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ACTH adrenocorticotropic hormone
ADA Anti-drug antibody
ADCC Antibody-dependent cellular cytotoxicity
AFP Alpha fetoprotein a-
American Joint Committee on
AJCC Cancer
ALC Absolute Lymphocyte Count
ALK Anaplastic lymphoma kinase
ALP Alkaline phosphatase
Alanine aminotransferase (Glutamic
ALT GPT) Pyruvic Transaminase) (
ANA Antinuclear antibodies
ANCOVA Analysis of covariance
AST GOT) Aspartate_aminotran_sferase(GIutamic-
oxaloacetic transaminase)
AUC Area under the serum concentration time
curve
Area under the concentration vs time curve 0
AUCO-T from 0 to time of the last measured
concentration
Area under the concentration vs time curve 0
AUCINF from 0 extrapolated to infinite time
BBWT Baseline body weight
BICR Blinded independent central review
BLDH Baseline lactate dehydrogenase
BORR Best objective response rate
Cavg Time-averaged serum concentration
CD Cluster designation
CDC Complement dependent cytotoxicity
CHO Chinese hamster ovary
CK/CPK Creatine kinase
CL Total body clearance
CLss Clearance at a steady state
CLO Clearance at time 0
Maximum observed plasma or serum
Cmax concentration P
Cmin Trough serum concentration
CMH Cochran-Mantel-Haenszel
CNS Central nervous system
CR Complete response
CRC Colorectal cancer
CRP C-reactive protein C
CSF Cerebrospinal fluid
CT Computed tomography
Cytotoxic T-lymphocyte—associated
CTLA-4 ag’tigenﬂr ympnocy T
CYP Cytochrome P450 P450
DEHP Di(2-ethylhexyl) phthalate -2-
DLT Dose-limiting toxicity
dMMR Mismatch repair deficient
DNA Deoxyribonucleic acid
DNP-Ficoll 2,4-dinitrophenyl-Ficoll 2,4-
DTH Delayed- type hypersensitivity
ECso Effective concentration required to induce 50%

a 50% effect
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ECG Electrocardiogram

ECOG Eastern cooperative oncology group

eGFR Estimated glomerular filtration rate

EGFR Epidermal growth factor receptor

ELISA Enzyme-linked immunosorbent assay

Emax Maximum effect

EU European Union

FAS Full analysis set

Fe The regipn (_:onstitu'_[ing the constant (non-
targret binding) region of an antibody

FDA Food and Drug Administration

FOLFIRI 5-Fluorouracil + leucovorin + irinotecan

GLP Good Laboratory Practice

GM-CSF G_ranulo_cyte-macrophage colony-
stimulating factor

GVHD Graft versus host disease

gpl100

HAHA Human-anti-human antibodies

HBsAg Hepatitis B virus surface antigen B

HBV Hepatitis B virus B

HCC Hepatocellular carcinoma

HCG Human chorionic gonadotropin

HCV Hepatitis C virus C

HDV Hepatitis D virus D

HIV Human immunodeficiency virus

HLA Human leukocyte antigen

HTLV-1 Human T-cell Leukemia Virus Type 1

IBD Inflammatory bowel disease

ICC Investigator Chosen Chemotherapy
International council for Harmonisation of

ICH technical requirements for pharmaceuticals
for human use

IFN Interferon

Ig Immunoglobulin

IHC Immunohistochemical

IL-2 Interleukin-2

IM Intramuscular

IMDC Internati_onal Metastatic RCC Database
Consortium

IRC/IRRC Independent Radiology Review Committee

ITT Intention to treat

v Intravenous

ka Association rate

KA Association constant

kd Dissociation rate

KD Dissociation constant

KLH Keyhole limpet hemocyanin

KPS Karnofsky Performance Status

LDH Lactate dehydrogenase

mAb Monoclonal antibody

MedDRA Medical dictionary for regulatory activities |{ICH

MEL Melanoma

mMFOLFOX6 5-Fluorouracil + leucovorin + oxaliplatin

MHC Major histocompatibility complex

m-RECIST Modified RECIST criteria




MRI Nuclear magnetic resonance imaging
MSI-H Microsatellite instability-high
MSKCC Memorial Sloan Kettering Cancer Center
NA Not applicable
NCI| CTCAE Nati(_)nal cancer in_stitute common
terminology criteria for adverse events
NK Natural killer
NOS Not otherwise specified
NSCLC Non-small cell lung cancer
(OF] Overall survival
PBMC Peripheral blood mononuclear cells
PD Progressive disease
PD-1 Programmed cell death-1
PD-L1 Programmed cell death-ligand 1
PD-L2 Programmed cell death-ligand 2
PFS Progression free survival
PR Partial response
PS Performance status
PT Preferred term
PVC polyvinyl chloride
Q Inter-compartmental clearance
Q2w Every 2 weeks 2
Q3w Every 3 weeks 3
QoL Quality of life
Beginning of the Q wave to end of S wave Q
QRS : .
in the electrocardiogram
QT Beginning of the QRS complex to end of T QRS
wave in the electrocardiogram
QTcB QT corrected with Bazett’s method Bazett QTc
QTcF QT corrected with Fridericia’s method Fridericia QTc
RCC Renal cell carcinoma
RECIST Rsponse evaluation criteria in solid tumors
SC Subcutaneous
SD Stable disease
SEB Staphylococcal enterotoxin B
SIV Simian immunodeficiency virus
SKmel A human melanoma cell
SNP Single nucleotide polymorphism
TDAR T cell dependent antibody rensponse T
TEN Toxic Epidermal Necrolysis
TGI Tumor growth inhibitory ratio
Tmax Time of maximum observed serum
TNF Tumor necrosis factor
TPS Tumor proportion score PD-L1
Treg Regulatory T cell T
TTSD Time to symptom deterioration
Union for International Cancer
UICC-TNM Control-TNM
ULN Upper limit of normal
V/ss Volume of distribution at steady state
Ve Volume of distribution of central
compartment
VEGF Vascular endothelial growth factor
VP Volume of distribution of peripheral
compartment
WHO World Health Organization
WOCBP Women of childbearing potential
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® 20mg/50mg Medarex
Bristol-Myers Squibb BMS T -4
CTLA-4 lg G 1k
CTLA-4 B7.1
CD80 B7.2 CD86 T
T
T Treg Treg
1
(OF]
3 MDX010-20 (O] MDX010-20
50 3mg/kg
® 20mg/100mg/120mg/240mg
PD-1 Programmed cell death-1 CD279
T
/
1b CA209004
2015 9 2016 5 EU
2018 5
1 3mg/kg 3 4
1
2012 3 11
2012 4
2013 3
25 300 2015 7
/ BMS
3 CA209067 /
2 ONO-4538-17
3mg/kg 1mg/kg
2018 5
BMS 3b/4
CA209511
30 2022 3




1mg/kg 3mg/kg
3
dMMR)
CA209142
BMS
87/CA2098HW
* 2025 8
MSI-High
4
EGFR

BMS

ONO-4538-27/CA209227

EGFR

BMS

ONO-4538-77/CA2099LA

2020 11
5
3
3mg/kg
6 ® 20mg
®
20mg
7

BMS
3 ONO-4538-16/CA209214
2018 8

MSI-High

MSI-High
BMS 2
1mg/kg 3mg/kg
2020 9
MSI-High
MSI-High dMMR
3 ONO-4538-

1mg/kg 240mg

ALK

1mg/kg 3mg/kg

ALK

1mg/kg 360mg 2

BMS
ONO-4538-48/CA209743 1mag/kg

2021 5

50mg L
2021 8

BMS



3 ONO-4538-50/CA209648
1mg/kg 3mg/kg 2022 5

BMS
3 ONO-4538-92/CA2099DW 3mg/kg
1mg/kg 2025 6

Child-Pugh A

1 CTLA-4 B7.1 CD80 B7.2 CD86
T T
T
Treg Treg
P.144~151
2
Infusion reaction
P.172~183
8 P.172 243
3 5 2
P.9
4
1
/ 20 16
4 2 CA184396 WHO
CR PR 10.0% 95% 1.2,31.7 P.37
38
/ HLA-A 0201 676
3 MDX010-20 3mg/kg gpl00? 3mg/kg
0S 10.0 10.1 gpl00 6.4
p=0.0004 p=0.0026 log-rank P.64~67
#
/ 30
ONO-4538-17 RECIST 1.1 CR
PR  33.3% 95% 17.3,52.8 P.44~46
/ 945 3
CA209067 (0K
19.98 p 0.0001 log- rank
P.72~77



3
ONO-4538-16/CA209214 IMDC? intermediate poor
(O 25.95
p 0.0001 log-rank p.78~83
§ International Metastatic RCC Database Consortium
3 MSI-High
MSI-High dMMR
2 CA209142
RECIST 11
CR PR 546 95 45.2 63.8 P.51~52
MSI-High dMMR
3 ONO-4538-87/CA2098HW MSI-High
dMMR
PFS 5.85 p 0.0001 log-
rank 0.0209 * P.84 90
4
EGFR ALK
3 ONO-4538-27/CA209227 PD-L1
1 Part 1a (ON]
17.08 14.88 p=0.0066 log-
rank PD-L1 1% Part 1b
OS 17.15 12.19 oS
P.91~104
EGFR ALK
3 ONO-4538-77/CA2099LA
0S
14.13 10.74 p=0.0006 log-rank
P.105 111
5
3 ONO-4538-
48/CA209743 (O8]
18.07 14.09 p=0.002 log-rank
P.112 118
6
3
ONO-4538-50/CA209648
PD-L1 TPS 1% OS 13.70 9.07



p=0.0010 log-rank

(0K 12.75 10.71
p=0.0110 log-rank P.119 129
7
3 ONO-4538-
92/CA2099DW
/ (O] 23.66 20.63 /
p=0.0180 log-rank Kaplan-Meier
1 /
5.84
66 19.7% / 39
11.7% P.130 137
Child-Pugh A
/
10.7% 36 9.3% 31 3.3% 11 0.3% 1 5.4% 18
1.8% 6 0.3% 1 0.3% 1
3 2 /
/ 1 COVID-19
3
COVID-19 1
1 T CTLA-4 CTLA-4
2 1 P.13
3 4 P.251
RMP 6. RMP
7 8 25
0825 3
14
2013 3 25 300
2020 9 R2 485
MSI-High 2024 9 R6
630



RMP

MSI-High

Infusion reaction

GVHD




URL

https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/4291430



® 20mg
® 50mg

YERVOY®Injection

Your Voyage YERVOY

JAN

Ipilimumab Genetical Recombination JAN

ipilimumab INN

-mab

448 H y1 2

Coa72H9972N 1732020045 40
145,389.43 4

H yl 2 215
148,000

BMS-734016-01 BMS-734016 5064

-limumab

215

MDX-010
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pH 6.7 7.5
-1
5
25
30
40
pH
pH
* 120 lux hr 200W h/m?




pH 6.6 7.6

20mg

20 mg/4mL

12.6 mg

23.4 mg

40 mg

0.16 mg

80

0.44 mg

pH

50mg

50 mg/10mL

31.5mg

58.4 mg

100 mg

0.39 mg

80

1.10 mg

pH




20mg

50mg

25

20mg

50mg

30

50mg

40

20mg

50mg

50mg

pH

pH
* 120 lux hr

A1

0.9%

-
700 lux 5

24

5%

DEHP

200W  h/m?

Img/mL

PVvC
RT

4mg/mL

21°C

PVC
RL




0.9% 5 24

1 4mg/mL 24

5% 5 24

1 4mg/mL 24

pH
1 4mg/mL 0.9%
5% PVC PVC
DEHP PVC IV

8.
9.
10.

1

2

@ 20mg 4mL 1
® 50mg 10mL 1

3

4
11.
12.

0.2 12 0.2

1 5mg/mL




MSI-High

51
52 17.

17.1.1-
17.1.4

5.3
5.4 IMDC ‘! intermediate poor

55 17.
17.1.5

1 International Metastatic RCC Database Consortium
MSI-High

5.6

5.7 MSI-High
MSI-High

https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html

5.8
59 EGFR ALK
17
17.1.8,17.1.9
5.10
511




5.12 17
17.1.11
5.13
/
5.14 17.
17.1.12
5.1
5.2
2
3 78 1 2
54.1% 95% 42.5, 65.6 31.6% 95% 20.7,42.9

3mg/kg 2 2 810 CA184332 157

CA184338 273 1 46.7% 95% 38.1, 54.9

59.2% 95% 53.0, 64.8 2 3

3mg/kg 2 2
2 CA184396
4 1 PR 1
5.3
5.4 3
ONO-4538-16/CA209214 1213 IMDC 3
intermediate poor
55
5.6 MSI-High
5.7 MSI-High
2 CA209142 3 ONO-4538-87/CA2098HW
MSI-High dMMR
MSI-High

5.8
5.9 3 ONO-4538-27/CA209227



ONO-4538-77/CA2099LA

5.10

5.11

5.12

2

wWw N -

MSI-High

1mg/kg 3 4

1mg/kg 6

3mg/kg 3 4

5%
30 VvV 4

International Metastatic RCC Database Consortium

EGFR ALK
3mg/kg 3 4
1
1 1mg/kg
1
1
1 4 mg/mL
Vi 11
3 MDX010-



20

1 3mg/kg 3

11

MDX010-20
1 MDXCTLAA4-02
08 6

gpl100

MDX010-20
MDX010-05
10.3% 3/29 MDX010-08
BORR 5.0% 2/40
4

BORR

MDX010-20
6
BORR 10.3%
BORR 5.0%

MDX010-08

1 3mg/kg 3 4

23 2 CA184396

3
2 MDX010-05 2 MDXO010-

3mg/kg

MDX010-05
3mg/kg 3
3mg/kg 4

MDX010-08 6

3mg/kg 3
MDX010-20

MDX010-05 MDX010-08
MDX010-05 3mg/kg 3
3mg/kg 4 4

MDX010-08 PR 2

3mg/kg 3

41.4% 12/29
MDX010-20

CA209004 115
3 CA209067 1618

53.8% 21/39

3mg/kg 4 4
75.9% 22/29
7.7% 3/39

1b

2 ONO-4538-17 1

1 CA209016 2021

12,13

3 ONO-4538-16/CA209214

MSI-High

MSI-High
2 CA209142 2
MSI-High  dMMR

dMMR)

3 ONO-4538-87/CA2098HW 23,24



B/

1 CA209012 226

3 ONO-
4538-27/CA209227 2128
[ ]
3 ONO-4538-
77/CA2099LA 29
3 ONO-4538-48/CA209743
30-32
3 ONO-4538-50/CA209648
33,34
3 ONO-4538-92/CA2099DW
35-37
7.
7.1
Grade2 Gradel
Grade3
Grade3
Grade2
Grade4
AST ALT
AST ALT 3
5
15 3
AST ALT 5
3




AST ALT
AST ALT
3 AST
ALT 5 10
AST ALT
3 5
AST ALT 8
10
AST ALT 10
3
Grade NCI-CTCAE Common Terminology Criteria for Adverse Events ver.4.0
7.2 30
7.3
17.
PD-L1 PD-L1
PD-L1
PD-L1
17.1.1-17.1.4
7.4
17.
PD-L1 17.1.8,17.1.9
7.5 PD-L1 TPS
TPS 17.
17.1.11
7.1
7.2 Infusion reaction
38
MSI-High
3 ONO-4538-16/CA209214 1




2 CA209142 2 3

ONO-4538-48/CA209743 5032 3 ONO-4538-50/CA209648 334
3 ONO-4538-92/CA2099DW 3 30
3 ONO-4538-27/CA209227 27,28 3 ONO-4538-
77/CA2099LA 2
3b/4 CA209511 $9.40
30
7.3
PD-L1
/
N+l
3 CA209067 16-18 PD-L1
PD-L1 1 5 10 PD-L1
PD-L1 N+l
PD-L1 1 5
N+l (O8] PD-L1
1 5 N+I (ON)
N+I 0S PD-L1 1
N+l
PD-L1 PD-L1
7.4
3 ONO-4538-27/CA209227 2128 3
ONO-4538-77/CA2099LA 2
7.5 3
ONO-4538-50/CA209648 .3 PD-L1
TPS
5 P.169 8 1 P.172
183



