (85% Cl), %
€$06' 37.8 (31.9-43.6) 5,806' 40.7 (33.7-47.5)
S <5051 vs 18-mo PFS (95% Cl), % S 5051 v :
3504 72(43-112) 28.0(217-347 5504 7.1(36-12.1) 18-T9;=F1sg(35;c7|),% 4
° w041 o ° ﬁ 44 278 ( - )
= §o31 : 39(18-75) * 5§03 : o
502+ 1 | 5024 |
0.1+ ! | 0.14 [
1 + Chemotherapy Cemiplimab 1 Chemotherapy Cemiplimab
0 L} L) L) L) Ll L) L) L) L} L} L} L} Ll L} L} L) 0 L} Ll L) L) L) L} L} L} L) L) L} L} L) L) L} 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
No. at nisk Month No. at risk Month
Cemiplimab 356 278 202 149 115 77 61 42 34 26 17 13 7 4 0 0 O Cemiplimab 283 221 162 123 92 59 43 28 20 14 11 9 5 3 0 0 0

Chemotherapy 354 280 204 135 58 30 Chemotherapy 280 220 157 104 42




#LBAS?2 EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy
(chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) 250%

OS & PFS - ITT

No. of OS Events/ No. of PFS Events/
No. of Patients Hazard Ratio for OS (95% CI) No. of Patients Hazard Ratio for PFS (95% Cl)

Overall 249/710 —— 0.68 (0.53-0.87) 463/710 —— 0.59 (0.49-0.72)
Age

<65 year 132/390 —— 0.72 (0.51-1.02) 256/390 —— 0.56 (0.43-0.72)

265 year 117/320 — 0.63 (0.43-0.91) 207/320 —— 0.65 (0.49-0.87)
Sex

Male 216/606 —— 0.64 (0.49-0.84) 399/606 ——t 0.57 (0.46-0.70)

Female 33/104 B S m] 0.87 (0.42-1.78) 64/104 —_— 0.75(0.44-1.27)
Region of enrolment

Europe 204/553 ——t 0.62 (0.47-0.82) 369/553 —_ 0.55 (0.44-0.68)

Asia 18/77 —t—— 134(052-342) 49777 —_— 0.83 (0.47-1.47)

Rest of the world 27/80 —— 0.73 (0.34-1.56) 45/80 —— 0.70(0.38-1.28)
ECOG PS score

0 571192 Lo o 0.78 (0.46-1.32) 1171192 —— 0.68 (0.47-0.99)

1 192/518 s 0.66 (0.49-0.88) 346/518 - 0.57 (0.46-0.72)
Histology

Squamous 110/311 —_— 0.53 (0.36-0.77) 210/311 —— 0.53 (0.40-0.70)

Non-squamous 139/399 — 0.83 (0.58-1.16) 253/399 ——s 0.65(0.51-0.84)
Brain metastases at baseline

Yes 24/83 —_— 0.44 (0.19-1.07) 50/83 —_—— 0.49 (0.27-0.90)

No 225/627 —— 0.71 (0.54-0.92) 413/627 —— 0.62 (0.51-0.76)
Cancer stage at screening

Locally advanced 33/115 —_— 0.85(0.43-1.68) 77115 —_— 0.59 (0.36-0.96)

Metastatic 216/595 —— 0.68 (0.52-0.89) 386/595 —_—— 0.60 (0.49-0.74)

0.1 1 10 01 1 10
< > < —>
Cemiplimab Better Chemotherapy Better Cemiplimab Better Chemotherapy Better e

Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intention-to-treat;

0S, overall survival; PFS, progression-free survival. Data cut-off date: 1 March 2020 (interim analysis #2)




EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet chemothera
#LBASZ g (1L) P PY VS p Py

(chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) >50%
EMPGWER

IFEESMD ' Correlation of Change in Target Tumour Volume and
ORR with Baseline PD-L1 Levels

0 PD-L1 levels ORR, % (95% C)
2 459 (35.8-56.3)
2 E_ 10+ = - . " . 290% vs
2825 e 181 (109-21.4)
§ 53 4 39.3 (29.1-50.3)
w2 = >60 to <90% vs
_ PD-L1 250% 8% 3 2 20.0 (123-29.8)
S22 32.3 (23.1-42.6)
o . ® E T e Nt e - - — 250 to <60% vs
Cemiplimab Cemiplimab FE g —40- 229 (15.0-32.6)
- - 52 26.0 (16.5-37.6)
(n=356) (n=283) EE -50 . i : Ty — 50% or unknown vs
0 3 8 9 12 15 18 2 24 2 ot
R 36.5% 20.6% 39.2% 20.4% Months Camipimab
Median ~@ - Cemiplimab FD-L1250% overall mean —&—  Chemotherapy: PD-L1 250% Chem:t;erapy
DOR (m) 21.0 6.0 16.7 6.0 —¥— Complmeb: PD-L1 250% o <50%  —sh— Cemplmab: PD-L1 >60% o <00%  —— Cemiplimab: PD-L1 290%
—@— Comiplimab: PD-L1 <50% or unknown —— Chemotherapy PD-L1 <60% or unknown
Time to
Cl, confidence interval, LOCF, last obscrvation carried forwerd; ORR, objccty tc:
response 2.1 2.1 2.1 2.1 F>D.c|.°|n xﬁgmmieu deamai;andsfw e SO Data cut-off date: 1 March 2020 (interim analysis #2)

(m)

PFS

]
g £
s s
i _g ﬁ_.“,l
S £
.0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 -
Month Month v
e
w— Cemiplimab: PD-L1 290% — Chemotherapy: PD-L7 2¢0%

m— Comiplimab: PD-L1 >60 1c <G0% — Chemotherapy: PD-L1 >60 to <90%
— Cemiplimab: PD-L1 250 to <60% = Chemotherapy: PD-L" 250 to $60%




#LBAS52 EMPOWER-Lung 1: Phase 3 first-line (1L) cemiplimab monotherapy vs platinum-doublet chemotherapy
(chemo) in advanced non-small cell lung cancer (NSCLC) with programmed cell death-ligand 1 (PD-L1) 250%

EiMirwviswen

FEEMD Safety Summary

Treatment-emergent AEs in

n (%), unless stated Cemiplimab (n=355) Chemotherapy (n=342)
210% of patients in either arm, Cemiplimab (n=355) Chemotherapy (n=342)
) : n (%)
Soden dhation of 27.3(0.3-115.0) 17.7 (0.6-86.7)
exposure (range), weeks Grade Grade
Any grade 3-5 Any grade 3.5 .
Treatment-emergent AEs, Any Grade Any Grade Overal 313 (88.2) 132 (37 2) 322 (94 2 166 (48.5 o PFS & OS ben6flt
regardless of attribution grade 3-5 grade 3-5 LA AL, Lad) — . .
i CIERE > 7% el ey ey s %0se | e Higher ORR & DoRHigh crossover rate
g (88.2) (37.2 (94.2) (48.5) Decreased appetite 42(11.8) 2(0.6) 63 (18.4) 1(0.3) )
Led to discontinuation 23 (6.9) 15(4.2 14 (4.1) 8(23) Fatigue 36 (10.1) 4(1.1) 58 (17.0) 5(1.5) (746)
Led to death 4(96) 3498 3101  31(1) Pneumonia 33(9.3) 1748  37(108)  19(56) e The h|gher PD-L1 expression, the h|gher
Treatment-related AEs Constipation 27 (7.8) 0 52(15.2) 0 th . SN
e benefit on Cemiplimab
Overall 204 50 303 134 Nausea 22(6.2) 0 97 (28.4) 4(1.2) p
7.5) 14.1 .0) E E e - F 1 1
TS5 s58) ___(392) Vomitng 1542) 0 was <02 | ® Longer exposure to Cemiplimab but
Led to discontinuation 18 (5.1) 9(25) 12(3.5) 8(2.3) S - — N 52 (15.2 28 (82 b f |
rombocytopaenia* (2.0) 0 (15.2) )
— S — etter sarety results
Led to death 9(2.5) 9(25) 7(20) 7(2.0) Neutropaenia® 6(1.7) 2(0.6) 63 (18.4) 35(10.2) y
Sponsor-identified Decreased platelet count* 5(1.4) 0 36 (10.5) 12(3.5)
immune-related AEs - )
Alopaecia 4(1.1) 0 82 (24.0) 2(0.6)
Overall 62(17.5) 13@3J7 8(23) 1(0.3) Peripheral neuropathy 3(0.8) 1(0.3) 37 (10.8) 1(0.3)
Led to discontinuation 8(2.9) 5(14) 0 0 Decreased neutrophil
" 2(06) 1(0.3) 42 (12.3) 18 (5.3)
Led to death 1(0.3) 1(0.3) 0 0 count -
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#LBAS3 Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with
PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