Phase

b/

CA1841134 3mg/kg 10mg/kg
1
n=15/12
3 4 12
CA184396 1 3mg/kg
2 3 4
n=26/20
CA1840227 0.3mg/kg  3mg/kg
2 10mg/kg
3 4 12
n=217/214
CA184004 45 3mg/kg 10mg/kg
3 4 12
n=82/82
MDX010-08 6 3mg/kg
3mg/kg
4 4
n=76/74
MDX010-2023 3mg/kg 3mg/
3 kg gp100 gp100
3 4
n=676/643
CA184202 #? 24 3
2 1 1
1 10mg/kg
n=21/21 4
1 850mg/m?
8
24 12
1 1
1 10mg/kg
CA1840784 A 10mg/kg
1
n=59/59
B 10mg/kg
C 10mg/kg
3 4 12
CA184087 B  Process B
10mg/kg
n=75/75 C  Process C
10mg/kg
3 4 12
MDX010-15 4 Group A
7.5mg/kg 10mg/kg 15
n=88/88 mg/kg 20mg/kg

Group A

2.8mg/kg 3mg/kg 5mg/
kg

Group B

10mg/kge©

_23_




a
Phase b/
CA184007 4 10mg/kg
2 10
n=115/115 mg/kg 3
4 12
CA184008 46 10mg/kg
3 4
12
n=226/155
CA184041 10mg/
b kg
n=204/203 10mg/
kg
n=130/128
3 4 12
CA184024 4 10mg/kg
3
n=502/498 3 4 12
CA18433289 3mg/kg
n=1574
CA1843381%0 3mg/kg
n=2734
o
a
b
C Group A Group B 10mg/kg 3
d
1 3mg/kg 3 4




Phase

3

1b

CA209004 1415

n=150/127

12

1 3mg/kg
0.3mg/kg
2 3mg/kg
1mg/kg
2a 1mg/!
3mg/kg
3 3mg/kg
3mg/kg

3mg/kg
1mg/kg 3

3mg/kg 2

kg

8

ONO-4538-1719

n=30/30

3mg/kg
1mg/kg 3

3mg/kg 2

CA209069 4849

n=142/140

3mg/kg
1mg/kg 3

3mg/kg 2

3mg/kg 3
4

CA209067 16-18

n=945/937

3mg/kg
1mg/kg 3

3mg/kg 2

3mg/kg 2

3mg/kg 3
4

3b/4

CA209511 3940

n=360/358

1mg/kg
3mg/kg 3
4
480mg 4

3mg/kg




Phase

8

Img/kg 3
4
480mg 4

1 3mg/kg

3




Phase

3

CA209016 202!

b
n=194/153

1mg/kg
3mg/kg 3
4
3mg/kg 2

3mg/kg
Img/kg 3
4
3mg/kg 2

3mg/kg
3mg/kg 3
4
3mg/kg 2

2ma/kg
5mg/kg 3
4
50mg 1 1

2mg/kg 3

800mg 1 1

ONO-4538-16/
CA209214 1213

n=1096/1082

1mg/kg
3mg/kg 3
4
3mg/kg 2

50mg 4 1

MDX010-11 5%

IL-2
IL-2

n=61/61

1mg/kg
3 4

3mg/kg




MSI-High

Phase y
CA209142 %2 1mg/kg b
2 MSI-High dMMR [3mg/kg 3 4 b
c
n=119/119 3mg/kg 2
CA209142 22 MSI-High 1 3mg/kg
( ) ¢ 1  3mgkg 3
n=23/23 4
3mg/kg 2
CA209142 22 3mg/kg 2 o
2 MSI-High dMMR
n=74/74
ONO-4538-87/
CA2098HW 2324
3 MSI-High 1mg/kg
dMMR 240mg 3 4
n=303/288 480mg 4
n=20/19
CA20914222 Img/kg 6
2 3 3mg/kg 2
MSI-High dMMR
n=59/45
CA200214 13 1mg/kg
3mg/kg 3 4
3 MSI-High
2 3mg/kg 2
n=1096/1082
NIVO IPI
550/547
CA20906716-18
3 3mg/kg 2
n=945/937
NIVO 316/313
NIVO IPI 3mg/kg
314/313 1mg/kg 3 4
IPI 315/311
3mg/kg 2
3mg/kg 3
4




Phase

8

ONO-4538-17 1° 3mg/kg
2 / 1mg/kg 3 4
n=30/30 3mg/kg 2
[e]
a
b MSI-High
MSI-High
MSI-High
1 1mg/kg 3 4




Phase y
CA209012 252 P
1 P/Q B/ Img/kg 12
3mg/kg 2
n=197/197° Q
Img/kg 6
3mg/kg 2
P 38/38
Q 39/39
ONO-4538-27/ A
CA209227 2728 240mg 2
3 Partl
n=1739/1709° B D
Img/kg 6
PD-L1>1 3mg/kg 2
A n=396/391 C F
B  n=396/391 3
C n=397/387
G
PD-L1<1 360mg 3
3
D n=187/185
F  n=186/183
G n=177/172
1,000mg/m?
1,250mg/m?
75 mg/m?
1,000mg/m?
AUC 5
mg/mL min
Dayl 8
500mg/m?
75mg/m?
500mg/m?
AUC 5
6 mg/mL min
500mg/m?
CA209568 5 Partl
2 Partl 1mg/kg 6
3mg/kg 2
n=288/288
CA209817 > A
3b/4 A 1mg/kg 6
240mg 2
n=391/391
o
a
bAB C PDLIxI DF G PD-LI<

_30_




Phase

3

ONO-4538-77/

CA2099LA %
3 Img/kg 6
n=719/707 360mg 3
3
2
3 4
500mg/m? 3
AUC 6
mg/mL min
200mg/m?
AUC 5
6 mg/mL min
500mg/m?
75mg/m?
500mg/m?
CA209568 55 imglkg 6
2 Part2 360mg 3
3
n=60/36 2
AUC 6
mg/mL min
200mg/m?
AUC 5
6 mg/mL min
500mg/m?
75mg/m?
500mg/m?
ONO-4538-27/ A
CA209227 2728 240mg 2
3 Partl
n=1739/1709° B D
Img/kg 6
3mg/kg 2
PD-L1>1
Cc F
A n=396/391 3 4
B  n=396/391
C n=397/387
500mg/m? 3
PD-L1<1
G
D n=187/185 360mg 3
F  n=186/183 3
G n=177/172 4




Phase

8

360mg
3
500mg/m? 3

*

75mg/m?
1,000
1,250mg/m?
AUC 5
mg/mL min
1,000mg/m?
Day 1
Day 8

75mg/m?
500 mg/m?
AUC 5
6 mg/mL min
500 mg/m?
360mg
500mg/m? 3

ONO-4538-27/
CA209227 %6
Part 2

n=755/746

H n=377/375
I n=378/371

360mg 3

360mg 3

360mg
500mg/m? 3

500mg/m? 3

AUC 6
mg/mL min
200mg/m?

75mg/m?

500mg/m?

AUCS5
6 mg/mL min
500mg/m?

a
b part 1a

A B C

PD-L1 >1

Partlb D F G

1 1mg/kg




Phase /
ONO-4538-48/
CA20974330-%2 1mg/kg 6
3 3mg/kg 2
(n=605/584)
3 6
500mg/m?
75mg/m?
500mg/m?
AUC 5
mg/mL min
1 1mg/kg 6
Phase /
ONO-4538-50/
CA209648 3334 1mg/kg 6
3 3mg/kg 2
(n=970/936)
240mg 2
* 4
* 4
*
800mg/m?/
1 5
/
80mg/m?
1 1mg/kg 6




Phase /
ONO-4538-20/ A
CA209040 3mg/kg
1/2 |3757.58 HCV imglkg 3 4
4 HBV 240mg
2
n=148/146
B
1mg/kg
3mg/kg 3 4
240mg
2
C
Img/kg 6
3mg/kg 2
ONO-4538-35/ o
CA209459 % 240mg
3 2
n=743/730
400mg 1 2
ONO-4538-92/
CA2099DW 3537 3mg/kg
3 Img/kg 3
4
480mg 4
n=668/657 /
400mg 1 2
8mg 60kg
12mg 60kg
11
o
1 3mg/kg 3 4
1
1 CA184113 4
8 1 3mg/kg
175mg/m? AUC 6 7 2 10mg/kg
175mg/m? AUC 6 2 3
4 3
2 3 1 4
21 DLT DLT
6 2 12 DLT 1 2 Grade
3 Grade 4 1 Grade4 1




2 1

3.3%

137

2 1 Grade3 Grade 3 Grade 4
15 1 3 Grade3
Grade 3 Grade 1
Grade 2
6 2
1 MDX010-15 44
/ 30
Grade 3 4 4 13.3%
CA184004 MDX010-20 6061
T
3mg/kg 10mg/kg 3 4
T
3mg/kg CD4+ CD8+ T
CA184004 48)
3mg/kg 3 4
MDX010-20 2
1 3mg/kg 3 4

Grade 2

75 10 15 20mglkg

MTD

ALC
82

ALC

1

1



3 QT/QTc CA184004 62
2 CA184004 3mg/kg 40 10mg/kg 42
1 1 64 90
150 3 24 3
10mg/kg QRS PR
Fridericia QTc QTcF 3mg/kg  10mg/kg
101 64 A QTcF
3mg/kg 10mg/kg
90 90
msec msec
1
0 34 -1.59 -4.927,1.751 38 2.24 -2.202, 6.676
90 33 -1.91 -5.502, 1.684 36 3.69 0.126, 7.263
150 30 0.47 -3.489, 4.422 35 0.46 -4.460, 5.375
64
0 24 -2.79 -7.794, 2.210 25 1.68 -5.043, 8.403
90 19 -3.74 -13.068, 5.595 22 4.68 -0.274, 9.638
150 16 4.00 -4.121,12.121 21 0.57 -5.127, 6.270
QTcF
Fridericia QT QTcF AQTcF
90% msec 3mg/kg 64 150 4.00 —4.12,
12.1  10mg/kg 64 90 4.68 —0.27,9.64
3mg/kg 2/34 10mg/kg 5/38 Bazett QT
QTcB 450msec QTcB
Grade 1 7 450msec QTcF
3mg/kg 1 3 10mg/kg QTcB
60msec
1 3mg/kg 3 4



2

CA184396 1

3mg/kg

26

o NN

PD-1

HIV B
20

12
13 WOCBP

14 WOCBP

15

28

16

ECOGPS 0 1

165
90

WOCBP

B-Raf

WHO

HTLV-1

WOCBP
HCG 25 IU/L

75 30

CTLA-4
100

24

105

75

IBD

SLE




8 4
92
10 4
11
PD 4
20 3mg/kg 3 4
12 18 24 12
PD
1
WHO CR
PR
60% 12/20 35% 7/20
10% 15% 3/20 ALT 15% 3/20
AST 15% 3/20 10% 2/20 10% 2/20 10%
2/20
Grade 3 ALT AST 1 Grade 4
8 5 90
3 90
25% 5/20
WHO
3mg/kg 20 PR 2
1 SD 2 PD
13 3 10.0% 95%
1.2,31.7 20.0% 95% 5.7,43.7
4 15  75.0%




MDX010-08 6

2
76
1
2
3 IL-2  IFN-a
4
4 18
5
B_
HCG
6 Karnofsky PS 60%
7 12
8
- >2.0x10°/L
- >1.0x10°/L
- >100x10°/L
- >8g/dL
- 1.5
—AST 3
- 2
1
2 5
3
4 10mg
TNF
5
6 CTLA-4
7B C HIV
2
3mg/kg 39 3mg/kg 4 4
3mg/kg+ 35 3mg/kg 4 4
250mg/m? 4 5 6
Response Evaluation Criteria in Solid Tumors RECIST
PFS
ECG X Karnofsky Performance Status KPS




%

3mg/kg 3mg/kg
n=40 =36 n=76
CR 0 5.0 2 5.6 2 26
PR 2 3 8.3 5 6.6
SD 6 15.0 8 22.2 14 18.4
PD 28 70.0 20 55.6 48 63.2
ITT
28 441 SD
7 M Mlc
CR PR SD 95% 27.6% 21 18.0, 39.1
20.0% 8 9.1, 35.6 36.1% 13 20.8,
53.8 2 SD 92 SD
163
PFS 85 99
76
1
74.4% 29/39
88.6% 31/35
10% 28.2% 11/39 25.6%
10/39 28.2% 11/39 23.1% 9/39 23.1% 9/39
12.8% 5/39 20.5% 8/39 10.3% 4/39
57.1% 20/35 48.6% 17/35 22.9% 8/35 22.9% 8/35
21.6% 16/35 28.6% 10/35 17.1% 6/35 20.0% 7/35
Grade 3 12.8% 5/39 22.9%
8/35
69.2% 9/13 10%
46.2% 6/13 23.1% 3/13 23.1% 3/13 15.4%
2/13 15.4% 2/13 Grade 3 15.4% 2/13
1
1
5 4 1
3 2
1 1
KPS ECG X
2
1 3mg/kg 3 4




1b CA209004 1415

/

1b

" v 150
94 33

118

RECIST 11

2 IL-2 3

~

ECOGPS 0 1
4

oo

28
14

6 14

©

15 8 PD-1 PD-L1 PD-L2 CD137
CTLA-4 T

10 6 7 PD-1 PD-L1 PD-L2 CD137
T CTLA-4

11 3

12 4

13

14
14




15 8
5
3 4 3
4 12 8
1 3mg/kg 0.3mg/kg
2 3mg/kg 1mg/kg
3 3mg/kg 3mg/kg
4 3mg/kg 10mg/kg
5 10mg/kg 10mg/kg
3mg/kg 1mg/kg 3
4 3mg/kg 2 48
6 7
6 1mg/kg
3mg/kg 2 48
WHO
2
%
2
n=17
CR PR 8 47
95
23.0,72.2
CR 318
PR 5 29
SD 16
SD 24 0
PD 7 41
16
* Clopper-Pearson
WHO




1 3 53 96.2 51/53
25 62.3  33/53 56.6  30/53
434  23/53 415 22/53 26.4  14/53
585 31/53 26.4  14/53
8
8 41 97.6  40/41
25 659 27/41 46.3
19/41 341 14/41
439 18/41 26.8 11/41
1
1 3mg/kg 3 4

—43—




2

ONO-4538-17 19

2
/ 30
120
2
3 UICC-TNM 7 /
4 14 RECIST 11
1
5
6
6 ECOGPS 0 1
7 90
1
2
3 BRAF
4
5
5 28
MRI 14
6
7 PD-1 PD-L1 CTLA-4 T
42 1 1 2 3 2
2 4 3 2
oS
PFS
CR PR 333 10/30 95 17.3,52.8
* Clopper-Pearson
FAS
CR PR 433 13/30 95 25.5,
62.6
* Clopper-Pearson
FAS
CR PR SD 733  22/30 95
54.1, 87.7
* Clopper-Pearson
FAS

—44—




(O

Kaplan-Meier
(%)
100 —mm™
90 1 HH—H—H
80 -
70 -
4 60
4 i
£ 50
R 40
30 -
20 -
10 4 —— TR T+HARFI B 5H + HITBT -4
O T T T 1
0 6 12 18 24
ETFHARE (A)
YT
ZRINTHREIRERSE 30 27 12 8 0
n=30
5 16.7
25 83.3
95 )
5.2 228"
6 93.33
95 75.89, 98.29
12 86.42
95 67.74, 94.68
18 78.56
95 52.71,91.31
+
1 30.4375
FAS
PFS
Kaplan-Meier
(%)
100
90
80
" 70 -
60
% 50 Hi——
7 40+
574
30
20
10 4 —— 2RI T+AREIHAKSG + T T -4
0 ‘
0 6 12 18 24
EIMEAFIRE (A)
YRTE
SFVRTHAEIERSE 30 11 3 3 0

45—




n=30
13 433
PD 13 100.0
0 0.0
17 56.7
95 3.02,
1.4 21.0°
6 55.28
12 50.25
18 50.25
* +
1 30.4375
FAS
30 10 60.0 18/30
53.3 16/30 40.0 12/30
36.7 11/30
33.3  10/30 26.7 8/30
23.3 7/30 20.0 6/30 Y-
16.7  5/30
13.3  4/30 10.0 3/30
66.7 20/30 33.3  10/30




MDX010-11 50-52

2
IL-2 IL-2 61
3-1mg/kg 21 3-3mg/kg 40
1 1
16
2
IL-2
IL-2 FDA IL-2
IL-2 3cm
6 50
3 3
43
5 ECOGPS 0 1
1
5
2
3
4 HIV HBs HCV
5
6
7
4
8
1 2
1 3mg/kg img/kg 3 4
3-1mg/kg
2 3mg/kg 3 3-3mg/kg
3-1mg/kg PR 5 121 18 3-
3mg/kg PR 125 5/40 7 8 12 17
21 IL-2

3-1mg/kg 81 17/21 3-3mg/kg 93  37/40
3-1mg/kg 38 8/21 3-3mg/kg 40  16/40
3-Img/kg 33 7/21 3-3mg/kg 38  15/40
33 20/61

1 1mg/kg 3 4




CA209016

20,21

N3I1 47

194
N1I3 47  NaI3 6

118

RECIST
N3I1
MSKCC

g b~ w

~N o

N3I11

8 Na3l1

11

N113 Memorial Sloan Kettering Cancer Center

favorable intermediate
N3I3 MSKCC

Karnofsky Performance Status KPS 80

N113

N1I3 N3I3

N3I1 N1I3

o Ol

12

12

© o
(o)}

11  PD-1

12

13
28

14

QTcF

New York Heart Association class

PD-L1 PD-L2 CD137

21
14

Grade 1

CTLA-4 T

—48—




N3I1 1mg/kg 3mg/kg  N1I3 3mg/kg
Img/kg N3I3 3mg/kg 3mg/kg
N3I1 N1I3
N3I3
3 4 6
2
PFS
(OF]
N3I1
n=47
CR PR 19 40.4
95% % 26.4,55.7
CR 5 10.6
PR 14 29.8
SD 19 404
PD 8 17.0
121
RECIST 11
N3I1 88.7
PFS
N3I1
n=47
7.7
95% 3.71,14.29
6 55.6
95% 40.0, 68.6
oS
N3I1
n=47
95% 26.68,

—49-




N3I11
100 6/6
319 15
N3I3
500 3
N3I1
3
N3I3 33.3

100

43/47

13
21

14

4

234

N313

68.1 32

340 16

255 12

333 2

N3I3 50

2717 13




MSI-High

CA209142 2

MSI-High dMMR

MSI-High dMMR

119
118 ECOGPS 0 1
2
3 MSI-High dMMR
4
1
6
5 2
6 14
2,000/uL 1,500/uL 100,000/uL 9.0g/dL
15 Cockceroft-Gault
40mL/
3
1
2 PD-1 PD-L1 PD-L2 CTLA-4 T
3
3
4
1
5 14 10mg/
1mg/kg 3mg/kg 3 4 3mg/kg
2
IRRC




n=119

CR PR 65 54.6
95 45.2,63.8
CR 4 34
PR 61 51.3
SD 37 31.1
PD 14 11.8
325
* Clopper-Pearson
RECIST 11
IRRC
n=119
CR PR 58 48.7
95 39.5,58.1
CR 542
PR 53 44.5
SD 39(32.8)
PD 17(14.3)
43.4)
1(0.8)
* Clopper-Pearson
IRRC RECIST

73.1% 87/119

26/119

12.6% 15/119
10.9% 13/119

17.6% 21/119

10

16.8% 20/119

14.3% 17/119

15/119

15.1% 18/119
13.4% 16/119
11.8% 14/119
22.7

21.8%

52—




CA209012

25,26

B/
2
197
GH 24 1J 25 N 31 O 40
38 Q 39
350 P Q
118 X
B/
2 RECIST 1.1
3 ACFGINOPQR S
F
4 BCDEFHJIJNOPQR S
F
5 NSCLC-NOS
HJNOPQOQR S F
6 EGFR EGFR
BCEFHJNOPQR S EGFR
2
7
EGFR
2
8 10
9 Performance status ECOG 0 1
1
2
G H 3mg/kg Img/kg 3 4
3mg/kg 2
| J 1mg/kg 3mg/kg 3 4
3mg/kg 2
N 1mg/kg 1mg/kg 3 4
3mg/kg 2
0 1mglkg 6 Img/kg 2
P 1mg/kg 12 3mg/kg 2
Q 1mg/kg 6 3mg/kg 2




24

P Q IRRC
P 842 32/38 Q 744  29/39
20 P 26.3  10/38 211 8/38
Q 256  10/39 231 9/39
P 316 12/38 Q 282 11/39
P 263 10/38
Q 205 8/38 P 158 6/38
Q 179 739 Q
P 395 15/38
Q 513 20/39
30 P 105 4/38 Q 51 2/39
100 P 211 8/38 Q 179
7/39
IRRC
%
Q
n=39
CR PR 14 359
95 " 21.2,52.8
CR 1 26
PR 13 333
SD 8 205
PD 11 28.2
6 154
Clopper-Pearson
IRRC RECIST 11
PFS IRRC
24 Q 395 95 24.2,
54.4
Q
n=39
29 744
"1 3.68
95 2.60, 9.00
24 "2 39.5
95 242,544
1 Kaplan-Meier
“?Greenwood
1 1mg/kg 6
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1/2

ONO-4538-20/CA209040

4 37,57,58

148 A 50 B C 49
118
2
3 HCC
4 RECIST 11 1
5 Child-Pugh 5 6
6 ECOGPS 0 1
1
2
3 1
4 3
5 HBV HCV HBVY HDV
A 3mg/kg Img/kg 3 4
240mg 2
B 1mg/kg 3mg/kg 3 4
240mg 2
C 3mg/kg 2 1mg/kg 6
2019 3 22 28.2
%
A B C
n=50 n=49 n=49
CR PR 16 32.0 13 265 14 286
95 * 19.5, 46.7 14.9,41.1 16.6, 43.3
Clopper-Pearson
RECIST 11
A 95% " 12.58, B 15.21
95% ™ 7.10, C 21.65 95% 417,
™ Kaplan-Meier
RECIST 11




PFS

A 6.80 95% " 2.69,16.36 B 1.84
95% " 1.38,4.04 C 2.73 95% ™ 1.45,4.40
™ Kaplan-Meier
0S
A 22.80 95% *(9.43, B
12.48 95% " (7.62,16.39 C 12.75 95% >
(7.43,32.95
™ Kaplan-Meier

A 93.9  46/49 B 71.4  35/49 C 79.2  38/48

20 A 449 22 286 14
245 12
204 10 B 327 16 224 11
204 10 C 292 14

A 224 11 B 184 9 Cc 146 7
A 184 9 B 6.1 3 C 21 1

1 3mg/kg 3 4
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2 CA184022 !
/ 217
0.3 mg/kg 73 3 mg/kg 72 10 mg/kg 72
116
2
3 CD137 CTLA-4
4 PD CR PR
5 16
6 ECOGPS 0 1
1 WOCBP 8
2
3 WOCBP
4 MRI CT
5 5
6
7 IBD
SLE
8
1 1

9 30
10 CD137 CTLA-4

03 3 10mg/kg 111

0.3mg/kg 72 3mg/kg 71 10mg/kg 71 3
0.3 3 10mg/kg 12
WHO
CR PR
12
CR PR SD
PFS 0os 1 24

QOL




0.3mg/kg 3mg/kg 10mg/kg
n=73 n=72 n=72
) 57.0 (14.5) | 58.6 (11.6) | 56.0 (14.5)
52 (71.2) 48 (66.7) 44 (61.1)
21 (28.8) 24 (133.3) 28 (/38.9)
ECOG PS
0 46 ( 63.0) 44 (61.1) 41 (56.9)
1 26 ( 35.6) 28 (138.9) 31 (43.1)
2 1(1.4) 0 0
M
MO 5( 6.8) 4 ( 5.6) 3(4.2)
Mila 10 (13.7) 11 (15.3) 17 ( 23.6)
M1b 13 (17.8) 21 (29.2) 15 ( 20.8)
Mic 45 (61.6) 36 (50.0) 37 (51.4)
72 (198.6) 72 (100.0) 70 (97.2)
0 0 1( 1.4)
1( 1.4) 0 1( 1.4)
om SD 172.1 |173.8(11.0) | 170.2(10.1)
kg SD 82.1 (17.4) 82.1 (18.2) 78.4 (16.2)
%
0.3mg/kg 3mg/kg 10mg/kg
n=73 n=72 n=72
CR PR 0 3 4.2 8 111
95% % 0.0,4.9 0.9,11.7 4.9,20.7
CR 0 0 228
PR 0 342 6 8.3
SD 10 13.7 16 22.2 13 18.1
PD 43 58.9 41 56.9 36 50.0
20 27.4 12 16.7 15 20.8
114 0 4 5.6
17 233 11 153 10 13.9
12 227 114 114
Clopper-Pearson
IRC WHO




IRC

p=0.0015 Cochran-Armitage
10mg/kg  0.3mg/kg 11.2% 95%
3.9, 185 10mg/kg 3mg/kg 6.9% 95% -1.7, 155 3mg/kg
0.3mg/kg 4.2% 95% -0.5,8.9
0S
0.3mg/kg 3mg/kg 10mg/kg
n=73 n=72 n=72
8.31 8.69 10.68
25%-75% 3.52-15.31 3.98-22.28 3.60-23.29
8.57 8.74 11.43
95% 7.69,12.71 6.87,12.12 6.90, 16.10
1 % 39.58 39.32 48.64
95% # 28.20,51.19 27.97,50.87 36.84, 60.36
18 % 23.04 30.24 34.52
95% # 13.39, 33.61 19.76, 41.43 23.35, 46.16
2 % 18.43 24.20 29.81
95% # 9.62, 28.22 14.42,34.75 19.13,41.14
Brookmeyer-Crowley 95%
#Kaplan-Meier bootstrap
2009 5 15
PFS
0.3mg/kg 3mg/kg 10mg/kg
n=73 n=72 n=72
PD 66 90.4% 57 79.2% 57 79.2%
PFS 2.56 2.60 2.56
95% 2.53,2.60 2.56, 2.66 2.50, 2.69
3mg/kg vs 10mg/kg 1.032 0.714, 1.492
95% 0.3mg/kg vs 10mg/kg 0.709 0.494, 1.019
0.3mg/kg vs 3mg/kg 0.695 0.485, 0.995
24 PFS % 2.7 12.9 18.9
IRC CR PR SD 95% 0.3mg/kg 13.7% 6.8,

238 3mglkg 26.4% 16.7,381 10mgkg 29.2% 19.0,41.1

83.1% 59/71
10%

23.9% 17/71
39.4% 28/71
22.5% 16/71
Grade 3
26.8% 19/71

15.5% 11/71

0.3mg/kg

15.3% 11/72

63.9% 46/72

0.3mg/kg
3mg/kg
21.1% 15/71
23.9% 17/71
22.5% 16/71
0.3mg/kg

3mg/kg 1

3mg/kg

9.7% 7/72

22.2% 16/72

25.4% 18/71
16.9% 12/71

14.1% 10/71

3mg/kg

Grade 3
0.3mg/kg 2.8% 2/72

77.5% 55/71

3mg/kg 7.0% 5/71

10mg/kg

16.7% 12/72

18.3% 13/71
10mg/kg

32.4% 23/71

14.1% 10/71  10mg/kg

10mg/kg

1 3mg/kg

3 4



2

CA184004

4,5

3 mg/kg 40

10 mg/kg 42

101

118

4
ECOGPS 0

P wWw DN

w N

WOCBP

oo

HIV B
12

©

pre-entry

10

11 1

12 CTLAA4
13

WOCBP

IBD

Class -

QT
QTc 2 3

12

SLE

NYHA

3 10mg/kg

11

3mg/kg 40 10mg/kg 42

10mg/kg 12

WHO

24

DTH

PFS

MRNA

CR
CR PR SD
oS 1

MRNA

PR

12




3mg/kg 10mg/kg
n=40 n=42
SD 53.9 (13.7) 56.2 (15.4)
28 (70.0) 24 (57.1)
12 (30.0) 18 (42.9)
ECOG PS
0 25 (62.5) 27 (64.3)
1 15 (37.5) 15 (35.7)
M
MO 0 2 ( 4.8)
M1la 12 (30.0) 9 (21.4)
M1b 6 ( 15.0) 3(7.1)
Milc 22 (55.0) 28 (66.7)
39 (97.5) 41 (97.6)
0 1( 2.4)
1( 2.5) 0
cm SD 172.2 (10.6) 170.1 (11.7)
kg SD 81.7 (14.6) 76.9 (18.5)
12 ALC p=0.00042
CR PR
24 SD
4 p=0.005
FoxP3 p=0.014
-2,3- IDO T
p=0.012 ALC
SNP
A 0201 medium- resolution HLA-A
T
T
SNP HLA-A 0201 medium-resolution HLA-A
Grade




%

3mg/kg 10mg/kg
n=40 n=42
CR PR 375 5119
95% % 1.6,20.4 40,256
CR 0 124
PR 375 4 95
SD 10 25.0 371
PD 19 475 24 57.1
8 20.0 10 238 7
* Clopper-Pearson
1 4 4
f1 5 5
WHO
0S
3mg/kg 10mg/kg
n=40 n=42
29 72.5% 31 73.8%
0s 12.8 11.2
95% 9.5,17.6 6.1,16.9
1 % 52.0 45.2
95% 36.6, 67.3 31.0,59.5
18 % 33.8 35.2
95% 19.8,49.1 21.2,49.9
PFS
3mg/kg 10mg/kg
n=40 n=42
PD 28 70.0% 32 76.2%
PFS 2.63 2.56
95% 2.56, 3.88 2.50, 2.66
12 % 57.64 40.54
1 % 22.22 13.51
CR PR SD 9% 3mg/kg 32.5% 18.6, 49.1
10mg/kg 19.0% 8.6, 34.1
3mg/kg 82.5% 33/40 10mg/kg 76.2% 32/42
10% 3mg/kg 25.0% 10/40 15.0% 6/40

27.5% 11/40
10.0% 4/40
31.0% 13/42
14.3% 6/42

35.7% 15/42

22.5% 9/40
10.0% 4/40

21.4% 9/42

10mg/kg
23.8% 10/42

42.5% 17/40 17.5% 7/40
45.2% 19/42
31.0% 13/42

11.9% 5/42

Grade 3 3mg/kg 15.0% 6/40 10mg/kg 31.0% 13/42
2 1
1 3mg/kg 3 4




MDX010-20 23

gp100
3
HLA-A 0201 / 1783
gp100 403 137 gpl00 136
1
2 /
318
4 HLA-A 0201
5 IL-2 1
1 1
PR/CR PR/CR
6 28
14
7 1
B- HCG
B-HCG
8
94

10 Eastern Cooperative Oncology Group ECOG performance status 0 1
11
12 HIV B C

3 CNS
4 CTLA-4

5 gp100

8 IFA  Montanide ISA-51

9 IL-2

10

64—




311

gpl100 403 3mg/kg gpl00 3 4
137 3mg/kg gpl00 3 4
gpl00 136 gp100 3 4
oS
PFS
(0K gp100 gpl100 oS
M LDH IL-2
gp100 gp100
n=403 n=137 n=136
55.6 56.8 57.4
247 61.3 81 59.1 73 53.7
156 38.7 56 40.9 63 46.3
ECOG PS !
0 232 57.6 72 52.6 70 515
1 166 41.2 64 46.7 61 44.9
2 4 1.0 0.7 2.9
3 1 0.2 0
0 0.7
M 2
MO 5 1.2 1 07 4 29
M1la 37 9.2 14 10.2 11 8.1
M1b 76 18.9 22 16.1 23 16.9
Mlc 285 70.7 100 73.0 98 72.1
LDH
252 62.5 84 61.3 81 59.6
149 37.0 53 38.7 52 38.2
2 05 0 3 22
CNS 46 11.4 15 10.9 21 154
42 104 15 10.9 20 147
CNS 39 97 15 10.9 19 14.0
403 100.0 137 100.0 136 100.0
IL-2 89 221 32 234 33 243
1 ECOG 0 5 5
2 M AJCC TNM

65—




67.2% gp100 63.7% 4

— AF|+gp1 006t A%
L T AR
0.8 4 -——- gp100F¥

BHREHEHD

LI | T LI T T T T T L | T LI
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56(R)
URTE
AEl+gp1 00 HB 403 297 223 163 115 81 54 42 33 24 17 7 6 4 O
AFlB 137106 79 56 38 30 24 18 13 13 8 5 2 1 O
gp100% 136 93 58 32 23 17 16 7 5 5 3 1 0 0 O

From N Engl J Med, Hodi FS, et al., 363 8 , 711-723. Copyright© 2010 Massachusetts Medical Society.