PD-(L)1i in 15t & 2" line for advanced NSCLC pts

Long-term benefit is the goal but primary resistance occur w/o available predictive biomarker(s)

Ex. Pembrolizumab 2™ line in advanced NSCLC Ex. Pembrolizumab with chemotherapy 1% line line in
(Herbst R, et al. Lancet 2015) advanced NSCLC (Ghandi L, et al. NEJM 2018)
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#LBAS3 Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with
PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

ERRESMD ™™ PD-(L)1i in 15t & 2 line for advanced NSCLC pts

Long-term benefit is the goal but primary resistance occur w/o available predictive biomarker(s)

Ex. Pembrolizumab 2™ line in advanced NSCLC Ex. Pembrolizumab with chemotherapy 1% line line in

O D S el ] s ]l AIC IAA ANA O

(Herbst R, et al. Lancet 2015) advanced N

ongress ) @
M ESMD The PIONeeR project :
Understand, Predict and Overcome resistances to PD-(L)1i in adv. NCSLC pts ; - @-—._"3*‘
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PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

EEEFSMD’ -  PIONeeR Biomarker program
> 400 biomarker data planned at VS & 6W — 123 analyzed VS for at least 33 pts

Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with

Immune cells infiltration
- Mplx IHC, incl. CD3/CD8 cell densities [
J - Mplx IHC, incl. Monocytes, GranulocyteS, N

J Testing initiat

Data available

o To be initiated

J- Mplx Innate Immunity

Drug response
J - PK/PD modelling

from longitudinal data Sensitivity to immune effectors

J - Immune gene expression signatures

Blood sample

Peripheral markers

- Circulating immune cells
- Soluble markers

tumor

NK cells

o 10.6%

Ve ]

Immune checkpoints N
- Immunoscore® IC PD-L1/CD8 S
- Mpix TCE: CD3/CD8/PD1/TIM3/LAG3 | ' *

- Endothelial markers
- ctDNA
- Microbiome

Pre-ttt FFPE
tumor

Post-ttt FFPE
tumor

Immune suppression
J - Treg — CD4/FOXP3
- Mplx PMN-MDSC /
J Mononuclear MDSC [l

Pre

Pre-ttt FFPE -ttt FFPE

tumor

Post-ttt FFPE

Pre-ttt FFPE B




#LBAS3 Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with
PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

ongress _ ) _ _
FEESMD PIONeeR Biomarkers: First 100 patients analysis
Outcomes (ITT population)

Median length of follow-up: 6.99 months (range 0.01 — 26.15)
Overall Response Rate: 13% (95%CI 7.1% - 21.2%)
Median PFS (71 events): 3.0 m (95%Cl 2.4 - 4.8) Median OS (44 events): 11.0 m (95%Cl 8.2 - NR)
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#LBA53 Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with
PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

Clinical Characteristics & biomarkers associated with Objective Response

Timepoint Biomarker P-value
0 11

e

PD-L1+ tumor cell percentage” 7 14% 33% 0,045

Cytotoxic T cells CD3+/CD8+ density in the Tumor 43 298 cells/mm? i 383 cells/mm? 0,041
Cytotoxic T cells at TSI (Tumor-Stroma Interface) 26 178 cells/mm? 4 511 cells/mm? 0,041*

Pre-

treatment Effective T cell density in the Tumor 43 116 cells/mm? i 172 cells/mm? 0,008
Regulatory T-cell density in the Stroma 49 18 cells/mm? 7 70 cells/mm? 0,010

Tissue factor blood concentration (endothelial activation) 28 216 6 88M 0,046

6 weeks Neutrophils in the Stroma 9 16 cells/mm? 2 73 cells/mm? 0,036

Clinical Characteristics associated with PFS & OS

_ Median PFS (months) HR (95%CI), p-value

ECOG PS (2/3 vs 0/1)* 1,22 [0,49;NA] vs 3,22 [2 53;5,32] 10.8 [2.9 - 30.4], p=0.002
Histological Subtype (Cthers vs ADC) 1,51 [1,35;3,45] vs 4,63 [2,53;11,20] 2.24 [1.3-3.9], p=0.007
Type of PD-(L)1i (Pembro. vs Nivo.) 3,22 [1,77,NA] vs 2,56 [1,54;4,07] 0.58 [0.34 - 1.0], p=0.049
PD-L1 TC expression (<1% vs 21%)" 2,25(1,58:3,71] vs 6,60 [2,99;NA] 2.0[1.2-3.5], p=0.004

_ Median OS (months) HR (95%Cl), p-value v o -,

ECOG PS (2/3 vs 0/1)* 3,09 [0,40:NA] vs 12,78 [8,31:NA] 3.9[1.1-10.3], p=0.041




#LBA53 Precision Immuno-Oncology for advanced Non-Small Cell Lung Cancer (NSCLC) patients (pts) treated with
PD1/L1 immune checkpoint inhibitors (ICls): a first analysis of the PIONeeR Study

Biomarkers associated with PFS & OS
PD-L1 expression in TC PDL1+ cell density

7 Hazard Ratio PFS [35% ]
all cell types — tumor / stromal

PD-L1 expression in TC (%) * 0,98 [0,96;0,99] 0,0209 \

Circulating Activated T cells * ** 1,06 [1,02:1,10] 0,0008 S , | M

Serum IL6 * 1,00 [1,00;1,01] 0,047 (%) ' \\ . e
Cytotoxic T cells in the tumor ** 1,00 [1,00;1,01] 0,047 ps cooﬁ - ;(H%
T i aoos ok | pae 2

Circulating T cells * 0,99[0,99;0,99] 0,039 \\\

Circulating Activated T cells * 1,07 [1,03;1,12] 0,001 ('?/3 e L

Serum IL6 * 1,00 [1,00:1,01] 0,037 o - - j —
Serum TNFa * 1,04 [1,01;1,09] 0,031

e Flrst and largest study of biomarkers in NSCLC treated with PD-(L)1 inhibitors
e ECOG PS, main predictor for OS

e Biomarkers analysis suggest predictive value for PD-L1 tummor expression (PDL1 + cell density); density of Cytotoxic T
cells in tumor, density of immunosuppressive cells (Treg)
e Still ongoing... objective to design an “immunogram” helping drive management of mNSCLC
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Randomized phase Il trial of nivolumab in combination with
carboplatin, paclitaxel, and bevacizumab as first-line
treatment for patients with advanced or recurrent
non-squamous NSCLC
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Study Design

Key Eligibility Criteria

* Treatment-naive stage |1I1B
/ IV non-squamous NSCLC
patients

* No sensitizing EGFR or
ALK alterations

» PD-L1 all comer
+ ECOG PS 0-1

N =550

-0

Nivolumab Arm

+ 275 allocated
+ 273 treated?