All rights reserved Translated with permission.

gp100 gp100
n=403 n=137 n=136
306 100 119
10.0 10.1 6.4
95% 85,115 8.0,13.8 55,87
gp100 0.68 0.66
95% 055, 0.85 0.51,0.87 -
gp100 p ! 0.0004
0.05 0.0026 -
1.04
95% 0.83,1.30 - -
p ! 0.7575 - -
1 % 436 456 253
95% 38.6,48.5 37.0,54.1 | 18.1,32.9
2 % 216 235 137
95% 17.2,26.1 16.0,315 | 8.0,20.0
f M MO0 Mila M1b vs Mlc IL-2 2

log-rank
ITT

~66-




gp100 gp100
=403 n=137 n=136
% CR PR 23 5.7 15 10.9 215
95% 3.7,84 6.3,17.4 0.2,5.2
gp100 vs gpl100 0.0433
p vs gp100 0.0012
gp100 VS 0.0402
% CR PR SD 81 20.1 39 285 15 11.0
95% 16.3,24.3 21.1,36.8 6.3,17.5
CR 1 02 2 15 0
PR 22 55 13 95 2 15
SD 58 144 24 175 13 9.6
PD 239 59.3 70 51.1 89 65.4
83 20.6 28 20.4 32 235
PFS 2.76 2.86 2.76
95% 2.73,2.79 2.76,3.02 2.73,2.83
gp100 vs gpl00 0.81 0.66, 1.00
95% , vs gp100 0.64 0.50, 0.83
gp100 Vs 1.25 1.01,1.53
2.76 2.86 2.76
95% 2.73,2.79 2.76, 3.02 2.73,2.83
23 15 2
95% 3.324 2.991,3.737 | 3.176 2.753,3598 | 2.743 2.117,33710
23 15 2
95% 11.47 5.36, 28.09, 2.00,
M MO Mla MlbvsMic IL-2 Vs Cochran-
Mantel- Haenszel
# M MO Mla MlbvsMic IL-2 Vs Cox
ITT
gp100 88.9% 338/380 80.2 105/131  gpl00
78.8  104/132 15% gp100
30.3% 115/380 28.7% 109/380 23.9% 91/380
19.2% 73/380 17.6% 67/380 17.6% 67/380
27.5% 36/131 24.4% 32/131 24.4% 32/131 23.7%
31/131 19.1% 25/131 gp100 19.7% 26/132

19.7% 26/132 17.4% 23/132

1 3mg/kg 3 4




CA209069 48:49

179
N+l 95 47

118
2 AJCC /
3 ECOGPS 0 1

(6]

RECIST 11 CT MRI

7 FDA BRAF V600
BRAF V600 BRAF V600

8 28 MRI
MRI CT
2 10mg/

w

6 14 10mg/

10mg/
7 PD-1 PD-L1 PD-L2 CTLA-4 T

BRAF V600

N+I
3mg/kg 1mg/kg 3 4 3mg/kg

3mg/kg 3 4

BRAF
BRAF PFS BRAF
PFS




N+
n=95 n=47
64.0 67.0
27 87 31 80
63 66.3 32 68.1
32 33.7 15 31.9
LDH
70 73.7 36 76.6
24 253 11 234
2 88 92.6 46 97.9
2 6 6.3 121
111 0
4 4.2 0
90 64.7 47 100.0
111 0
ECOGPS N %
0 79 83.2 37 78.7
1 14 14.7 10 21.3
2 2 21 0
M
MO 8 84 5 10.6
M1la 15 15.8 8 17.0
M1b 27 284 12 255
Mlc 44 46.3 21 447
111 121
BRAF
22 23.2 10 21.3
73 76.8 37 78.7
BRAF
BRAF 10.8 N+I 61.1
N+I
12.96 95 3.91 54.49 Fisher p<0.0001
%
BRAF
N+ N+
n=72 n=37 n=95 n=47
CR PR 44 61.1 4 10.8 56 58.9 5 10.6
95 48.9,72.4 3.0,254 48.4,68.9 3.5,23.1
CR 16 22.2 0 0.0 21 22.1 0 0.0
PR 28 38.9 4 10.8 35 36.8 5 10.6
SD 9 125 13 35.1 12 12.6 14 29.8
PD 10 13.9 15 40.5 15 15.8 22 46.8
9 125 5 135 12 12.6 6 12.8
12.19
95 3.91, 54.49 441, 33.68
p p<0.0001* p<0.0001°
Clopper-Pearson
#Fisher
§ Cochran-Mantel-Haenszel
BRAF
RECIST 1.1
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BRAF PFS

BRAF N+l
0.40 95 0.23, 0.68 log-rank p 0.0006 Kaplan-
Meier N+I1
4.44 95 2.76,5.75
1.0
— KRR T AR BRE
0.9 - —mmee AHIEIREE
0.8 -| i
5
0.7 1 L
& 0.6 H
-] !
= e mn
% 0.5 Lﬂ'L
% 04 \
= Li_e
0.3 te-n
RO i
0.2 T
0.1
00 B T T T T T ]
0 3 6 9 12 15 18
|ISEETFHRE (B)
Do
RV T+AEIG AR 72 54 45 38 20 1 0
AF|BIREF 37 20 9 6 2 0 0
N+I
n=72 n=37
30 41.7 25 67.6
0.40
95 0.23,0.68
p * p=0.0006
4.44
95 , 2.76,5.75
Cox
# log-rank
BRAF
BRAF
%
N+l
n=23 n=10
CR PR 12 52.2 1 10.0
95 30.6, 73.2 0.3,44.5
CR 5 217 0 0.0
PR 7 304 1 10.0
SD 3 13.0 1 10.0
PD 5 217 7 70.0
3 13.0 1 10.0
Clopper-Pearson
BRAF
RECIST 1.1




BRAF PFS
Kaplan-Meier BRAF
N+l 851 2.73 BRAF
BRAF
1.0 4
— DRI HEHEIGRR
0.9 —-— AEEIREF
0.8
0.7
% 0.6 B
- |
T 1
% 0.5 - :
% 04 i.
0.3 i
L
0.2 i
0.1 - I
0.0 E T T T T T T T i T T ; ; |
0 3 6 9 12 15
BEBEFER(A)
DRI
ZKWRTHAEIGRE 23 15 13 9 6 0
AREIEHREE 10 2 1 1 0 0
BRAF
N+I 915 86/94 91.3 42/46
20 N+I 39.4  37/94
36.2  34/94 340 32/94
21.3  20/94 20.2
19/94 435  20/46 326  15/46
26.1 12/46 23.9 11/46
N+l 479  45/94 19.6  9/46
N+l 36.2  34/94 8.7
4/46
N+l 2.1 2/94




3

CA209067

16-18

3
1,296
N 316 N+l 314
315
118
2 AJCC /
3 ECOGPS 0 1
4
6
5 RECIST 1.1 CT MRI
6
7 BRAF V600
BRAF V600
8 2
1
8 28 MRI
2
10mg/
2
3 3
43
5 1
6 14 10mg/
10mg/
7 PD-1 PD-L1 PD-L2 CTLA-4 T
8
3 PD-L1
BRAF V600 M-stage
MO0/M1a/M1b Mlc 111
PD-L1 verified version
5
N
3mg/kg 2
N+I
3mg/kg 1mg/kg 3 4 3mg/kg 2
3mg/kg 3 4
PFS (O}
OS PFS




0.04 PD-L1 BRAF
M log-rank
98 28 3
95 Cox
Kaplan-Meier 95 6
9 12 18 24 36
0.01 0sS
99.5 9 3
95 95 6 9 12 18 24 36
N+l N
n=315 n=314 n=316
62 61 60
18 89 18 88 25 90
202 64% 206 66% 202 64%
113 36% 108 34% 114 36%
PS ECOG
0 224 71 230 73 238 75
91 29 83 26 77 24
0 0 1 1
0 1 1 0
M
Milc 183 58 181 58 184 58
MO0/M1a/M1b 132 42 133 42 132 42
LDH
194 62 199 63 196 62
115 37 114 36 112 35
279 89 276 88 271 86
30 10 37 12 37 12
6 2 1 1 83
155 11 4 83
300 95 303 97 308 98
PD-L1 *
75 24 68 22 80 25
202 64 210 67 208 66
38 12 36 11 28 9
BRAF
97 31 101 32 100 32
218 69 213 68 216 68
mm
55.0 54.5 54.0
10 283 10 372 10 384
84 27 89 28 80 25
2 3 170 54 166 53 176 56
3 61 19 59 19 59 19
* 5%




PFS

N 0.57 995
0.43 0.76 p<0.0001 log-rank N
N+l 0.42 99.5 0.31
0.57 p<0.0001 log-rank N+l
Kaplan-Meier N 6.87
95 434 9.46 N+l 11.50 95 8.90 16.72
2.89 95 2.79 3.42
1.0
0.9 1 \ —a SRLTT B
0.8 1 v —k-- AR THAEI G R
o 071 ) %, - - AHEHE
0.6
§ o5
it;: 0.4 -
0.3 %—_\‘_% | I——
812 i _@-%'@%—@see@——ea
OO 7\ T T T T T T T T T T T T
0 3 6 9 12 15 18 21
BEEEFHRE(A)
R
ZHRNTTEIREE 316 177 147 124 50 9 1 0
SRR T+AEIHEE 314 219 173 151 65 11 1 0
AEIHIRE 315 137 77 54 24 4 0 0
N+l N
n=315 n=314 n=316
234 74.3 151 48.1 174 55.1
0.42} 0.57*
99.5 0.31,0.57 0.43,0.76
p ' — p<0.0001 p<0.0001
2.89 11.50 6.87
95 2.79,3.42 8.90, 16.72 4.34,9.46
" PD-L1 BRAF M-stage Cox
#
TpD-L1 BRAF M-stage log-rank
oS
N 0.63 98
0.48 0.81 p<0.0001 log-rank N
N+l 055 98 0.42 0.72
p<0.0001 log-rank N+I
Kaplan-Meier N N+l
19.98 95 17.08 24.61
467 28
644




1.0 +
0.9 7 —a— AT EIREE
0.8 1 —ok—- AR THARFIGE R
0.7 A --o-- ANHIBIRE
06 - TSl R T "
Z 05
F 04
= 0.3 A
0.2 A
0.1 -
oo+
0 3 6 9 12 15 18 21 24 27 30 33 36 39
EFHAE(A)
YZTE
SRV T TEMREE 316 292 265 244 230 213 201 191 181 175 157 55 3 0O
ZHRIRTHABIAR 314 292 265 247 226 221 209 200 198 192 170 49 7 O
FEIBIEE 315 285 254 228 205 182 164 149 136 129 104 34 4 O
N+ N
n=315 n=314 n=316
197 62.5 128 40.8 142 44.9
. 0.55% 0.63*
98 0.42,0.72 0.48,0.81
p ! — p<0.0001 p<0.0001
19.98
95 17.08, 24.61 ) 29.08,
iPD—Ll BRAF M-stage Cox
#
TpD-L1 BRAF M-stage log-rank
N 43.7 N+l 57.6 19.0
N 3.40 99.5 202 572
Cochran-Mantel-Haenszel p<0.0001 N+l 6.11 99.5
3.59 10.38 Cochran- Mantel-Haenszel p<0.0001
%
N-+I N
n=315 n=314 n=316
CR PR 60 19.0 181 57.6 138 43.7
95 14.9,23.8 52.0, 63.2 38.1,49.3
CR 7 22 36 11.5 28 8.9
PR 53 16.8 145 46.2 110 34.8
SD 69 21.9 41 13.1 34 10.8
PD 154 48.9 71 22.6 119 37.7
32 10.2 21 6.7 25 7.9
Clopper-Pearson
PD-L1
OS PD-L1 1
PD-L1 PD-L1
PD-L1 1 N+l
95 26.45, N 23.46 95 13.01,
18.56 95 13.67, 23.20 PD-L1
1 N+l N 95 ,
22.11 95 17.08, 29.67




PD-L1 1

Kaplan-Meier

104 e AT R
09 - -k SR THAHI R
0.8 --o - AH|BIhE
074 NS,
2 06
£ 05 |
7
¥ 04
0.3 4
0.2
0.1 4
0'07\‘\“\ T L L B L L B B B B
0 3 6 9 12 15 18 21 24 27 30 33 36 39
£ ()
YR
—AHILCT BB 117 103 86 76 73 65 62 59 57 55 50 16 2 O
RIS THAFIGEER 123 113 102 91 82 82 79 74 74 72 66 18 4 0
AF)BILE 113 96 87 79 71 61 57 50 44 43 32 10 1 0
PD-L1 1 Kaplan-Meier
1.0 4 o LT BB
0.9 4 ke R THAHIG R
0.8 - --o- KH|IBIREE
0.7
& 0.6
£ 05
=
= 04
0.3
0.2
0.1 4
0'07\”\H\H\H\H\H\H\H\H\H\H\H\H\
0 3 6 9 12 15 18 21 24 27 30 33 36 39
SR (A)
2%
ZRIVTTEMEF 171 165 158 148 139 131 122 117 112 109 98 36 1 0
ZHRIRTHAFIGAR 155 144 132 127 116 112 105 102 101 99 85 27 3 0
AFIB B 164 155 138 126 115 102 89 83 77 74 64 21 2 0
PD-L1
95 95
N+ 123
. 26.45, 0.59
113 18.56 0.42,0.83
13.67, 23.20
N+ 155
1 , 0.54
164 22.11 0.39, 0.74
17.08, 29.67
N+ 123
) 26.45, 0.74
23.46 0.52,1.06
N 17 13.01,
N+ 155
1 , 1.03
0.72,1.48
N 171




N 86.3  270/313
86.2 268/311
15 N
72/313
454  142/313 37.7  118/313
91/313 28.1 88/313
18.8  59/313
16.3 51/313
36.3  113/311 33.8
219 68/311 164 51/311
N 9.9 31/313
225 70/311
N
124/313 16.1  50/311
100
1
N+l 100

N+l

214

95.8  300/313
355  111/313
67/313 N+l
358  112/313
19.2  60/313
16.0 50/313
105/311 28.6  89/311
N+l 48.6  152/313
115  36/313 N+l
N 1
N+l
2

23.0

29.1

39.6




3

ONO-4538-16/CA209214 1213

3
1,390
N+l 550 546
118
2
3 AJCC
4
1 VEGF VEGF
6
5 Karnofsky Performance Status KPS 70
6 RECIST 1.1
7
8 IMDC * favorable intermediate poor
favorable intermediate poor 2
intermediate poor IMDC
1
KPS 70
1
LLN
10mg/dL
ULN
ULN
favorable
favorable intermediate poor
* International Metastatic RCC Database Consortium
1
MRI CT
28
2 VEGF VEGF
tivozanib
3 PD-1 PD-L1 PD-L2 CD137 Cytotoxic T
lymphocyte-associated antigen-4 CTLA-4 T




N+I 1mg/kg 3mg/kg 3 4
3mg/kg 2
50mg 4 11 2
IMDC Intermediate/Poor 0Ss
PFS
0sS
0.05
0.04 0.001 0.009
6
465 639
330
52 479
75 2
Intermediate/Poor
IMDC 0.04 log-rank
1 1
O'Brien-Fleming a 0.002
99.8
328 51
Kaplan-Meier 0OS 95
100x 1 «
IMDC Cox
12 3 95
12 18
Intermediate/Poor IRRC
Clopper-Pearson 95
0.001
DerSimonian-Laird
ORR 95
Intermediate/Poor
0.009 log-rank
Kaplan-Meier
95 99.1
IMDC Cox
1 2
95
IMDC Intermediate/Poor
N+I N+I
n=425 n=422 n=550 n=546
62 26 85 61 21 85| 6226 85 | 6221 85
314 74 301 71 413 75 395 72
111 26 121 29 137 25 151 28
IMDC
Favorable 0 0 125 23 124 23
Intermediate 334 79 333 79 334 61 333 61
Poor 91 21 89 21 91 17 89 16




IMDC Intermediate/Poor
N+ N+
n=425 n=422 n=550 n=546
112 26 111 26 154 28 153 28
148 35 146 35 201 37 199 36
165 39 165 39 195 35 194 36
PD-L1 /
284/384 74 | 278/392 71 | 386/499 77 | 376/503 75
100/384 26 114/392 29 | 113/499 23 | 127/503 25
| 5212 | 5212 | 6311 | 7013
| 34180 | 31976 | 45382 | 43780
1
1 90 21 84 20 123 22 118 22
2 335 79 337 80 427 78 427 78
294 69 296 70 381 69 373 68
190 45 216 51 246 45 268 49
2 95 22 97 23 112 20 119 22
88 21 89 21 99 18 107 20
1
2
oS
IMDC Intermediate/Poor
a 0.002 N+l
0.63 99.8 0.44 0.89 p<0.0001 log-rank
Kaplan-Meier N+I
25.95 95
22.08
1.0 —a— N T ARG AR
0.91 —O— I RZFTH
0.8+
0.7 1
& 06
£ osl
$
0.4
0.3+
0.2
0.14
oco{__
0 3 6 9 12 15 18 21 24 27 30 33
N E7FERR ()
YR
SRV THAFIGER 425 399 372 348 332 318 300 241 119 44 2 0
Z2=ZF-JEt 422 387 352 315 288 253 225 179 89 34 3 0
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Kaplan-Meier

N-+I
n=425 n=422
140 32.9 188 445
0.63
99.8 0.44,0.89
p T p<0.0001
25.95
95 28.16, 22.08,
12 80.1 72.1
95 75.9, 83.6 67.4,76.2
IMDC Cox
TIMDC log-rank
IMDC Intermediate/Poor
PFS IRRC
IMDC Intermediate/Poor
N+I 0.82 99.1 0.64 1.05 log-rank
p 0.0331 o =0.009
N+l 11.56 95
8.71 1551 8.38 95 7.03 10.81
1.04 —A— SRS THAEIG R
0.9 —O— 1 XZFZTR
0.8
& 07
*;E? 0.6
% 0.5
® 0.4
0.3
0.2
0.1
0.0
3 6 9 12 15 18 21 24 27 30
E|IEE %
- EIEEEIFARR (B)
ZARNTTHAENAE 425 304 233 187 163 149 118 46 17 3 0
2=F=J8 422 282 191 139 107 86 57 33 11 1 0
N+I
n=425 n=422
228 53.6 228 54.0
0.82
99.1 0.64, 1.05
p ! p 0.0331
11.56 8.38
95 8.71,15.51 7.03, 10.81
IMDC Cox
TIMDC log-rank
IMDC Intermediate/Poor
IRRC
IMDC Intermediate/Poor N+l 416 95
36.9 46.5 265 95 22.4 31.0 N+I
95
16.0 95 9.8 22.2
DerSimonian and Laird ~ p<0.0001

95

N+l
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%

N+l
n=425 n=422
CR PR 177 416 112 26.5
95 # 36.9, 46.5 22.4,31.0
CR 40 9.4 512
PR 137 32.2 107 25.4
SD 133 31.3 188 44.5
PD 83 19.5 72 17.1
3173 50 11.8
# Clopper-Pearson 95
IMDC Intermediate/Poor
IRRC RECIST 11
oS
a =0.002
N+ 0.68 99.8
0.49 0.95 p=0.0003 log-rank Kaplan-Meier
N+I
32.92 95
1.0+

—A— TR T+ AEIG B

- AZFTE

0.9
0.8+
0.74 “@oawy,
» 061 M
£ os
S
0.4+
0.3
0.2
0.1
oo _
0 3 6 9 12 15 18 21 24 27 30 33
) £ (R)
YR
ZAHRIVRTHARINAR 550 523 492 464 443 426 404 339 197 71 4 0
Z=F=Jf 546 506 471 432 402 363 334 283 173 66 6 0
N+l
n=550 n=546
161 29.3 204 37.4
0.68
99.8 0.49, 0.95
p T p=0.0003
32.92
95 ) )
6 91.3 89.3
95 88.6,93.4 86.3,91.6
12 83.1 77.4
95 79.7, 86.0 73.6, 80.8
IMDC Cox
TIMDC log-rank
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N+l 93.1  509/547 97.4  521/535

15 N+l 36.9% 202 28.2%
154 26.5% 145 21.6% 118 19.9 109 16.5
90 155 85 52.0% 278
49.3% 264 43.2% 231 40.4% 216
378 202 33.5% 179 28.4 152 279 149
250 134 249 133 20.6 110
179 96 178 95 170 91 155 83
N+l 296 162 151 81
N+l 216 118 11.8 63
N-+I 7
1 4 2 1
30 N+l
3 2 1
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MSI-High

3 ONO-4538-87/CA2098HW *1 2324
MSI-High
dMMR
*2
MSI-High dMMR 303
N+l 202
ICC 101
118 ECOGPS 0 1
2 MSI-High dMMR MSI-
High
3
6
4 RECIST 1.1 CT MRI
5
1
2 1
3
4 14 10mg/
5 2
6 PD-1 PD-L1 PD-L2 CTLA-4 T
7
N+I 1mg/kg 240mg 3 4
480mg 4
ICC MFOLFOX6/mFOLFOX6 /mFOLFOX6 /FOLFIRV/
FOLFIRI /[FOLFIRI 2
MSI-High
PFS BICR N+l ICC
MSI-High
PFS MSI-High
PFS BICR N+l ICC
graphical
approach
PFS BICR
log-rank
100x 1 % Cl
Cox
PFS Kaplan-Meier Brookmeyer and Crowley
95%Cl 6 12 PFS
95%ClI PFS Kaplan-Meier




N+l ICC
n=202 n=101
n=202 n=13 n=101 n=7
62.0 73.0 65.0 49.0
21 86 35 82 26 87 41 73
95 47.0 7 53.8 45 44.6 4 57.1
107 53.0 6 46.2 56 55.4 3 429
176 87.1 0 85 84.2 0
2 10 0 2 20 0
19 94 13 100.0 13 12.9 7 100.0
5 25 0 1 10 0
133 65.8 0 71 70.3 0
19 94 13 100.0 11 10.9 7 100.0
50 24.8 0 19 18.8 0
ECOG PS
0 111 55.0 10 76.9 52 515 6 85.7
1 91 45.0 3 231 49 485 1143
43 21.3 177 17 16.8 0
73 36.1 6 46.2 35 34.7 1143
85 42.1 6 46.2 49 48.5 6 85.7
1 05 0 0 0
64 31.7 2 154 33 32.7 1143
138 68.3 11 84.6 68 67.3 6 85.7
BRAF/KRAS/NRAS
BRAF/KRAS/NRAS 47 23.3 5 385 23 22.8 2 28.6
BRAF 52 25.7 3 231 24 23.8 2 28.6
KRAS NRAS 43 21.3 4 30.8 21 20.8 2 28.6
BRAF KRAS/NRAS 5 25 1 77 2 20 0
55 27.2 0 31 30.7 1143
MSI-High
dMMRg 171 84.7 13 100.0 84 83.2 7 100.0
MSS pMMR 21 104 0 12 11.9 0
* 10 5.0 0 5 5.0 0
PD-L1
1% 43 21.3 5 385 12 11.9 1143
1% 145 71.8 8 61.5 80 79.2 6 85.7
/ 3 15 0 0 0
11 54 0 9 89 0
1 117 57.9 8 61.5 64 63.4 6 85.7
1 3 58 28.7 3 231 24 23.8 1143
3 27 134 2 154 12 11.9 0
0 0 110 0
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PFS BICR MSI-High

MSI-High BICR
ICC N+l 021 9791 0.13 0.35
p<0.0001 log-rank 0.0209 Kaplan-Meier
BICR N+l 95
38.44 ICC 5.85 95 437 7.79

e N+ IHERE
ICCHR

{HTk
o
o

0 3 6 9 12 15 18 21 24 27 30 33 36 89 42 45 48
anm FNELTOR (3)

N+HIfAIBE 171 144 132 122 108 85 92 77 64 53 42 3F 22 10 9
ICCEf B84 53 28 20 10 B & & 3 2 0 O 0 0 © 0

[= =

N+l ICC
n=171 n=84
48 28.1 52 61.9
0.21
97.91 0.13,0.35
p ™ p 0.0001
5.85
95 38.44, 4.37,7.79
6 82.08 48.18
95 75.37,87.11 35.58, 59.69
12 78.69 20.62
95 71.57,84.22 11.18, 32.05
Cox
! log-rank
§ 0.0209
MSI-High
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PFS MSI-High
MSI-High Kaplan-Meier
N+I 95
38.44 ICC 7.66 95 4.21 9.00 ICC
N+l 0.20 95 0.14 0.31
:}g* - N+ | FIE
ICCERY
0.8 -
0.7
ﬁ 0.6
g 0.5
E 0.4 -
0.3 -
0.2 4
(R
O+ T B e - B S
0O 3 6 9 12 15 1B 21 24 27 30 33 36 39 42 45
RS EWBETERE (R)
N+IHEE 171 145 137 126 114 100 97 B2 70 &7 47 40 25 10 9 1
ICCH 84 490 34 23 2 9 8 & 4 3 1 1 1 © 0 0
N+ ICC
n=171 n=84
48 28.1 55 65.5
0.20
95 0.14,0.31
7.66
95 38.44, 4.21,9.00
6 83.51 50.22
95 77.01, 88.30 38.18, 61.09
12 80.31 19.11
95 73.43, 85.59 10.06, 30.34

MSI-High

Cox

4a




PFS BICR MSI-High
MSI-High Kaplan-Meier
BICR N+ 95 34.30
ICC 6.21 95 4.70 9.00 ICC N+l
0.32 95 0.23 0.46
;:gf = N+I{HEM
ICCH
0.8+
0.7 A
ﬁ 0B
g 05
& 04
* 0.3 1
0.2
01
0 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48
YRSE MBS TIR (R)
M+ EHEEF 202 155 141 130 116 99 95 80 67 56 45 40 25 11§ 1 O
cCH 101 64 35 25 14 &8 & 6 4 2 0O 0O 0O 0O 0 0 0
N+l ICC
n=202 n=101
73 62
0.32
95 0.23,0.46
6.21
95 34.30, 4.70, 9.00
6 74.54 50.09
95 67.83, 80.05 38.45, 60.65
12 71.15 23.70
95 64.19, 77.00 14.32,34.41
Cox
MSI-High
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PFS IRRC MSI-High

MSI-High Kaplan-Meier
IRRC N+ 95
13.17, ICC 5.59 95 1.45, ICC
N+l 0.05 95 0.01 , 0.46
10 " |_‘ —e= N+ 1T ER
0.9
0.8 - = = = = a
074
,E 06
g 054
g 0.4 4
0.3
0.2
014
1 — ————————————————————— .
O 3 & 89 12 18 18 21 24 27 30 33 36
NELy BRI (R)
MR 13 13 13 12 1o T T8 5 4 3 3 0
10 ICC Kaplan-Meier
N+l ICC
n=13 n=7
2 4
* 0.05
95 0.01 ,0.46
5.59
95 13.17, 1.45,
Cox
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N+l 80.0  160/200 ICC 94.8 83/88
10 N+l 22.5% 45 21.0% 42
16.0% 32 14.0% 28 13.0% 26 10.5%
21 10.0% 20 ICC
51.1% 45 46.6% 41 35.2% 31 22.7% 20
21.6% 19 20.5% 18 15.9% 14
13.6% 12 12.5% 11 11.4%
10
N+l 19.0 38 ICC 193 17
N+l 165 33 ICC 318 28
N+l 2 ICC
1
N+I 846 11/13 ICC 100.0 6/6
2 N+l 38.5%
5 23.1% 3
15.4% 2 ICC 50.0% 3
33.3% 2
N+l 154 2 ICC 167 1
N+l 154 2 ICC 167 1
*1 1 2
ICC
*2 ICC N |
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ONO-4538-27/CA209227

Part 1 2728

2
2
1,739
A 396 B 396 C 397
D 187 F 186 G
177
118 International Association for the Study of Lung Cancer Classification 7
2 EGFR
ALK
3 PD-L1 IHC
4 Performance Status ECOG 0 1
5 Partla PD-L1 1 Part 1b PD-L1 1
1 EGFR EGFR
2 ALK ALK
3
Part 1a Part 1b
N+l Img/kg 6 3mg/kg 2
24 !
2 23 1 4 1
Part 1a
240mg 2 24 !
Part 1b
N+C 360mg 2
23 4 360mg 3
24 !
1
2 Dayl Day8
Dayl
1,000mg/m? 1,250mg/m? 75mg/m?
1,000mg/m? AUC 5 mg/mL
min
500mg/m? 75mg/m?
500mg/m? AUC 5 6 mg/mL min
500mg/m?
Part 1a PD-L1 1 N+l B
C
Partlb PD-L1 1 N+C G F
BICR
BICR
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Part 1a N+l B
log-rank
97.72
Kaplan-Meier
95
1
B C

Cox
Kaplan-Meier

PD-L1 1 Part 1a

N+l
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PD-L1 1 Partla PD-L1 Part 1b
N N
B c D F
n=396 n=397 n=187 n=186
255 260 138 125
64.4 655 73.8 67.2
141 137 29 61
356 345 26.2 328
640 640 630 640
. 199 207 107 9%
50.3 52.1 57.2 52.7
. 197 190 80 )
497 479 4238 473
299 305 143 133
755 76.8 765 715
4 5 o 2
10 13 11
84 82 a1 45
21.2 207 21.9 2.2
9 5 3 6
23 13 16 32
267 269 132 135
67.4 67.8 70.6 726
6 4 3 2
15 10 16 11
17 116 26 26
205 202 2.6 2.7
| 6 8 6 3
15 20 32 16
ECOG PS
0 135 134 69 57
341 3338 36.9 30.6
) 260 259 117 127
65.7 65.2 62.6 68.3
, 1 3 1 1
03 08 05 05
1 1
0 03 0 05
56 51 23 27
141 128 123 145
. 334 340 163 159
84.3 85.6 87.2 855
6 6 1 0
15 15 05
PD-L1
205 192
50 51.8 48.4 0 0
101 205
1-49 482 516 0 0
396 397
1 100.0 100.0 0 0
187 186
1 0 0 100.0 100.0
EGFR
3 5 4 2
0.8 13 21 11
205 204 141 146
745 741 75.4 785
% 98 42 38
24.7 2.7 25 20.4
ALK
0 0 0 0
222 211 109 103
56.1 53.1 58.3 5.4
174 186 78 83
439 46.9 417 44.6
396 397 187 186
177 168 168 161
0.4-196.7 0.5-203.8 05-172.3 051315
PD-L13
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OS Partla PD-L1 1

PD-L1 1 C N+
0.79 97.72 0.65, 0.96 p=0.0066 log-rank
N+I B Kaplan-Meier
N+ B 1708 95 14.95, 20.07
C 1488 95 12.71,16.72
1.0 o H
091 Xy e iememorn o
08+ -
0.7 4
4 064
% 05
= 0.4 1
03
0,2 4
0.1
3 i 8 12 15 18 21 24 27 30 33 38 33 42 4E
Uz ETFENE ()
AEB LT e 996 341 205 264 244 212 190 165 163 145 120 91 41 9 1 0O
{eMEM(CH) 397 350 306 250 2168 190 166 141 126 112 93 &7 22 6 1 ]
N+
B c
n=396 n=397
258 65.2 298 75.1
. 0.79
97.72 0.65, 0.96
p ¥ 0.0066
17.08 14.88
95 14.95, 20.07 12.71, 16.72
24 40.0 32.8
95 35.1, 44.9 28.2,375
Cox
# log-rank p 0.0228
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OS Part1lb PD-L1 1

PD-L1 1 F
N+l D 0.62 95 0.48, 0.78 Kaplan-
Meier N+ D 17.15 95
12.85, 22.05 F 12.19 95 9.17,14.32
104
—&— =TT+ EHM AN DN
091 =ty = ZHULTF SRS R R (GEE)
oad ot (LSRR (FRY)
07
4 OB
% 05
- 4 0.4 -
0.3 -
ne ) m
o eI
0.0 +————s . . e N — —
O 3 B 9 12 15 18 21 24 27 30 33 36 39 a8
Yo% A (R)
;ﬁﬁﬂ?&iﬁ 187 165 142 120 110 100 87 80 73 69 53 34 19 8 0
{H’H;g#i;“’:l 177 150 130 119 102 88 78 67 50 48 40 23 9 0
{EMEB(FE) 186 164 135 107 92 74 G2 49 41 35 23 18 12 5§ o
N+
D F
n=187 n=186
119 63.6 156 83.9
* 0.62
95 0.48,0.78
17.15 12.19
95 12.85, 22.05 9.17, 14.32
24 40.4 23.0
95 333,474 17.2,29.3
Cox
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PFS BICR
Part1a PD-L1 1

PD-L1 1 C N+l
0.82 975 0.67, 0.99 Kaplan-Meier
N+l B 5.06 95 4.07, 6.31
5.55 95 4.63,5.82
10
—o— T AR (O
08 ---+---{ LM R (CH)
0B
07
ﬂ 06
g 05
g 0.4
0.3
0z
01
0.0 . . . . v . v v v v ’
0 3 6 8 12 15 18 21 24 27 30 33 36 a8
yzeE RIMEE TR ()

ARAOE e 396 221 168 130 108 91 83 73 65 6 47 3 7 0O
{EAPMEEB(CHY) 397 253 130 63 44 32 23 17 12 12 & 2 1 0
N+l

B C

n=396 n=397

288 72.7 286 72.0
0.82

[97.5 ] 0.67,0.99

5.06 5.55
95 4.07, 6.31 4.63,5.82
24 22.2 7.0
95 17.9,26.7 4.2,10.8

* Cox
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Part 1b PD-L1 1

PD-L1 1 F
N+l D 0.75 95 0.59, 0.96 Kaplan-
Meier N+1 D 5.06 95
3.15, 6.37 F 4.70 95 4.21,5.59
1.0
—— = ERT T4+ EFE FE (D)
ik == SR TS AT R R (GEF)
0.8 -==+-=- {SEH i BY (FEY)
o7
ﬁ 08
g 0.5
% o4
0.3
0.2
0.1 :
0.0 S ——————k
0 a 5] Q 12 15 18 21 24 27 a0 a3 as ac
- WABETIR (4)
sREANoa, 187 95 65 50 42 3 3 2 20 19 15 9 4 0O
{t.'f!iiﬁl}:{?ﬁjl;l; 177 135 73 48 37 26 19 15 10 10 10
fL¥ME(FE) 185 121 57 22 18 12 8 & 5 3 o 0
N+
D F
n=187 n=186
137 733 151 81.2
* 0.75
95 0.59, 0.96
5.06 4.70
95 3.15, 6.37 4.21,5.59
24 16.3 4.6
95 10.8,22.9 18,94
* Cox
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BICR
Part1a PD-L1 1