Nivolumab / Carboplatin /

Nivolumab /
Bevacizumab

Paclitaxel / Bevacizumab?
NIVO : 360 mg IV q3w

+ Ongoing ; 74 (27.1%)
* Discontinued ; 199 (72.9%)
— 117 (42.9%) radiographic PD)
Treatment was continued until 62 (22.7%) AFs
PD, unacceptable toxicity — 8 (2.9%) withdrawal®)

— 4 (1.5%) clinical PD®

SD, PR, CR

* Primary Endpoint:

— PFS assessed by IRRCP

* Secondary Endpoint:
- 0S8, ORR, Safety

Baseline characteristics

Placebo / Carboplatin /
Paclitaxel / Bevacizumab?

Placebo /

Bevacizumab 2 1 Subsequent Therapy, n (%)

Any ;123 (44.7%)
ICl ; 17 (6.2%)

Randomized phase lll trial of nivolumab in combination with carboplatin, paclitaxel, and bevacizumab as
first-line treatment for patients with advanced or recurrent non-squamous NSCLC

550 patients
randomly allocated

Placebo Arm

+ 275 allocated
« 275 treated

* Ongoing ; 44 (16.0%)
« Discontinued ; 231 (84.0%)
— 171 (62.2%) radiographic PDP
33 (12.0%) AEs
— 10 (3.6%) withdrawal®)
— 8(2.9%) clinical PDb)

2 1 Subsequent Therapy, n (%)°
Any ; 179 (65.1%)
ICI ; 106 (38.5%)

Stratification Factors

* PD-L1 (IHC 28-8) : 2 50%, 1%—49%, < 1% or indeterminate

-ECOGPS:0,1
* Sex : Male, Female

[
[
Nivolumab Arm Placebo Arm 306 events
N =275 N =275 °
median (range) 66.0 (27-85) €6.0 (33-83)
Age < 65 years, n (%) 131 (47.6) 111 (40.4)
2 65 years, n (%) 144 (52.4) 164 (59.6) PY
Female, n (%)* 70 (25.5) 69 (25.1)
o ve 0 129 (46.9) 128 (48.5)
SEelA ) 1 146 (53.1) 147 (53.5)
A Current/ Former 214 (77.8) 221 (80.4)
Smioking statue, ni{2%) Never 81(22.2) 54 (19.6)
Japan 188 (68.4) 183 (66.5)
Country, n (%) Korea 62 (22.5) 63 (22.9)
Taiwan 25(9.1) 29 (10.5)
Bone 56 (20.4) 83(30.2)
Metastases, n (%) Liver 19 (6.9) 20(7.3)
Brain 36 (13.1) 41(14.9)
- < 1% or indeterminate 120 (43.6) 120 (43.8)
I"(;“)’,' PD-L1 expression, | 4o' 499, 82 (29.3) 81(29.5)
: 2 50% 73 (26.5) 74 (26.9)

Interim Analysis
Data cutoff: 10th feb 2020

Minimum FU 7.4m
a boundary: <0.0363
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PFS by PD-L1 expression

PD-L1<1%

or indeterminate
L] L] [ ] [ ] L] 100 d
Primary endpoint: PFS at interim analysis 5
= 804
: Z
Nivolumab Arm Placebo Arm g o Rhrokatity ki
100 - N = 275 N = 275 g
Median PFS, 121 8.1 ,g 40
s mo (96.37% CI) (9.8-14.0) (7.0-8.5) g 204
. Events (%) 133 (48.4) 173 (62.9) & 1 PaceboAm]
% 12-mo rate HR (96.37% CI) 0.56 (0.43-0.71) g B b2 Al )
3 60 - 50.1% P value <00001 . _ Time since randomization (month)
P v\lil\‘olu‘hn:)/\lw 1.(' 498 65 33 18 5 1 0 0
E Macebo Aur 20 X L R 8 1 (
E 40 Nivolumab Arm Placebo Arm
o N =120 N =120
§ Median PFS, 136 8.4
2 20 : Nivolumab Arm mo(@5%C)  (9.8-166)  (7.0-9.8)
8 : HR (85% Cl) 0.55 (0.38-0.78) |
a i
E Placebo Arm PD-L1 1%-49% PD-L1 250%
O T T I T I : 1 T T 1 1 T 1 1 T 1 100 100
0 4 8 12 16 20 24 28 32 a0 a0
Time since randomization (month) ~d Nivolumab Arm 60 Mol s Arm
No. at risk
Nivolumab Arm 275 226 145 79 45 19 4 0 0 40 | 40
Placebo Arm 275 215 104 41 21 4 2 0 0
20 4 20
Placebo Arm Placebo Arm
S T e e e e M S T S B S
Time since randomization (month) Time since randomization (month)
? 67 39 2! 13 ‘4 ‘| 0 C ZB 6 l! ?4 14 6 2 0 0
Nivolumab Arm Placebo Arm Nivolumab Arm Placebo Arm
N=82 N=81 N=73 N=74
Median PFS, 1.0 8.4 Median PFS, 9.9 6.9

mo (95% CI)  (7.2-18.6)  (7.0-11.1)  mMoO(95%CH  (8.3-18.3)  (5.6-8.3)
HR (85% Cl) 0.63 (0.42-0.96) HR (95% CI) 0.55 (0.36-0.83)
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Primary by subgroups

Median PFS, mo

Placebo Arm
N =275

Nivolumab Arm |
N=275

Subgroup

Unstratified HR (95% CI)

Randomized phase lll trial of nivolumab in combination with carboplatin, paclitaxel, and bevacizumab as
first-line treatment for patients with advanced or recurrent non-squamous NSCLC

OS (Secondary objective)

All randomized (n = 550) —e— 0.57 (0.46-0.72)
< 85 years (n = 242) 1.4 7.0 —— 0.50 (0.35-0.68)
2 65 years (n = 308) 12.9 8.3 — 0.65 (0.47-0.88)
Japan (n = 371) 134 8.2 —e— 0.57 (0.43-0.75)
Korea (n = 126) 10.6 74 —e— 0.56 (0.34-0.93)
Taiwan (n = 54) 9.7 85 F Y S | 0.64 (0.31-1.32)
Male (n = 411) 128 77 —e— 0.53 (0.41-0.69)
Female (n = 139) 10.0 8.7 ——1 0.72(0.45-1.15)
ECOG PS 0 (n = 257) 13.8 8.4 —_—— 0.56 (0.39-0.78)
ECOG PS 1 (n = 293) 9.9 7.6 —e— 0.58 (0.43-0.79)
Current / Former smoker (n = 435) 13.0 7.7 —e— 0.56 (0.43-0.71)
Never smoker (n = 115) 8.7 87 _—1— 0.69 (0.40-1.18)
Liver metastases (n = 39) 5.8 55 - { 0.55 (0.25-1.23)
Bone metastases (n = 139) 8.3 71 et 0.87 (0.56-1.37)
Brain metastases (n =77) 10.6 74 * | 0.65 (0.36-1.18)
PD-L1 < 1% or indeterminate (n = 240) 13.6 84 —e— 0.55 (0.38-0.78)
PD-L1 1%-49% (n = 163) 1.0 84 —_— 0.63 (0.42-0.96)
PD-L1Z 50% (n = 147) 9.9 6.9 —e————— 0.55 (0.36-0.83)
T T T T T L} L) L) 1