PD-L1 1 N-+I 35.9 95
40.8 C 30.0 95 255,347
N+I
B C
n=396 n=397
CR PR 142 359 119 30.0
95 31.1,40.8 255,347
CR 23 58 7 18
PR 119 30.1 112 28.2
SD 116 29.3 190 47.9
PD 90 22.7 50 12.6
48 121 38 9.6
Clopper-Pearson
BICR RECIST 11
Part 1b PD-L1 1
PD-L1 1 N+l 27.3 95
34.3 F 23.1 95 17.3,29.8
N+l
D F
n=187 n=186
CR PR 51 27.3 43 231
95 " 21.0,34.3 17.3,29.8
CR 4 21 2 11
PR 47 25.1 41 220
SD 73 39.0 97 52.2
PD 45 24.1 24 129
18 9.6 22 118
Clopper-Pearson
BICR RECIST 11

311,

21.0,
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os
Partla PD-L1 1

PD-L1 1 Kaplan-Meier
N+I B 95 15.21, —
C 28.94 95 23.75, — C
N+l B 0.83 95 0.46, 1.52

Y — e =T AR R ()
084 - ---+---{LEMER (CE)
o081 00 Pl .
074 LT
4 06 :
:;" 054 Tty
E 04l B e i
0.3
024
o1
0.0 T P S —
0 3 6 © 12 15 18 21 24 27 30 33 38 39 42 48
Uxem EERE(A)

AP ONGn 4 98 36 35 35 20 24 23 23 23 28 18 12 4 1 0
{fESMGEB(CH) 48 46 43 39 38 356 45 33 29 26 23 1@ W0 2 0 0
N+l

B C
n=41 n=48
18 439 26 54.2
* 0.83
95 0.46, 1.52
28.94
95 15.21, — 23.75, —
12 85.4 80.9
95 70.3,93.1 66.4, 89.5
24 56.1 61.7
95 39.7, 69.6 46.3,73.9

Cox
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Part1b PD-L1 1

PD-L1 1 Kaplan-Meier
N+l D 95 19.35, —
F 18.23 95 7.39, 30.26 F
N+I D 0.44 95 0.21,0.91
1.0
—&— = HNT T+ BT EN (DH)
081 %, = — AT FHERRGAT R (G
0.8 . ===eee { LRI B (F )
0.7
& 081 - S e
& 05 ey
® o ol
031 R S
0.2 1 T bty arnan s ees
0.1 4
A1 S N — -
0 3 & O 12 15 1B 21 24 27 30 33 36 3 42 48
YRS ETFRIE(R)

]Fmﬁ‘#ﬁ*; 25 24 22 PO 20 19 18 16 14 14 12 B 5 4 2 0O

rmsEaNW, %5 22 20 20 15 1 8 9 8 7 6 6 1 0 0 0
{L9RGEEE(FY) 20 29 25 18 15 14 14 11 9 ®% 9 & 4 2 0O 0

N+l
D F
n=25 n=29
11 440 21 724
" 0.44
95 0.21,0.91
18.23
95 19.35, — 7.39, 30.26
12 80.0 55.7
95 58.4,91.1 35.4,71.9
24 56.0 33.4
95 34.8,72.7 16.8,51.0

Cox
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PFS BICR
Partla PD-L1 1

PD-L1 Kaplan-Meier
N+I B 19.45 95 5.55,
30.42 C 6.74 95 4.30, 8.28
C N+I B 0.65 95 0.38,
1.12
1.0+
H —a— —HNT T+ E R (DR
e {4 MR (CEY)
0.8 1 -
07
’ﬁ 061
A 0.5
% o4
0.3 1
0.2 1
0.1 1
a0 , r T . : r . r : .
0 3 6 8 12 15 18 21 24 27 30 33 36 38
Yz RN ()

SMAOE ey 41 30 24 20 2 19 17 16 16 165 11 8 2 0
feemkBicl) 48 a3F 19 1w & B & 5 4 4 4 2 1 0
N+l

B C
n=41 n=48
25 61.0 31 64.6
" 0.65
95 0.38,1.12
19.45 6.74
95 5.55, 30.42 4.30, 8.28
12 56.7 29.2
95 39.7, 70.5 15.7,44.0
24 47.8 21.3
95 31.3,62.7 9.2, 36.6

Cox
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Part1b PD-L1 1

PD-L1 1 Kaplan-Meier
N+l D 7.23 95 2.89,
19.29 F 4.47 95 4.04, 7.00
F N+l D 0.61 95 0.31,
1.21
1.0
—5— = Nv 7+ &7 AE (D)
089 1 vs, —e—- ST A SR A PO R (GRY)
ogd | ---+--- { L4 A B (FEY)
07
= 064
i 05
g .4 4 ":i
0.3 T
0z .E i._ha\._._.\ _________ A —— 1
014 L“..u:_ ______________________________________ | N,
ool Y S —
a 6 8 12 1§ 18 21 24 27 a0 a3
Uz TR (A)
Ao 25 15 12 w0 6 6 6 3 3 3 3
vmaRaNGE, 2 19 8 6 3 2 2 1 1 1 0 0
{fEMElFlE) 23 20 6 2 1 i 1 1 1 1 o 0
N+
D F
n=25 n=29
19 76.0 19 655
* 0.61
95 0.31,1.21
7.23 447
95 2.89, 19.29 4.04,7.00
12 31.2 6.2
95 13.4,51.0 0.4,24.2
24 15.6 6.2
95 40,343 0.4,24.2
* Cox
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BICR

Partla PD-L1 1

PD-L1 1 N+l B
63.4 95 46.9, 77.9 C 39.6 95
25.8,54.7
N+I
B C
n=41 n=48
CR PR 26 63.4 19 39.6
95 " 46.9,77.9 25.8,54.7
CR 8 195 2 42
PR 18 439 17 354
SD 7 171 24 50.0
PD 7 171 4 83
1 24 1 21
Clopper-Pearson
BICR RECIST 11
Partlb PD-L1 1
PD-L1 1 N+ D 36.0
18.0,57.5 F 31.0 95 15.3,50.8
N+l
D F
n=25 n=29
9 36.0 9 310
95 - 18.0,57.5 15.3,50.8
CR 2 80 0
PR 7 28.0 9 310
SD 8 320 17 58.6
PD 6 240 2 6.9
2 80 1 34
Clopper-Pearson
BICR RECIST 11

95
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N+ B D 76.7% 442 C F 81.9% 467
10 N+l B D
170 98 144 83 142 82 132 76
125 72 102 59 c
F 36.1 206 330 188 196 112 18.9
108 172 98 149 85 135 77
126 72 112 64
N+ B D 245 141 C F
139 79
N+l B D 181 104
CF 91 52
30 N+ D 130 75
C F 65 37 N+
B D 5 2 1
CF 5 2 1
N+ B D 955 63
CF 9%.1 73 10 N+l
B D 318 21 258 17 212 14
182 12 152 10
136 9 121 8
106 7 CF 592 45 513 39
461 35 434 33 329 25
316 24 250 19 237 224 17
197 15 158 12
145 11 y
132 10
105 8
N+l B D 561 37 C F 171
13
N+ B D 288 19
C F 171 13
30 N+ 15 1
F
30
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ONO-4538-77/CA2099LA 29

2
719
361 358
18
EGFR
ALK
Performance Status ECOG 0 1
PD-L1 IHC
PD-L1 IHC
EGFR EGFR
19 21 L858R
EGFR
EGFR
FDA
EGFR
ALK ALK
FDA ALK
2
N+I+C Img/kg 6
360mg 3 3 2
3 1 Dayl 4
AUC 6 mg/mL min
200mg/m? 175mg/m?
AUC 5 6 mg/mL min 500mg/m?
75mg/m? 500mg/m?
500mg/m?
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BICR BICR

PD-L1
1 log-rank 2
96.71% Cox
Kaplan-Meier Kaplan-Meier
95%
N++C n=361 n=358
n=361 n=22 n=358 n=28
252 69.8 19 86.4 252 70.4 22 78.6
109 30.2 3 13.6 106 29.6 6 214
65.0 68.5 65.0 67.0
65 176 48.8 7 318 178 49.7 10 35.7
65 185 51.2 15 68.2 180 50.3 18 64.3
65
75 148 41.0 13 59.1 147 411 15 53.6
75 37 10.2 291 33 9.2 3 10.7
322 89.2 316 88.3
514 411
30 8.3 22 100.0 30 84 28 100.0
411 0 8 2.2 0
113 31.3 7 318 111 31.0 8 28.6
248 68.7 15 68.2 247 69.0 20 714
68 18.8 145 87 243 5179
63 17.5 5 227 58 16.2 5179
96 26.6 8 36.4 110 30.7 10 35.7
ECOG PS
0 113 31.3 10 455 112 31.3 12 429
1 247 68.4 12 545 245 68.4 16 57.1
103 0 103 0
315 87.3 20 90.9 305 85.2 24 85.7
46 12.7 291 53 14.8 4 14.3
PD-L1
1 135 37.4 9 40.9 129 36.0 12 42.9
1 203 56.2 13 59.1 203 56.7 16 57.1
1-49 127 35.2 8 36.4 106 29.6 9 32.1
50 76 21.1 5 227 97 27.1 7 25.0
21 58 0 25 7.0 0
2 0.6 0 103 0
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(O

N+I+C 0.69 96.71
0.55, 0.87 p=0.0006 log-rank N+I+C
Kaplan-Meier N+I+C
14.13 95 13.24, 16.16 10.74 95 9.46, 12.45
1.04
—A— LT R A
0.8 1 ==@= (B AN
0.8 4
0.7
& 06
% 0.5 4
- 0.4
0.3 1
0.2 A
0.1 1
0.0 T T T T T 1 ' )
3 & 9 12 15 18 21 24
R EFME(R)
SrlalakEl o961 o25 202 200 120 46 16 1 0
fb®iEEE 358 2 318 259 183 94 39 12 0 0
N+I+C
n=361 n=358
156 43.2 195 54.5
* 0.69
96.71 0.55, 0.87
p * 0.0006
14.13 10.74
95 13.24,16.16 9.46, 12.45
6 80.9 72.3
95 76.4,84.6 67.4,76.7
12 62.5 45.7
95 57.0,67.5 40.1,51.2
* PD-L1 1
Cox
# PD-L1 1
log-rank p 0.0329
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PFS BICR

N+I+C 0.70 97.48
0.57, 0.86 p=0.0001 log-rank N+I+C
Kaplan-Meier
N+1+C 6.83 95 5.55, 7.66 4.96 95
4.27,5.55
1.0 4
—— AT IR RS R
0.9 1 -=a=- {LEe R
0.8
0.7
ﬁ 06
% 051
E 0.4 -
0.3 4
021 Ny e
01
0.0 T T r T T 1
0 3 5] 2] 12 15 21
Uz iR (B
SriadaE a1 25t 173 99 35 0
{LSeMEN 358 230 104 56 17 8 o
N+I+C
n=361 n=358
232 64.3 249 69.6
i 0.70
97.48 0.57, 0.86
p * 0.0001
6.83 4.96
95 5.55, 7.66 4.27,5.55
6 51.7 35.9
95 46.2, 56.8 30.5,41.3
12 29.3 16.7
95 23.6, 35.2 12.2,21.8
* PD-L1 1
Cox
# PD-L1 1
log-rank p 0.0252
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BICR

N+1+C 377 95 32.7, 429 251 95
20.7,30.0 CMH p=0.0003
%
N+I+C
n=361 n=358
CR PR 136 37.7 90 25.1
9 . 32.7,42.9 207, 30.0
CR 719 308
PR 129 35.7 87 24.3
Sb 166 46.0 184 51.4
PD 32 89 45 12.6
24 6.6 30 8.4
308 925
“Clopper-Pearson
BICR RECIST 1.1
oS
Kaplan-Meier
15.44 95 11.93, 15.44 12.22 95
7.33, N+I+C 0.16 95
0.04,0.73
1.0 +—— i —— LT AR
094 ] | NPV, M A
' T, ==« {EEERTE R
0.81 B PN " i
074 ey
i 0.6" 5@&1&—---@!}1:
% 0.5 -
x 0.4+ ;:E-ﬁ----ﬂ
034
0.2
Q.14
0.0+ . ; ; . .
4] 3 [ 9 12 15 18
RS EFFIREA)
=FENTT+EH
Hewmagan 22 2 2z 2 s ! 0
{ESmks 28 26 23 12 4 0 0

N+I+C

-109—




PFS BICR

Kaplan-Meier
N+I+C 8.38 95 4,21, 13.70 5.39 95
2.76, 6.93 N+I+C 0.45 95
0.21,0.98
1.0
P=== —a— =S b A R
0.9 1 -=a=- {LEMAELN
0.8
0.7 1
ﬁ 0.6 1 booee
£ os :
g 0.4 H
0.3 e
0.2 :--—-;
0.1 s
0.0 T T T T ]
0 3 ] 9 12 18
YRS SR TFIARE (A)
SRS IieN 22 15 12 4 2 0
{bsfEs 28 16 7 2 ] 0
BICR
N+I+C 455 95 24.4,67.8
250 95 10.7,44.9
%
N+I+C
n=22 n=28
CR PR 10 455 7 25.0
95 24.4,67.8 10.7,44.9
CR 291 0
PR 8 36.4 7 25.0
SD 9 40.9 15 53.6
PD 3 136 4 143
0 271
*Clopper-Pearson
BICR RECIST 11
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N+I+C 89.9 322/358 87.1  304/349
10 N+I+C 263 94 223 80
204 73 18.4 66 179 64
165 59 156 56 145 52 131 47
37.2 130 36.1 126 175 61
16.6 58 152 53 146 51 12.0
42 109 38 106 37
N+I+C 29.1 104 175 61
N+1+C 19.0 68 74 26
30 N+I+C 112 40
120 42 N+I+C 5
1.4 1
7 20
1
N+I+C 100.0 22/22
96.4 27/28 10 N+1+C
545 12 409 9 364 8
318 7 273 6 227 5
182 4
136 3 60.7 17
46.4 13 39.3 11 321 9
286 8 250 7
214 6 143 4
107 3
N+1+C 318 7 286 8
N+I+C 227 5 179 5
30 N+I+C
2 71 N+I+C
1
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ONO-4538-48/CA209743 8082

605
N+1 303 302
1
2
3 PD-L1 IHC
PD-L1
4
5 ECOGPS 0 1
6 CT 3
1 m-RECIST
1
2
3
4
5 PD-1 PD-L1 PD-L2 CTLA-4 T
6
7
8
9
N+I Img/kg 6 3mg/kg 2
24
21 1 500mg/m? 75mg/m?
AUC=5mg/mL-min Day 1
BICR
BICR BICR
m-RECIST RECIST 11
rank 2 N+l
100x(1— o)
Cox Kaplan-Meier
0s 95%
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N+l

n=303 n=23 n=302 n=37
234 77.2 19 82.6 233 77.2 36 97.3
69 22.8 4174 69 22.8 127
69.0 69.0 69.0 73.0
65 71 234 2 8.7 96 31.8 7 18.9
65 232 76.6 21 91.3 206 68.2 30 81.1
65
75 154 50.8 15 65.2 127 42.1 15 40.5
75 78 25.7 6 26.1 79 26.2 15 40.5
266 87.8 0 250 82.8 0
26 8.6 23 100.0 39 12.9 37 100.0
207 0 413 0
9 3.0 0 9 3.0 0
Stage
12 4.0 0 20 6.6 2 54
23 7.6 143 22 7.3 381
103 34.0 9 39.1 106 35.1 13 35.1
160 52.8 13 56.5 149 49.3 19 514
517 517 0
229 75.6 9 39.1 227 75.2 18 48.6
74 24.4 14 60.9 75 24.8 19 514
35 11.6 6 26.1 36 11.9 13 35.1
39 13.0 8 34.8 39 12.9 6 16.2
ECOG PS
0 114 37.6 9 39.1 128 42.4 9 243
1 189 62.4 14 60.9 173 57.3 28 75.7
2 0 0 103 0
127 41.9 7 304 122 404 6 16.2
155 51.2 16 69.6 163 54.0 29 78.4
18 5.9 0 8 2.6 2 54
310 0 9 3.0 0
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(O

N+l 0.74 96.6%
0.60, 091 p 0.0020 log-rank N+l
Kaplan-Meier N+I
18.07 95% 16.82,21.45 14.09 95% 12.45,16.23

=
¢ 3
iz
L4
—— TS AR e
Ot ] comeerpemanm
o K| B a9 12 15 18 21 24 2F 30 33 36 3
ETFIARLA )
A1 riskE
ZFEATT+

EM@meE 303 273 251 226 200 173 143 124 101 65 30 11 2 0
{bMialt o02 268 233 190 162 136 113 85 62 38 20 11 1 0

N+I
n=303 n=302
200 66.0 219 725
* 0.74
96.6 0.60, 0.91
p * log-rank p=0.0020
18.07 14.09
95 16.82, 21.45 12.45,16.23
12 67.9 57.7
95 62.3,72.8 51.7, 63.2
24 40.8 27.0
95 35.1,46.5 219,324
* Cox

# 0.0345
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PFS BICR

N+l 1.00 95%
0.82, 1.21 Kaplan-Meier N+I
6.77 95% 5.59,7.36 7.20 95% 6.93, 8.05
;
=)
x
%
Eiew e s
DA e T ‘M'*‘*"*"hx-—p—+"""'|
o . . i
o 3 6 8 12 15 18 21 24 27 3 33 3E
FNEE
_ Auiskit EETFMEA)
e 308 198 135 B4 52 45 9 2 15 T 2 0O
fe#MsM 302 222 144 71 44 33 27 21 1D B 10
N+l
n=303 n=302
218 71.9 209 69.2
* 0.74
95 0.61,0.89
6.77 7.20
95 5.59, 7.36 6.93, 8.05
12 30.2 238
95 24.6,35.9 18.4,29.7
24 163 7.2
95 117,215 40,117
* Cox
BICR
N+l 396 95 34.1, 454 427 95
37.1,48.5
%
N+l
n=303 n=302
CR_PR 120 39.6 129 42.7
CR 517 0
PR 115 380 129 42.7
SD 112 37.0 125 41.4
non-CR/non-PD 0 310
PD 55 18.2 14 46
413 517
12 4.0 26 8.0
BICR mRECIST  RECIST 11
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0s

12.25
17.18
1.63

95%

B

Kaplan-Meier
10.74, 17.94
N+I

N+l
8.38,
0.52,

11.96 95%

0.92 95%

—e— N7 T+ AR R
e AP B

V29

= e a5 =9

{Lefiisl 37 23

§ 9 12 15 18 21 24 27 30 33 35
SR CA)
19 18 13 =1 i ri 7 [ i 1 (0}

28 22 18 18 12

9 7 7 5 3 o

N+l
n=23 n=37
19 82.6 30 81.1
* 0.92
95 0.52, 1.63
12.25 11.96
95 10.74, 17.94 8.38, 17.18
12 56.5 50.0
95 34.3,73.8 32.9, 64.9
24 30.4 19.4
95 13.5, 49.3 8.6, 33.6
* Cox
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PFS BICR

Kaplan-Meier
N+l 4.14 95% 1.48, 11.10 5.65 95%
4.44, 6.97 N+l 0.74 95%
0.40, 1.36
1.0+
0.5 —o— oL T AN R
ogd 1+ {EEmias
0.7 -
» 0.5 -
g 0.51
E 0.4 -
0.3
0.2+
0.1 4 ) Le—u
0.0 : . ———— : . . . . .
0 & 9 12 15 18 21 24 27 an 33 38
R S8 EOEEFLM ()
:f#j;;;‘ 23 14 10 B8 7 7 4 4 4 2 1
{eSmiEl 37 27 13 ] 3 2 1 1 o 0 0
N+l
n=23 n=37
20 87.0 30 81.1
* 0.74
95 0.40, 1.36
4.14 5.65
95 1.48,11.10 4.44,6.97
12 30.4 11.0
95 13.5, 49.3 2.8,25.4
24 17.4 0
95 5.4,35.0
* Cox
BICR
N+l 478 95 26.8, 69.4
514 95 34.4,68.1
%
N+I
n=23 n=37
CR PR 11 478 19 514
CR 0 0
PR 11 47.8 19 514
SD 4 17.4 15 40.5
non-CR/non-PD 0 0
PD 7 30.4 2 54
1 43 0
0 1 27
BICR m-RECIST  RECIST 11
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N+l 80.0  240/300 82.0 233/284
10 N+l 20.7 62 16.3 49
143 43 137 41 10.7 32 10.0
30 36.6 104 359 102
250 71 194 55 176 50 155 44
148 42 144 41
N+l 213 64 77 22
N+l 23.0 69 158 45
30 N+l 9.3% 28
4.9% 14 N+l
1
N+l 95.7  22/23 100.0
36/36 30 N |1
47.8% 11 43.5% 10 43.5% 10 39.1% 9 39.1%
9 34.8% 8 58.3% 14 55.6% 20
52.8% 19 38.9% 14 36.1% 13 30.6% 11
30.6% 11
N+l 522 12 28 1
N+l 391 9 222 8
30 N+l 13.0% 3
5.6% 2
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ONO-4538-50/CA209648 3334

970
N+ 325 N+C
321 324
118
2
3
4
5
6 ECOGPS 0 1
7 RECIST 11 CT MRI 1
28
8
1 15
9 PD-L1 PD-L1
1% <1%
1 14
2 3
3 1
4 14 1
10mg
1 10mg
5 PD-1 PD-L1 PD-L2 CD137 CTLA-4 T
6
N+l 1mg/kg 6 3mg/kg 2
24
N+C 3mg/kg 2 1 4 1
5 5 800mg/m?/ 1
80mg/m? 24
1 4 1 5 5
800mg/m?/ 1 80mg/m?
PD-L1 TPS 1
BICR

BICR PD-L1 TPS 1
BICR
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PD-L1 TPS 1% BICR
VS, VS,
ECOGPS Ovs. 1 lvs. 2 log-rank
Cox 100
x 1l-a
N+
n=325 n=131 n=324 n=137
63.0 28, 81 66.0 34,81 64.0 26, 81 67.0 36, 78
65 185 56.9 50 38.2 166 51.2 49 35.8
65 140 43.1 81 61.8 158 48.8 88 64.2
65
75 116 35.7 64 48.9 129 39.8 72 52.6
75 24 7.4 17 13.0 29 9.0 16 11.7
269 82.8 111 84.7 275 84.9 121 88.3
56 17.2 20 15.3 49 15.1 16 11.7
79 24.3 0 84 25.9
/ 412 0 6 1.9
/
103 0 103 0
103 0 309
71 21.8 0 70 21.6
131 40.3 131 100.0 137 42.3 137 100.0
28 8.6 0 17 5.2 0
10 3.1 0 6 1.9 0
PD-L1 !
1 158 48.6 66 51.6 157 485 64 47.1
1/ 167 51.4 62 48.4 167 515 72 52.9
185 56.9 131 100.0 184 56.8 137 100.0
44 135 0 42 13.0 0
96 29.5 0 98 30.2 0
ECOG PS
0 151 46.5 93 71.0 154 47.5 95 69.3
1 174 53.5 38 29.0 170 52.5 42 30.7
BICR
1 160 49.2 62 47.3 158 48.8 60 43.8
2 165 50.8 69 52.7 166 51.2 77 56.2
%
322 99.1 130 99.2 318 98.1 137 100.0
309 108 6 1.9 0
0 0 0 0
%
De novo 196 60.3 78 59.5 187 57.7 72 52.6
- 73 225 35 26.7 60 18.5 37 27.0
- 25 7.7 538 25 7.7 7 5.1
31 95 13 9.9 52 16.0 21 153
%
- 115 354 48 36.6 117 36.1 54 39.4
208 64.0 83 63.4 206 63.6 83 60.6
2 0.6 0 103 0
N+l n=128 n=136
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N+l
n=325 n=131 n=324 n=137
%
64 19.7 26 19.8 51 15.7 23 16.8
131 40.3 60 45.8 134 414 51 37.2
103 31.7 44 33.6 119 36.7 59 43.1
25 7.7 108 18 5.6 429
2 0.6 0 2 0.6 0
/ 268 82.5 120 91.6 256 79.0 120 87.6
57 175 11 84 68 21.0 17 12.4
/ 260 80.0 121 92.4 250 77.2 123 89.8
65 20.0 10 7.6 74 22.8 14 10.2
PD-L1 TPS 1 os
PD-L1 TPS 1 N+I
0.64 98.6 0.46, 0.90 p 0.0010 log-rank
N+l Kaplan-Meier
N+l 13.70 95 11.24, 17.02 9.07
95 7.69, 9.95

B

014 —ENiEEER et
+— s
L o o I o B L L L B B B B B B B
0 3 €6 9 12 15 18 21 24 27 30 33 36 39
YR LErFmE (A
M+IEER 158 136 116 98 89 B3 S0 40 31 20 11 9 4 0
{E22REERRE 157 135 105 T2 52 36 21 12 B8 4 2 1 1 4]
N+I
n=158 n=157
106 67.1 121 771
* 0.64
98.6 0.46, 0.90
p * log-rank 0.0010
13.70 9.07
95 11.24,17.02 7.69, 9.95
6 74.44 72.80
95 66.84, 80.55 64.83, 79.26
12 57.11 37.07
95 48.97, 64.44 29.22,44.91
* ECOG PS Cox
# ECOG PS log-rank
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PD-L1 TPS 1 PFS BICR
PD-L1 TPS 1 N+l
1.02 985 0.73, 1.43 p 0.8958 log-rank
N+l Kaplan-Meier
N+I 4.04 95 2.40, 4.93
4.44 95 2.89,5.82
1046
0.94
0.8+
0.7+
=
i 051
g 0.5
ﬁ D _)‘ -
< —a— N+ B
0.3+ —{EEmREN
0.2+
0.1 o —es—a
L, )
|:l11IIfrl'111II'I"111IIIIFIII1III|II1
0 3 6 9 12 15 18 21 24 27 30 33 36
Uz o | (A)
N+fEfB15E 782 48 38 31 18 14 12 8 7 4 2 0
{ePMEElE 157 67 35 17 5 1 1 1 1 1 1 1 o
N+I
n=158 n=157
123 77.8 100 63.7
* 1.02
98.5 0.73,1.43
p * log-rank 0.8958
4.04 4.44
95 2.40,4.93 2.89, 5.82
6 34.83 39.04
95 27.26,42.48 30.07, 47.90
12 26.40 10.45
95 19.45, 33.85 4.71,18.84
ECOG PS Cox
# ECOG PS log-rank
oS
N+l
0.78 98.2 0.62,098 p 0.0110 log-rank
N+l Kaplan-Meier
N+l 12.75 95 11.27, 15.47 10.71
95 9.40,11.93
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1.0

094
0.8
0.74
2 06
% 0.5 N
¥ 4 .
0.3 -
hl"""‘k.ﬂ R Yy
0.2 4
—a—N+IEER o TN 4
017 ——{em
o TT T TP [ TP [T P[P T [ RT [ R T[T R ORRRRTf TR Tr]
O 3 & 9 12 15 18 21 24 27 30 33 36 30
YRS ETFERAM (A)
MR 325 274 232 191 166 129 97 77 65 33 22 12 6 O
{esemkd 324 281 229 171 131 83 56 41 23 8 5 2 1 0
N+I
n=325 n=324
216 66.5 232 71.6
* 0.78
98.2 0.62, 0.98
p * log-rank 0.0110
12.75 10.71
95 11.27, 15.47 9.40, 11.93
6 74.03 75.85
95 68.85, 78.49 70.65, 80.26
12 53.50 44.32
95 47.83, 58.83 38.63, 49.85
* ECOG PS Cox
# ECOG PS log-rank
PFS BICR
N+l
1.26 95 1.04, 1.52 Kaplan-Meier
N+l 2.92 95 2.66, 4.17
5.59 95 4.27, 5.88 PD-L1 TPS 1
PFS BICR
1.0
0.9
0.5
0.7 1
"
06
E
g 047 —o— N+ AH
0.3 1 —— {EEMER
0.24
014 . .
+ L +
0|||||||r|1||1|||||||||||||[|.[1r|1||
0 3 6 9 12 15 18 21 24 27 30 33 36
UzoH ENEETM (A)
MHIEME 35 149 86 65 52 31 22 18 13 10 5 2 0
felrEM o2 170 90 43 18 B 5 4 3 2 2 1 0
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N+I
n=325 n=324
258 79.4 210 64.8
* 1.26
95 1.04,1.52
2.92 5.59
95 2.66,4.17 4.27,5.88
6 31.69 43.15
95 26.50, 37.00 36.96, 49.19
12 22.70 16.02
95 17.99, 27.75 11.02, 21.86
* ECOG PS Cox
PD-L1 TPS 1 BICR
PD-L1 TPS 1 N+ 35.4 95 28.0,
434 197 95 13.8, 26.8
%
N+l
n=158 n=157
CR PR 56 35.4 31 19.7
95 * 28.0,43.4 13.8, 26.8
* Clopper-Pearson
BICR RECIST 1.1
BICR
N+l 277 95 22.9,
32.9 269 95 22.1,32.0
%
N+l
n=325 n=324
CR PR 90 27.7 87 26.9
95 * 22.9,32.9 221,320
* Clopper-Pearson
BICR RECIST 1.1
PD-L1 TPS <1 (O]
PD-L1 TPS <1 N+
0.96 95 0.74, 1.25 Kaplan-Meier
N+l 11.96 95 10.09, 16.03 12.16
95 10.71, 14.00
1.0
0.9 4 —i— MR
081 =2 B
0.7 A
£ 06
*
T 0.5
# 041
0.3
0.2 1
0.1 4
R R R R AR R Rl R RRR R RERRRS
0 3 6 9 121518 21 24 27 ) 3 % 1 42
YR EIFIAE (A)
NS W1 1e @ 75 64 45 35 2213 11 3 2 0 0
3R 60 145 123 99 79 57T B A 15 85 3 01 0 0 0
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N+l
n=164 n=166
* 0.96
95 0.74,1.25
11.96 12.16
95 10.09, 16.03 10.71, 14.00
* Cox
PD-L1 TPS <1 PFS
PD-L1 TPS <1 N+
1.45 95 1.13, 1.88 Kaplan-Meier
N-+I 2.83 95 1.68, 4.17
5.75 95 5.39, 6.97
1.0
0.a - —— NIRRT
08 - ey mis
s
i
L
= 3
7
L 3
0 3 6 9 121518 21 24 27 30 33 3% 39 42
R BT (R)
MN+IBEREF 64 T0 B 2T 2 13 8 5 5 1T 00 0 0
{E2pmes®e 165 102 55 26 14 7 4 3 2 1 0 0 00D
N+l
n=164 n=166
* 1.45
95 1.13,1.88
2.83 5.75
95 1.68, 4.17 5.39, 6.97
* Cox
PD-L1 TPS 1 BICR
%
N+I1
n=158 n=157
CR 28 17.7 8 5.1
PR 28 17.7 23 14.6
SD 43 27.2 72 45.9
PD 48 30.4 24 15.3
11 7.0 30 19.1
BICR RECIST 11
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BICR
%