1 2

Nivolumab Arm bettery ¢—————» Placedc Arm batter

Nivolumab Arm
N =275

Placebo Arm

N =275

ORR, n (%) 169 (61.5) 139 (50.5)
Odds ratio (95% CI) 1.55 (1.11-2.17)
BOR, n (%)
CR 14 (5.1) 8(2.9)
PR 155 (56.4) 131 (47.6)
SD 71 (25.8) 108 (39.3)
PD 5(1.8) 11 (4.0)
NE 30 (10.9) 17 (6.2)
DOR, median (range), mo 11.0 (1.1*-25.8%) 7.0 (1.2*-26.0%)
Patients with ongoing response at
the data cutoff date, n (%) 61/169 (36.1) 21/139 (15.1)

+: censored

Nivolumab Arm Placebo Arm
N = 275 N = 275
100 Median OS, 25.4 247
Nivolumab Arm mo (95% CI) (21.8-NR") (20.2-NR*)
= 80 - Events (%) 82 (29.8) 93 (33.8)
< HR (95% CI) 0.85 (0.63-1.14)
g 60- * not reached
c Placebo Arm
4
E 40 -
[}
8 20—
0 T T T T T T T T T T T T T T T J
0 4 8 12 16 20 24 28 32
Time since randomization (month)
No atrisk
Nivolumab Arm 275 257 234 161 102 57 23 8

Placebo Arm 275 258 224 156 93 52 19 10
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TRAEs summary

NV olumab) Ar Blncsbo A *PFS benefit HR 0.56 in nivo arm regardless PD-L1

Patients, n (%) N =273 N =275

expression
Any TRAEs 269 (98.5) 274 (99.6) .. )
* OS HR ns, trend benefit in nivo arm
Any TRAEs Grade 3 /4 201 (73.6) 198 (72.0) .
*No new safety signals

Serious TRAEs 114 (41.8) 74 (26.9)

TRAESs leading to

discontinuation 45(16.3) 12(44) TRAEs >20%

TRAES leading to dose delay 132 (48.4) 123 (44.7)

Nivolumab Arm Placebo Arm

TRAEs leading to death 5(1.8) 4 (1.5)" N =273 N = 275

Any Grade Grade 3/ 4 Any Grade Grade 3 /4
Alopecia 143 (52.4) 0 (0.0) 150 (54.5) 0 (0.0)
Peripheral sensory neuropathy 120 (44.0) 3.(1:1) 118 (42.9) 7 (2.5)
AESIs Neutrophil count decreased 116 (42.5) 87 (31.9) 139 (50.5) 98 (35.6)
NRokiear A Placslorar White blood cell count decreased 93 (34.1) 40 (14.7) 98 (35.6) 41 (14.9)
Patients, n (%) N =273 N =275 Constipation 85 (31.1) 3(1.1) 81 (29.5) 1(0.4)
Any Grade | Grade3/4 | AnyGCrade | Grade3/4 Decreased appetite 81 (29.7) 8 (2.9) 96 (34.9) 13 (4.7)
Rash 139 (50.9) 34 (12.5) 72 (26.2) 4(1.5) Rash 81 (29.7) 13 (4.9) 20 (14.5) 1(0.4)
Diarrhea / Colitis 61 (22.3) 15 (5.5) 35 (12.7) 4(1.5) -
P T S e s Anaemia 78 (28.6) 15 (5.5) 92 (33.5) 17 (6.2)
Hypothyroidism / Thyroiditis 28 (10.3) 1(0.4) 7(2.5) 0(0) Arthralgia 69 (25.3) 0(0.09) 75 (27.3) 2(0.7)
Pneumonitis 23 (8.4) 7 (2.6) 5(1.8) 2(0.7) Nausea 68 (24.9) 3(1.1) 83 (30.2) 5(1.8)
Nephritis and renal dysfunction 20 (7.3) 2(0.7) 13 (4.7) 1(0.4) Malaise 68 (24.9) 1(0.4) 71 (25.8) 0 (0.0)
Adrenal insufficiency 15 (5.5) 4 (1.5) 6(2.2) 1(0.4) Myalgia 66 (24.2) 0 (0.0) 78 (28.4) 0 (0.0)
SIVPET I 16 (6.5) 0¢0) 4(1.5) 0(0) Hypertension 65 (23.8) 37 (13.6) 79 (28.7) 42 (15.3)
::gz::;:;z"‘y ‘; 2‘1‘2 gg:; f :33; ;:g;" Proteinuria 65 (23.8) 13 (4.8) 69 (25.1) 10 (3.6) i
Diabetes mellitus 4(1.5) 301) 1(0.) 0(0) Neuropathy peripheral 59 (21.6) 1(0.4) 62 (22.5) 2(0.7)

Platelet count decreased 59 (21.6) 16 (5.9) 61 (22.2) 6 (2.2)
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e WJOG @Be Study: A Phase Il Study of Atezolizumab (Atez) With Bevacizumab (Bev) for Non-
Squamous (Sg) Non-Small-Cell Lung Cancer (NSCLC) with High PD-L1 Expression

Takashi Seto, Kaname Nosaki, Mototsugu Shimokawa, Ryo Toyozawa, Shunichi Sugawara,
Hidetoshi Hayashi, Haruyasu Murakami, Terufumi Kato, Seiji Niho, Hideo Saka, Masahide Oki,
Hiroshige Yoshioka, Isamu Okamoto, Haruko Daga, Koichi Azuma, Hiroshi Tanaka,
Kazumi Nishino, Miyako Satouchi, Nobuyuki Yamamoto, Kazuhiko Nakagawa
West Japan Oncology Group 10718L

Department of Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan, Department of Thoracic Oncology, National Cancer
Center Hospital East, Kashiwa, Japan, Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Ube, Japan, Department of Pulmonary
Medicine, Sendai Kousei Hospital, Sendai, Japan, Department of Medical Oncology, Kindai University Faculty of Medicine, Osakasayama, Japan, Division of Thoracic
Oncology, Shizuoka Cancer Center, Shizuoka, Japan, 7Department of Respiratory Medicine, Kanagawa Cancer Center, Yokohama, Japan, Department of Respiratory
Medicine, National Hospital Organization Nagoya Medical Center, Nagoya, Japan, Department of Thoracic Oncology, Kansai Medical University Hospital, Hirakata,
Japan, Research Institute for Diseases of the Chest, Kyushu University, Fukuoka, Japan, Department of Clinical Oncology, Osaka City General Hospital, Osaka,
Japan, Division of Respirology, Neurology, and Rheumatology, Department of Internal Medicine, Kurume University, Kurume, Japan, Department of Internal
Medicine, Niigata Cancer Center Hospital, Niigata, Japan, Department of Thoracic Oncology, Osaka International Cancer Institute, Osaka, Japan, Department of
Thoracic Oncology, Hyogo Cancer Center, Akashi, Japan, Internal Medicine IIT, Wakayama Medical University, Wakayama, Japan




#LBASS5 WIJOG @Be Study: A Phase Il Study of Atezolizumab (Atez) With Bevacizumab (Bev) for Non-Squamous (Sq)
Non-Small-Cell Lung Cancer (NSCLC) with High PD-L1 Expression.

WJOG10718L; A single arm, open label, multi-institutional study

Advanced Non-5q NSCLC

PD-L1 TPS > 50% (Dake 22C3)
w/o EGFR/ALK/ROSI1 alterations

ECOG PS=0-1
No prior therapy

Fit to anti-angicgenesis therapy

Atezolizumab 1200mg

+

Bevacizumab 15mg/kg

Every 3 weeks
Up to 2years

Until PD

or intolerable toxicity

JapicCTI-184038

Sample size: 38

Threshold-Expected ORR: 40-62%.
Onesidea=0051-p=038

Primary endpoint: ORR (IRC)

From August 2018 to January 2020

Enrolled Patients From 14 institutions

40

Ineligible Patient
1
(did not treated)

Safety Analysis Set
39

Full Analysis Set
39

Evaluable Response Set
39

Secondary endpoints: PFS (IRC), DeR (IRC), OS, Safety

Gender

Age

Body weight
Smoking History

Histological type

Stage

PD-L1 TPS

PS

Treatment history

Man
Woman
median
median

Yes

No
Adeno
Other

ITIB/C
IVA/B
Recurrence
50-74%
75-100%

0/1

Ope/RT

Total n=39
33

6
67
56.1
36

<F

2/2
18/15
2
13
26
25/14
6/8

84.6
15.4
41-75
41-73.2
923
P4
949
Bt
5.1/5.1
46.2/38.5
5.1
333
66.7
64.1/35.9
15.4/20.5

T




#LBASS5 WIJOG @Be Study: A Phase Il Study of Atezolizumab (Atez) With Bevacizumab (Bev) for Non-Squamous (Sq)
Non-Small-Cell Lung Cancer (NSCLC) with High PD-L1 Expression.

: ORR
Bestresponse | n | % [ES
0 0

= T M
11 28.2 '
3 7.7 B

o

o

o

0 0 -6
ORR (CR + PR) 25 64.1 "
90% ClI 49.69-76.83
95% ClI 47.18-78.80

Threshold expected ORR 40-62%

PFS Srm— 40 m DOR 6m: 72.2% | ﬂ

DOR 12m: 48.2%
5.65-15.93 0

15.9
i S —
— N
-20 \\w} /7//\
——— s

-40

o

-100
BestResponse ©: HCR EMPR mSD mPD

20

e 0.75 g PP

0.5 05

=00 0.25
' 1 year survival rate 70.6% (95% CI: 50.5-83.4)

0S events: 9/39 (29.1%)

* PFS 6m: 66.8%
. PFS 12m: 54.9% ol ;

0 6 12 18 2
0 3 6 9 12 15 18 21 2 0 6 12 18 24 33 42 51 60 69 78 weety ATRisk 2 3 1 Imonth)
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WJOG @Be Study: A Phase Il Study of Atezolizumab (Atez) With Bevacizumab (Bev) for Non-Squamous (Sq)

#LBASS Non-Small-Cell Lung Cancer (NSCLC) with High PD-L1 Expression.
G 3-4 AEs CTCAE v.4.0

[ CTCAEvA4O0Term | Grade3 | Graded | Al Grade Discontinuation of treatment (n=19)
Case (%) — T _EI--_
Al 15 (38.5) 0 38 (97.4) ota
Pericarditis 1(2.6) 0 1(2.6) Compete treatment 0
U.I‘nfe:ﬁon ; ((25(3 g ;((25‘3 Continue treatment 20 50
g infection 3 ) - -
Hyponatremia 1(2.6) 0 4(10.3) Discontinue treatment 20 50
Encephalopathy 1(2.6) 0 1(2.6) Main reason of discontinuation
Hypertension 6 (154) 0 18 (46.2) : Tt I
s 2 (5.0) o 2(5.1) 1) Progression or clinically uncontrollable 17 425
Slarhes 1(2.6) 0 4(10.3) 2) Due fo adverse events ? 5
Ileus 1(2.6) 0 1(2.6) 3) Patients offers 0 0
Anorexia 1(2.6) 0 7(17.9) 4) Death 0 0
Vomiting 1(2.6) 0 3(7.7) e
Cholecystitis 1(26) 0 1(2.6) 5) Ineligible 1 25
Dermatitis 1(2.6) (0] 2(5.1) 6) Some other reasons 0 0
P "°F* einuria i g:g g 11:: (‘gg:; Details of discontinuation due to AEs
ever 4 2
ALT increased 3(77) 0 8 (205) 1) 6roded adverse events 0 0
AST increased 2(51) 0 9 (23.1) 2) Interstitial pneumonia greater than grade 2 0 0
GAGL};P iﬂcr‘mzd i (g:) g 2(7:) 3) Uncontrollable toxicities 0 0
White bl oo;"::fl“:: e 1 gz 6; 0 1 ((256; 4) judgement from investigators in consideration of safety P 5
Neutrophil count decreased 1(2.6) 0 2(5.1)
Weight gain 1(2.6) 0 2(51)

SAE related to treatment

Case (%) Case (%) Case (%)

(0]
All 9 (23.1) 6 (15.4) 9(23.1) * ORR 64.1%

Lung infection 1(2.6) 1(2.6) 1(2.6) e mMPFS 15.9m

Anorexia 1(2.6) 1(2.6) 1(2.6)
Encephalopathy 1(2.6) 0 1(2.6) em DO R 10 '4m

Bronchopulmonary hemorrhage 1(2.6) 1(2.6) 1(2.6) ® 1y OS 70 6%
Colitis 2 (5.1) 1(2.6) 2 (5.1)

Diarrhea 1 (2.6) 0 1(2.6) * No G.4 SAEs
Vomiting 1(2.6) 0 1(2.6)
Cholecystitis 1(2.6) 1(2.6) 1(2.6)
Fever 2(5.1) 1(2.6) 2(5.1)

Infusion related reaction 1(2.6) 1(2.6) 1(2.6)




#LBAS56

ORIENT-12: sintilimab plus gemcitabine and platinum (GP) as first-line (1L)
treatment for locally advanced or metastatic squamous non-small-cell lung
cancer (sqQNSCLC). Zhou C et al

Randomlzed' dOUble-bllnd, Phase 3 Characteristics Sint + GP (N=179) PL +GP (N=178)
7 S N Sintimab 200ma D1 Median age (range) =yr 64 (39, 75) 62 (33, 75)
Key Eligibility Criteria intiimab ”)9 .‘ 260 - o, (%) 11 (620) 102(573)
= Gemcitabine 1.0 g/m? D1,8+
+ Chemo-naive sqNSCLC (Stage IIIB/C Ci y ey .
kg visplatin 75 mg/m¢ or Sintilimab 200ma Q3W Until PD, intolerability Sex, male- no. (%) 163 (91.1) 164 (92.1)
ineligible for surgery or local therapy or Carboplatin AUC 5 D1 ' g sl e
Stage IV ) P ECOG PS score - no. (%)
+ 18-75 years old Q3W for 4 or 6 cycles 0 30 (16.8) 22 (12.4)
+ ECOGPS0or1 1 149 (83.2) 156 (87.8)
+ At least 1 measurable lesion per Smoking status - no, (%)
RECISTv1.{ Never 24(134) 3(174)
* Tissue sample available for PD-L1 Placebo D1+ CurentFormer 155 (86.6) 147 (826)
assessment Gemcitabine 1.0 g/m? D1,8+ = -
Saifcaton factors: Cisplatn 75 mg/m? or S Unti PO, ntlerabity Sowsn sige - (¥
» Disease stage (IIIB / IC vs IV) Carboplatin AUC 5 D1 orfor up 0 2 years B /11IC 39(218) 4447
* Platinum (cisplatin vs carboplatin) Q3W for 4 or 6 cycles IV 140(78.2) 134 (75.3)
\.* PD-L1 expression (TPS<1% vs 21%) ) PD by IRRC : PD-L1 TPS - no, (%)1
Sintilimab 200mg Q3W <% 59(330) 63 (354)
Endpoints Until PD, intolerability, or 21% 120 (67.0) 115 (64.6)
*  Primary: Progression-free survival by independent radiologic review committee (IRRC) up to 2 years Platinum choice - no. (%)
+ Secondary: overall survival (OS), objective response rate (ORR), duration of response (DOR) and Safety .
_ ) Cisplatin 69 (38.5) 66 (37.1)
Analysis Population .
+  Efficacy: Intention-to-treat (ITT) Carboplatin 110 (61.9) 112 (62.9)
+ Safety: All patients who received at least 1 dose of study treatment 1 Percenlage of tumor calls with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay

§ Patients not evaluable for PD-L1 expression status were included in PD-L1 TPS<1%




#LBAS56 ORIENT-12: sintilimab plus gemcitabine and platinum (GP) as first-line (1L) treatment for locally advanced
or metastatic squamous non-small-cell lung cancer (sgNSCLC)

1 ——— . B - .
b Updated analysis by IRRC Overall survival (Interim analysis) Best N
— Sintilimab | Placebo +
N Sint+GP response
2 0.751 . Events, n (%) 127 (70.9) 165 (92.7) 4- R CcT
o \ mPFS, months (95%Cl) 5.5(4.9,6.8) 4.9 (4.8, 5.0) Mg, %
© ' HR (95%Cl) 0.536 (0.422, 0.681) - %
o L Pvale < 0.00001 . g, i 0.6 0
& 05+----------t T RE e £ 0751 g T
- \ 2 e 44.1 35.4
e o]
? \L"‘ , 5 a'
- —
@ 0.25 . 2 38 S 05- 41.3 44.9
‘#-—“:‘—0—‘1 g : —
! S Sint+G I
: 0 Events, n (%) 28(1566) 46 (258) 10.1 14.0
0.251 mOS, months (85%CI) NR (NR, NR) NR (NR, NR)
0 2 4 5 ¢ 10 12 14 16 18 HR (95%Cl) 0.567 (0.353, 0.909) ORR 44.7 35.4
Months P-val 0.01701
Number at Risk (Cumulative Censored Number) vake (CEVA¢ ) (37.3-52.3) (28.4-42.9)
Sit+GP  179(0) 160(7) 131(12) 76(14) 48(19) 28(28) 16(38) 2(50) 1(351) 0 E?JJ 3 T ‘: T T T 12 1
; Y = ‘ a DCR 86.0 80.3

t Risk (Cumulative C d Number)
Sint + GP (N=179) PL + GP (N=178) 5 15 rfl Jm“f?éfﬁ enso:i,’mgm elﬁ‘:n-:Tl 74(83)  28(123 3(148) 0(151) (95%CI) (80-1'90-8) (73-7'85'9)

Treatment duration (sintilimab / placebo)

Mean (SD) - months 7.4 (4.11) 5.8 (3.12)
Median (range) — cycles 9.0 (1, 25) 8.0(1,21)
TEAE, n (%) 179 (100) 178 (100)
f;d:fi. - “: ‘82'6’ “1‘2‘237'” e Significant improvement in PFS in chemo/IO arm
eading to dea (4.5) (6.7) .
r—— 05 s e OS tendency favourable to experimental arm
AE leading lo any treatment component interruption 123 (68.7) 114 (64.0) g M d nagea ble Safety pFOfI|e
AE leading to sintilimab / placebo withdrawal 18 (10.1) 15 (8.4)
irAES 74 (41.3) 47 (26.4)
Grade 3-5 11 (6.1) 8 (4.5)
irAE leading to death 2(1.1) 4(22)

Y Data cutoff date: Mar. 25, 2020. Data during crossover phase were not included
§ Evauated by investigator
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Activity of OSE-2101 in HLA-A2+ non-small cell lung cancer (NSCLC) patients
after failure to immune checkpoint inhibitors (ICl): Step 1 results of phase Il
ATALANTE-1 randomised trial. Giaccone G et al

——————— v EEREMD ™ Study Design: NSCLC After failure to Chemo - 10

FREQUENTLY OVEREXPRESSED IN MANY CANCERS: __55{ Sgﬁ!?gs 1F:A_12F5E_)_: ’I
TAAs m‘::fzrm‘ i
prres o ' Arm A: OSE2101

& co % ineoacic ‘g Advanced NSCLC in 2nd - n=64

G p53 z :m » S or 3rd line il Q3W for 6 subcutaneous injections, then Q8W up to Year

Q HER-2 @# 1 fixed-anchor | adjuvant. 1, then Q12W until progression or toxicity or patient e

N / o i \ \
& wics-2 ~ igm et | EGFR, ALK-negative consent withdrawal P"m ary
& wes o iheegcic  mammmermer . Failure to platinum- d . t_
Py based CT and ICI - en p0|n .
Survival in 64 advanced NSCLC treated with OSE2101 HLA-A2+ (blood) 0S
bt . Arm B: SoC (docetaxel or pemetrexed)
09| \ Brain metastases n=39
:: \ Median OS: 17.3 months :::"tl::a:fe:symptomat'c _____ _I' Q3W until progression or toxicity or patient consent
0e| Y | Stratification criteria: —
05| - 1Y ECOGO0to1 - Histology (squamous vs | ;
all ™ l non squamous) | o
o] S \ |-Best response to 1st line
| L eno-0-0—0-0 (complete or partial : int: 1v- i i
::. 4y.08: 25% Pt e | tS:eF;::m [:;l:l:eriiegr:lpomt. 1y-OS rate in Arm A according
disease or progression) 9 .
- 2 eo  e® o wm  wm  wo  weo I-' Line rank of prior ICI (1rst | HO futility boundary: 25% of 1y-OS rate
| ine vs 2d line) ] H1 alternative efficacy: 40% of 1y-OS rate

ClinicalTrials.gov Identifier: NCT02654587




#1260MO ORIENT-12: sintilimab plus gemcitabine and platinum (GP) as first-line (1L) treatment for locally
advanced or metastatic squamous non-small-cell lung cancer (sgNSCLC)

_— Arm A OSE2101 Arm B SoC Step-1 primary endpoint achieved with a 1y-OS rate of 46%
N=64! N=39

Age (years) Median (range) 65.5 (44, 82) 62.0(43,71) 1o {m e e
Gender (N, %) Male 44 (69) 25 (64) 81 TRy OSE2101 SoC
Female 20(31) 14 (36) S 08 N= 63 N=36
COG PS at study entry (N,%) Grade 0 20 (31) 8(21) 2 07 i
Grade 1 44 (69) 31(79) E o 2, 1y-OSrate  46% 36%
Histology (N, %) Squamous 19(30) 12 (31) E 05 : (95%Cl) (33, 59) (21, 54)
Non-squamous 45(70) 27 (69) E osr e
Line of previous ICI (N,%) 1st line ICI 7(11) 8(20) ? 03 ‘ e Median OS
2nd line ICI 56 (87) 31(80) 5 o024 " ‘ § (mo.) 9.8 8.7
3rd line ICI 1(2) - i (95%Cl) (8.0, 13.5) (5.8,12.1)
Best response te ICI (N, %) CR/PR/SD 28 (44) 17 (44) d AmA AmB
Progression 36 (96) 22 (36) N X ) . T W s R ) L A . HR
TNM Stage at study entry (N,%) 1l 4 5(13) " ' . ) : : ' ' stratified
Y, 54 (93) 33 (87) . o (95%Cl): p 0.71 (0.44, 1.16); p=0.17
Metastases at study entry (N %) Brain 11(17%) 3(8%) Amac, 6 4 U 16 . A 2 : : ; value
Liver 15 (23%) 9(23%)
Pleural 20 (31%) 11 (28%) ) R A
Cut-off 26FEB2020 before COVID-19 impact: 103 patients with 1year of Follow Up; Step 1 primary endpoint 1y-OS rate in mITT (S8 patients); Kaplan
Cut-off 26FEB2020 before COVID-19 impact : 103 patients with a follow-up of 1 year (210 randomised patients) Meier OS in ITT (103 patients)
Good ECOG PS status maintained longer with OSE2101 Less severe adverse effects in OSE2101 (14%) vs SoC (43%)"*
Disease Control Rate AmA | AmMB | o e ratified e3) N3
OSE2101 SoC (85%C) All grade Severe G3-4 All grade Sevare G34
30 21 25 N= 63 N=36 ‘ N (%) N (%) N (%) N (%)
20 PFS 7 43 15 All Drug-Related AEs 50 (79) 9(14) 28 (76) 16 (43)
1 - (median in mo.) (09,25) Drug-Related AEs > 10% of patients
10 Injection site reaction* 35(56) 1(2) 1(3)
- - Time to ECOG 044 Pyrexia 10 (16) - 2(5) :
0 ~ deterioration® 84 44 (0.26,0.75) Asthenia 9(14) 13 (35) 4(11)
DCR at 6 months DCR at 12 months (median in mo.) S Cytokine release syndrome 7(11) 12 _ :
10 Alopecia 14 (38) 2(9)
Best Response per RECIST 1.1 (%) o ™+__  Time to ECOG deterioration Neutropenia : - 8(22) 7(19)
- é 0.6 Sy Sy Decrease appetite 203 - 6(16) -
= A ‘ - Diarrhea 2@ 12 5(14) 20)
00 5 < 108 = ’ T Anemia - - 5(14) -
N e S | -
llies”;g;t'o arfial Response Stable discase  Progression Vol evaluable ‘:’ - - - > - . - ; R Fangue 5(8) . 4(11) 10)
o a0 - Pain i i 1( N am -
mAmMAOSE2101 (N=62) ®AmB SoC (N=39) * p=0.002: Time from randomization to earliest time when ECOG becomes >1; Cut 3ﬁ]ﬁ?ﬁ§g€%tgd°m COVID-19impact; Safety set ﬁ?ﬂ patients (3 patients not treated) .

patients who died without ECOG>1 were assigned ECOG=5 *Injection site reaction as high-leve! term for injection site pain, nodular erythema, induration, inflammation, pain, pruritus.. * p<0.05




#1260MO ORIENT-12: sintilimab plus gemcitabine and platinum (GP) as first-line (1L) treatment for locally
advanced or metastatic squamous non-small-cell lung cancer (sgNSCLC)

I ik e i il i
N=64 N=39

Age (years) Median (range) 65.5 (44, 82) 62.0(43,71) 10 - e P
Gender (N, %) Male 44 (69) 20 (64) e TR ‘ OSE2101 SoC
Female 20(31) 14 (36) 2 08 4 N= 63 N=36
ECOG PS at study entry (N,%) Grade 0 20 (31) 8(21) 2 07 }
Grade 1 44 (69) 31(79) E os ‘ 1y-OS rate 46% 36%
Histology (N, %) Squamous 19(30) 12 (31) B 05 ‘ . (95%Cl) (33, 59) (21, 54)
Non-squamous 45 (70) 27 (69) & 04+ A
Line of previous ICI (N, %) 1stline ICI 7(11) 8 (20) ? 03 - " Median OS
2nd line ICI 56 (87) 31(80) 5 o2 I (mo.) 9.8 8.7
3rd line ICI 1(2) - i g - (95%Cl) (8.0, 13.5) (5.8,12.1)
Best response te ICI (N, %) CR/PR/SD 28 (44) 17 (44) .l T AmB
Progression 36 (56) 22 (26) T v T L Al A o ] al R v L) =

TNM Stage at study entry (N,%) (0.44, 1.16) 0.17
44, 1.16); p=0.

— e Step-1 primary endpoint 1y-OS rate 46% with OSE2101
e e o e OSE2101 better tolerated than SoC and with less deterioration of ECOG PS IT (66 patients) Kaplan
Cut-off 2 32020 before COVID-19 in
e Prematurely closed on Feb’20 due tu COVID-19 pandemic emergence and safety risks
Good ECOG PS status ma e Favorable benefit of OSE2101 over SoC in mNSCLC in HLA-A2+ patients.
e FU for OS; combination studies Arm B SoC
Disease Col N3
All grade Savare G3-4
30 25 — I\ ™ (70) ™ (70) N (%) N (%)
20 PES 17 43 15 All Drug-Related AEs 50 (79) 9(14) 28(76) 16 (43)
11 (median in mo ) ' (08,25) Drug-Related AEs > 10% of patients
10 8 Injection site reaction* 35 (56) 1(2) 1Q)
. - Time to ECOG 044 Pyrexia 10(16) . 2(5) .
0 deterioration* 84 44 0.26.075 Asthenia 9(14) 13 (35) 4(11)
DCR at 6 months DCR at 12 months (median in mo.) e Cytokine release  syndrome 7(11) 1(2) : :
e Y Alopecia 14 (38) 2(9)
Best Response per RECIST 1.1 (%) o T™S+__  Time to ECOG deterioration Neutropenia - : 8(22) 7(19)
- .;.‘ 06 Ny T Decrease appetite 203 - 6(16) -
. 2 8 4 e o E oed N Diarrhea 203 12 5(14) 2(5)
0 0 5 8 = 1 Anemia - - 5(14) -
) - f- .. .- R ] A, 4 Nausea 23 - 4(11) .
ﬁmvg;f;lc Partial Response Stable discase  Progression Not evaluable ”— Fam“e 5(8) i 4(11) 103)
WAmMAOSE2101 (N=62) WAmMB SoC (N=39) *p=0.002 'm‘:e from randomization to 9a‘:estt|me when ECOG :‘eccnr,rew cut SPEPERS M erore covio 19impact, Safety set tFbo patients (3 patients not reated) —

natients who died without ECOG>1 were assigned ECOG=5 *Injection site reaction as high-leve! term for injection site pain, nodular erythema, induration, inflammation, pain, pruritus.. * p<0.05




#LBASS

ORR in patients receiving Nivolumab plus radiotherapy in advanced Non-Small
Cell Lung Cancer - first results from the FORCE trial. Bozorgmehr F et al

Hypothesis: Study design:

lonizing radiation enhances an anti-tumor immunity, which is

boosted/unleashed by immune checkpoint blockade.
+ Treatment until PD
+ Safety and feasibility
NECESSITY of « Eicacy snaiyss
Sy - e
ofa mw . Wl'h PD-LY
Exploratory
translational research

Sample size justification:
* ORRIn nivolumab-treated group is assumed to be 19% (CM-057) [Borghaei et al, NEJM 2015].

e T T o +  Based on the reported ORR of 37% in a PD-L1>10% expressing population [Borghaei et al,
mediated abscopal responses NEJM 2015], an ORR of 35% is expected for nivolumab-RT combination treatment.
Baker et al,, Radiation Oncology 2016 *  N=50 subjects per group are required to detect whether the ORR is >19% by applying a binomial

test at a one-sided significance level of 0.05 with a probability of 1-b=0.8, assuming an actual
response rate of 35% [Borghaei et al, NEJM 2015].

= N=65 patients per group will be enrolled to take potential dropouts and patients with a lacking PD- &3t
L1 assessment into account. !




#LBA5S ORR in patients receiving Nivolumab plus radiotherapy in advanced Non-Small Cell Lung Cancer - first
results from the FORCE trial

Recruitment, biomarker acquisition and sites of iradition Response rate: primary objective of achieving an ORR > 19% in group A could not be met.

Recruitment: 101 patients / 16 centers . o Treatment related AEs: no difference in frequency or severity observed.
Enrolled Tota! (T - o: =
oo : ! . Group A . Group B
—_ H Response rate: Nivolumab + RTx Nivolumab only
crops [EETTN © “
. The primary objective was to achieve imputed RR 8% imputed RR 24%
Biomarker sample aquisition: i
e il —— ] S R R ALy & 41 patents imputed DCR 35% 60 patients imputed DCR 57%
ey harmam T Svolumsb  Miolurab s 21 (51%) — This objective could not be met
e wl!:...,.; FTTTmr— e T T (p=0.991 for one-sided binomial test)
oo s — = — ——m S0 2(5%)
v‘x tl t‘ V‘l Other 11 (27%) oCR wPR =SD «PD = mising OCR oPR #SD «PD = messing
Preliminary forecast: 85% sample return rate Treatment related AEs:
i an V| i st N R L
TEESMD Baseline characteristics /=
L : . o : Patients with treatment 7(17%) 9 (15%)
unfavorable characteristics more prevalent in patients receiving nivolumab plus radiotherapy (group A) related AES grade 3-4 (CM
L I e e rbwotmet 1 508 st
24(585% fep— related AEs grade 3-4 2 1(14%) 1(11%) (Mann-Whitney-U-test)
Mean age B47xi2 TR FY ¥4 0.069
Smeking history 40(97.5%) 52(87%) 0.059 3 0 2 [m)
Line of Nivolumab 2nd fine 33 (80.5%) 53 (88%) 0.216 9 0 1(11%)
L ddine 8(19.5%) T02%) )
POL1-Status 21 18 (47% of 38) 36 (64% of 56) 0104 In group A: total 8 2
ECOG performance status 1 33(80.5%) 35 (58%) 002 <——— moere ECOG 1
o =2 9 22%) 13 (22%) 0873
scs »9 7117%) B(13%) 0604
M Status Wa T(17%) 27 (46%) 0.006 < less M1a .
e wib 10 (24%) 14(24%)
Mic 24 (58.5%) 18 (30.5%) <—— more Mic
_Ul_ll_h:yﬁ__ Singleioligo 10(25%) 17 (%) 0639
emassss s s Difuseimutiple 30(75%) £101%)
Intrathoracic metastases 26(53%) 2([01%) 0413
Extrathoracic mets 38 (93%) 37 (63%) <0001 more h ic mets
- Skin 7(18% of 38) 1(1% ot 27) 0027 5“;_"
-Bone 25 (86% of 34) 13 (38% of 37) 0.008 <——— more bona mats g:

 Liver / kidney | brain / adrenal gland / LN ! other sites of metastatic disease not significant
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Recruitment, biomarker acquisition and sites of irradiation

ORR in patients receiving Nivolumab plus radiotherapy in advanced Non-Small Cell Lung Cancer - first
results from the FORCE trial

Response rate: primary objective of achieving an ORR > 19% in group A could not be met.

Recruitment: 101 patients / 16 centers s Treatment related AEs: no difference in frequency or severity observed.
Enrolled Total = g Group A Group B
orovpa (TR H s Response rate: Nivolumab + RTx Nivolumab only
crops [EETI  ® - 2= e wlhs
‘Ig:.‘réi.!!@!!!!!!!!!!!!!!!!!!!!!!!& The primary objective was to achieve imputed RR 8% Imputed RR 24%
Biomarker sample aquisition: %i
R | 58] sttt 1 patients imputed DCR 35% B copatients imputed DCR 57%
Wvchmabaiw T (Sx4er) . e —» This objective could not be met
e uhema Bone 21 (51%) )
. o C— a4 T = (p=0.991 for one-sided binomial test). \
oy — — =m0 2(5%)
vﬁ t, é. vt C‘mef ,H :27%) oCR PR S0 PO = missing o(R «PR «SD M ']

Preliminary forecast. 85% sample return rate

ERESMO "™
2020
Gender

Male 24 (58.5%)
Mean age [ZNE T
Smoking history 40 (97.5%)
Line of Nivolumab 2nd-ine 33 (80.5%)
g Srddine B(19.5%)
POL1-Status 21 18 (47% of 38)
ECOG performance status 1 33(80.5%)
co =2 9 (22%)
sCS >3 T{171%)
M Status Mia T{T%)
R wib 10 (20%)

Mic 24(58.5%)
Metastatic type Singleioligo 10(25%)
Sm————n Diffuseimultiple 30 (15%)
Intrathoracic metastases 26 (53%)
Extrathoracic mets. 35 (93%)
- Sikin 7(18% of 38)
- Bone 25 (86% of 33)

- Liver | kidney | brain | adranal gland / LN  other sites of metastatic disease

Baseline characteristics

unfavorable characteristics more prevalent in patients receiving nivolumab plus radiotherapy (group A)

35 (58%)
60187
52 (B7%)
53 (88%)
T(12%)

6 (64% of 56)
35(58%)
13(2%)
8(13%)
7 (46%)
14 (24%)
18 (30 5%)
17 (29%)
41(11%)

42(0%)

37 (63%)
1(1% of37)
13 (35% of 37)

Treatment related AEs:

Patients with treatment 7(17%) 9 (15%) 0779
related AEs grade 3-4 (Chit-test)
Number of treatment 1 6 (86%) 5(56%) 0.176 »
0584 related AEs grade 3-4 2 1(14%) 1111%) (Mann-Whitney-U-test)
o 30 2%
0218 9 0 1(11%)
0104 In group A: total 8 2
0.02 «<——— more ECOG 1
- o e Combination of Nivo + RT safe and feasible
<—— more Mic . . .
* Premature close. Disbalance in experimental arm (more ECOG 1,
o S higher tumor load and bone mts)
— [P * 8% ORR below expected. No strong abscopal effect observed
not significant
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First-line nivolumab (NIVO) + ipilimumab (IP1) combined with 2 cycles of platinum-based
chemotherapy (chemo) vs 4 cycles of chemo in advanced non-small cell lung cancer
(NSCLC): Patient-reported outcomes (PROs) from CheckMate 9LA. Reck M et al.

CheckMate 9LA? and PRO assessment

+ CheckMate 9LA showed that first-line NIVO + IPl combined with a limited course of chemo significantly
improved OS versus chemo with manageable safety in advanced NSCLC,' and led to this regimen being
approved in the United States? and other countries

Rkl NIVO 360 mg Q3w + IPl 1 mg/kg Q6w
Key Eligibility Criteria N =719 A
+ Stage IV / recurrent NSCLC Chemo Q3w (2 cycles)® Primary endpoint: OS'
* No prior. s'y§temic therapy . 0_ Secondary endpoints: PFS, ORR by BICR;
* No sensitizing EGFR mutations efficacy by tumor PD-L1 expression’
or known ALK alterations Chemo Q3w (4 cycles)®
» ECOG PS 0-1 with optional pemetrexed maintenance
n =358

Prespecified PRO exploratory endpoints and measures©:

» Disease-related symptom burden: Lung cancer symptom scale (LCSS) average symptom burden index
(ASBI)d and 3-item global index (3-IGl)®

( Overall health status: EQ-5D-3L visual analog scale (VAS)" and utility index (Ul)2

Database lock: March 9, 2020; minimum follow-up: 12.7 months for OS.




#LBAS59 ORR in patients receiving Nivolumab plus radiotherapy in advanced Non-Small Cell Lung Cancer - first
results from the FORCE trial

Lung cancer symptom scale Lung cancer symptom scale
average symptom burden index 3-Item global index . PP . .
20 8¢ symp % 1 & B NIVO + IPI + chemo Time to definitive deterioration® (on treatment and follow-up)
g g W Chemo
T £
° § 60 M HR (95% CI)
3 410 2 1.09 LCSS ASBI —_— 0.66 (0.47-0.92)
- TV IR (- SRy g g g g S g
E E MID T B Anorexia —— 0.70 (0.54-0.92)
o B e T e Rt = R el an Fatigue —.— 0.64 (0.50-0.82)
- 5 -~ L 0 £ 0.8 )
o e N § Cough —— 0.55 (0.39-0.78)
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#LBAS59 ORR in patients receiving Nivolumab plus radiotherapy in advanced Non-Small Cell Lung Cancer - first
results from the FORCE trial
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