N+I
n=325 n=324
CR 36 11.1 20 6.2
PR 54 16.6 67 20.7
SD 103 31.7 148 45.7
PD 103 31.7 38 11.7
29 8.9 51 15.7
BICR RECIST 11
PD-L1 TPS 1 (O}
PD-L1 TPS 21% Kaplan-Meier
N+l 20.24 95 14.62, 27.10
8.97 95 7.46, 11.14 N+l
0.46 95 0.30,0.71
1.07
097
087
0.7
£ 08
£ ]
= 05
# 047
0,37 L
02 " #
| —e—n+if R
01 ——qerpn
glITryrryrryrryrryrry T T rT I rITTI I TN T T rRf Im]
0O 3 6 9 12 15 18 21 24 27 30 33 356 35
UEL ETFIAR (R)
N+HHEEEGE 61 S5 48 45 36 20 24 19 14 10 B8 4 0
{fe2EMEReGs 62 48 31 2216 8 ¥ 5 3 1 0 0O 0
N+
n=66 n=65
37 50
* 0.46
95 0.30,0.71
20.24 8.97
95 14.62, 27.10 7.46,11.14
* Cox
PD-L1 TPS 1 PFS BICR
PD-L1 TPS 1 Kaplan-Meier
N+l 5.39 95 2.40, 5.85
4.17 95 2.79,5.82 N+I
0.84 95 0.54, 1.32
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0.9
0.8
o7
ﬂ 0.5
E |
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041 —a— NHNEE
® LA
L |
0.2 k
ol
0 rr{rrr[rreyrergprryrrproeyrrrrrryerproprog
0 3 6 9 12 15 18 21 24 27 30 33 38
UAGE HUEESERA)
N+IEEKEGE 25 20 15 13 10 9 B8 & 6 4 2 0
feeMEMes 25 2 3 1 0 O O O O O 0O O
N+1
n=66 n=65
45 38
* 0.84
95 0.54,1.32
5.39 4.17
95 2.40, 5.85 2.79,5.82
Cox
oS
Kaplan-Meier
N+l 17.61 95 12.68, 22.83
10.97 95 9.07, 14.00 N+
0.68 95 0.51, 0.92
1.01
091
0.8 1
0.7 1
& 06
% 0.51
H s
0.34
0.2
014 —E—HNHIERE
—+—{L4EM AT
0 TTIRT [T T[TV [TT R [ VT[T orrrrr]
O 3 6 9 12 15 18 21 24 27 30 33 38 36
RSB SFmm (R
NGB 131 120110 90 8D &7 50 40 31 20 16 10 & O
{ESREEB 137127106 78 61 46 20 24 14 B 4 1 0 O
N+1
n=131 n=137
80 95
* 0.68
95 0.51,0.92
17.61 10.97
95 12.68, 22.83 9.07, 14.00
Cox
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PFS BICR

* Clopper-Pearson

Kaplan-Meier
N+l 4.17 95 2.60, 5.55
4.27 95 3.22,5.82 N+l
1.16 95 0.85, 1.57
1.0
0894
0B84 [#
0.7
m %
H 06 .
E 0.54
F 04 —o— N+HE AN
* sl (A
0.2+ — ]
.14
RS EEEEEEEEEERRREEEEREY
O 3 & 9 12 15 18 21 24 2F 30 36
UATE EREEFINM (A)
NHSABF131 B84 35 26 20 14 12 10 8 7 F ] 2 0
eMEBE13y 64 27 13 6 3 2 2 1 1 1 0 0
N+l
n=131 n=137
95 79
* 1.16
95 0.85, 1.57
4.17 4.27
95 2.60, 5.55 3.22,5.82
* Cox
PD-L1 TPS 1 BICR
PD-L1 TPS 1 N+l 43.9 95 31.7,
56.7 169 95 8.8, 28.3 N+l
3.85 95% 1.71, 8.65
%
N+I1
n=66 n=65
CR PR 29 43.9 11 16.9
95 * 31.7,56.7 8.8,28.3
* Clopper-Pearson
BICR
N+l 359 95 27.7,
447 241 95 17.2,32.1
%
N+l
n=131 n=137
CR PR 47 35.9 33 24.1
95 * 27.7,44.7 17.2,32.1
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PD-L1 TPS 1

BICR

%

N+l
n=66 n=65
CR 14 21.2 346
PR 15 22.7 8 12.3
SD 17 25.8 35 53.8
PD 18 27.3 12 185
2 3.0 7 10.8
BICR RECIST 1.1
BICR
%
N+I1
n=131 n=137
CR 20 15.3 6 4.4
PR 27 20.6 27 19.7
SD 36 27.5 72 52.6
PD 43 32.8 20 14.6
538 12 8.8
BICR RECIST 1.1
N+I 79.5  256/322 90.5 275/304
10 N+ 171 55
134 43 52.0 158
42.8 130 234 71 220 67 21.7 66
174 53 171 52 16.4 50 16.1 49
151 46 148 45
105 32
N+l 32.0 103 16.1 49
N+l 17.7 57 19.4 59
N+l 2 8 2 6
N+l 2
1
1 2
1
1 1
32)
N+l 84.6 110/130
93.3  126/135 10 N |
177 23 169 22 123 16
60.0 81 526 71 326 44
296 40 274 37 193 26
185 25 178 24 170 23
119 16 111 15
N+ 423 55 119 16
N+l 246 32 23.7 32
30 N+ 54 7
07 1 N+l 1
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ONO-4538-92/CA2099DW 337

333

668
N+l 335 /

118

4 RECIST
5

11 1

6 Child-Pugh 5 6
7 ECOGPS 0 1
8

50%

Vp4

[ee]

10

11
12

50%

12 2

HBV HCV HBV HDV

6
8 CTCAE Grade3 /

LI U L SR AL OB 2 9 5 B

N+l
480mg

60kg

3mg/kg Img/kg 3 4
4 2
400mg 1 2 8mg 1 1
12mg 1 1 60kg

(O]
ORR DOR TTSD

(O8] TTSD

log-rank

Kaplan-Meier

95%
ORR

HCV HBV /

AFP  400ng/mL 400ng/mL

100x 1- a %
TTSD (O] TTSD
Brookmeyer and Crowley
Cochran-Mantel-Haenszel
95% ORR 95%

Clopper-Pearson

Cox
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N+l
n=335 n=25 n=333 n=31
65.0 71.0 66.0 71.0
65 162 48.4 7 28.0 149 447 9 29.0
65 75 126 37.6 11 44.0 123 36.9 10 32.3
75 47 140 7 28.0 61 18.3 12 38.7
271 80.9 21 84.0 277 83.2 26 83.9
64 19.1 4 16.0 56 16.8 5 16.1
179 53.4 174 52.3
/ 11 3.3 412
103 0 0 0
309 0 0 0
76 22.7 0 88 26.4 0
25 75 25 100.0 31 93 31 100.0
36 10.7 0 33 9.9 0
412 0 309 0
/ 47 140 0 30 9.0 0
166 49.6 13 52.0 157 47.1 13 41.9
122 36.4 12 48.0 146 43.8 18 58.1
15 45 0 515 0
129 38.5 0 140 42.0 0
133 39.7 25 100.0 147 44.1 31 100.0
58 17.3 0 41 12.3 0
ECOG PS
0 233 69.6 24 96.0 243 73.0 3(96.8
1 102 30.4 140 89 26.7 132
0 0 103 0
71.2 68.9 70.0 ¢ 66.4
kg 39.0,134.9 44.0,134.9 36.5, 160.0 36.5,84.5
1 195 58.2 10 40.0 174 52.3 9 29.0
1 2 48 14.3 2 80 51 15.3 5 16.1
2 3 26 7.8 2 80 30 9.0 0
3 4 13 3.9 2 80 14 4.2 397
4 5 16 4.8 140 17 5.1 4129
5 37 11.0 8 32.0 47 141 10 32.3
% 2
HBV 99 29.6 3120 98 29.4 6 19.4
HCV 27 8.1 0 27 8.1 4129
209 62.4 22 88.0 208 62.5 21 67.7
1 n=332
2 HBV HBsAg /' HBV-DNA HCV HCV RNA
HBV HCV
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N+l

n=335 n=25 n=333 n=31
CRF %
77 23.0 5 20.0 92 27.6 2 6.5
258 77.0 20 80.0 241 72.4 29 935
CRF %
188 56.1 12 48.0 172 51.7 9 29.0
147 43.9 13 52.0 161 48.3 22 71.0
/ %
221 66.0 15 60.0 217 65.2 11 355
114 34.0 10 40.0 116 34.8 20 64.5
AFP %
52.2 26.4 47.7 19.9
ng/mL 0.9, 529738.0 2.0, 186858.0 0.6, 152378.0 2.0, 18984.0
200ng/mL 209 62.4 16 64.0 201 60.4 23 74.2
200ng/mL 126 37.6 9 36.0 132 39.6 8 25.8
400ng/mL 227 67.8 16 64.0 220 66.1 25 80.6
400ng/mL 108 32.2 9 36.0 113 33.9 6 19.4
Child-Pugh %
5 254 75.8 20 80.0 263 79.0 27 87.1
6 72 215 5 20.0 58 17.4 4 129
7 8 24 11 3.3
8 103 0
0 103
%
0 309 0 309 265
A 25 75 4 16.0 18 5.4 265
B 61 18.2 6 24.0 67 20.1 15 48.4
C 246 73.4 15 60.0 242 72.7 12 38.7
D 0
309
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N+l 0.79 97.43
0.64, 0.99 P 0.0180 log rank N+l
Kaplan-Meier N+I 23.66
95 18.83, 29.44 20.63 95 17.48, 22.54
1.04
&= M4 1FFEIBF
0.9+ AERE
08
LA
06
i
% 05
¥
a1
03
0.2
o1
0 =y ¥ ¥ R B B B e ¥ ey ¥ oy ey .
003 6 B 12 15 18 21 24 2F 30 33 36 30 42 45 48
ETFHIM (A}
YRR
NEISHER 335 300 264 239 220 208 179 162 150 137 104 71 42 24 11 8 o
HER 333 M0 280 245 216 194 164 144 116 106 6 44 34 20 4 3 1
N+l
n=335 n=333
% 194 57.9 228 68.5
23.66 20.63
95% 18.83, 29.44 17.48, 22.54
" 0.79
95% 0.65, 0.96
97.43% 0.64, 0.99
p * 0.0180
12 % 68.4 69.7
95% 63.1,73.2 64.4,74.5
18 % 57.9 54.3
95 52.3,63.1 48.6, 59.7
24 % 49.4 39.2
95% 43.8,54.8 33.7,44.7
36 % 375 24.1
95% 31.6,43.4 19.0, 29.6
* / AFP Cox
# / AFP log-rank o 0.0257
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BICR

N+l 36.1 95 31.0, 415 132 95
9.8,17.3
%
N+I1
n=335 n=333
CR PR 121 36.1 44 13.2
95 * 31.0,415 9.8,17.3
CR 23 6.9 6 1.8
PR 98 29.3 38 11.4
SD 102 30.4 198 59.5
non-CR/nonPD 618 721
PD 67 20.0 47 14.1
39 11.6 37 11.1
*Clopper-Pearson
BICR
Kaplan-Meier RECIST
1.1 BICR N+I 30.36 95 21.19, NA
12.91 95 10.15, 31.21
14
— N+ | AE
08 HFE
084
o074 "‘M
-
# os Mﬁ-‘—u—n
B 084
g oo
034
0n
014
e - T S R N A P R = e s
& (A
Yz
HElEEn ' 196 &v R1 T ABF 5 a7 39 32 14 A 3 L]
HER 44 42 a1 23 -] 13 g 4 3 2 .4 0] [n] [}
N+I
n=121 n=44
% 48 39.7 22 50.0
30.36 12.91
95% 21.19, NA 10.15, 31.21
12 75 52
% 95% 66, 82 35, 68
18 65 46
% 95% 55,73 28, 61
24 55 35
% 95% 44,64 17,53
36 47
NA
% 95% 34,59
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TTSD

Kaplan-Meier N+l 2.60
95 2.00, 3.94 2.14 95 1.64,2.79
1.
= N+ I AR
09 AR
# 08
E o7
E 1]
L 05
# o0
g 03 s
02 n\_ﬁﬂ_‘““—Ha
. o '
R R R S R e A I
FEBEETOMRR)
[T
WHEBEE 195 93 s 40 M M 2 2 4T @ T 3 10
ME® 233 o2 52 ] 1T T 3 3 2 2 1 (1] Lv] (1]
N+I
n=335 n=333
% 185 55.2 226 67.9
2.60 2.14
95% 2.00, 3.94 1.64,2.79
Kaplan-Meier (O] N+l
95 16.89, NA 32.00 95 20.90, NA
N+I 0.64 95 0.27,1.50
0 o N IR
e ~ R
08
o7
4 06
% a6
# 04
03
0oz
ol
O3 & 5 1z 5 8 @ 1 #7203 3 3 a2 &
ETFER (H)
URTE
HN+IHE 25 23 22 2 A 1E 16 6 (11 L[] 13 (1] 5 2 1 [}
HER <40 29 2F 24 2@ 21 [ §:] r r 4 2 ] 1 4] 4]
N+I1
n=25 n=31
8 15
* 0.64
95 0.27,1.50
32.00
95 16.89, NA 20.90, NA
* Cox
BICR
N+I 56.0 95 34.9, 75.6
16.1 95 5.5,33.7
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%

N+l
n=25 n=31
CR PR 14 56.0 5 16.1
95 * 34.9,75.6 5.5, 33.7
* Clopper-Pearson
BICR
Kaplan-Meier
RECIST 11 BICR N+
11.07 95 6.37, NA
N+l
n=14 n=5
% 0 2 40.0
11.07
95% 6.37, NA
TTSD
N+l 14 56.0% 23
74.2%
N+l 83.7% 278/332 91.4% 297/325
15% N+l 28.0% 93
19.6% 65 19.3% 64
19.0% 63 41.2% 134 35.1% 114
30.5% 99 24.3% 79 21.5% 70
20.0% 65 15.7% 51 15.4% 50
N+l 28.3% 94 14.5% 47
N+ 17.8% 59 10.5% 34
N+l 57.8% 192 68.9% 224
N+l 3.6% 12 0.9% 3
N+ 3
1
1
30 N+I 7.2% 24 9.5% 31
N+l 335 333 1
N+l
5.84 N+I 19.7% 66 11.7% 39
N+I 10.7% 36
3.3% 11 5.4% 18 0.3% 1
9.3% 31 0.3% 1 1.8% 6 0.3% 1
N+ 3
2
1 COVID-19 3
COVID-19
1
N+l 87.5% 21/24 100.0%
31/31 15% N+l
29.2% 7
20.8% 5 16.7% 4
58.1% 18 51.6% 16 45.2%
14 41.9% 13 35.5% 11
32.3% 10 19.4% 6 16.1% 5
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N+l

33.3% 8
N+I
N+l

16.1% 5

292% 7

33.3% 8

30

3.2% 1
48.4% 15
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2,47

2 3 CA184022 CA184004 MDX010-08 MDX010-20
3mg/kg
-2
n=78
55
135
95% 11.2,19.6
1 % 54.1
95% 42.5,65.6
2 % 316
95% 20.7,42.9
8-10
e CA184332
CA184332
#
oS
#IL-2
3mg/kg 3
157
1
2 18
3 3mg/kg
1
2
3
US Oncology Comprehensive Strategic Alliance Network
iKnowMed
oS
33.1%
3mg/kg
n=157
83
115
95% 8.9, 16.6
1 % 46.7
95% 38.1,54.9
7.0
5.06, 12.81
95% 14.1
9.96,
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63.7% 100/157

10% 41.7% 65/157 28.2% 44/157
19.2% 30/157 18.0% 28/157
52.2% 83/157 78
1 1 3
29.5% 46/157
28.0% 28/100 10.0%
10/100 1.0% 1/100 61.0% 61/100
45.0% 45/100 4.0% 4/100 40.0% 40/100
11.0% 11/100
e CA184338
CA184338
#
oS
#IL-2
3mg/kg 3 /
273
1
2 18
3 3mg/kg
1
2
3
Cytokine Working Group 15 162 19
111 3mg/kg /
0os
12.1%
3mg/kg
n=273
142
145
95% 12.9,18.7
1 % 59.2
95% 53.0, 64.8
175
95% 13.7,21.5
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3mg/kg
77.7% 212/273

53.8% 147/273
28.9% 79/273

1.8% Grade 5
17.6% 48/273
/

13.9% 38/273

9.2% 25/273

1 Grade 3

3.3%

4/273

2.9% 8/273

12
46%
10%
26.0% 71/273
Grade 1 2 Grade 4
45
1 1 1
10.6% 29/273
1.8% 5/273 1.5%
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3b/4 CA209511 89,40
3b/4
358
1mg/kg 3mg/kg N3I1 180 3mg/kg
1mg/kg N113 180
118
2 AJCC
3 ECOGPS 0 1
4
6
5 RECIST 11 CT MRI
6
7 BRAF V600
BRAF V600 BRAF V600
BRAF V600
1
8 28 MRI
2
10mg/
2
3
1
1 2
PD-L1 5%
5% AJCC M MO0/M1a/M1b Mlc 2 11
N3I1
3mg/kg 30 Img/kg 30
3 4 480mg 30
4
N113
Img/kg 30 3mg/kg 30
3 4 480mg 30
4
Grade 3-5
PFS 0s
Grade 3-5 2 PD-L1
M Cochran-Mantel-Haenszel
P 95% 95%
Cochran-Mantel-Haenszel
1
2

All Treated Subjects
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Grade 3-5

Grade 3-5 N3I1 328 59/180 N113 455 81/178
N3I1 N1I3 12.7% 95% 227, 26
0.59 95 0.38 0.90 Cochran-Mantel-Haenszel p=0.0144
N3I1 N113
n=180 n=178
Grade 3-5 % 59 32.8 81 455
95 26.0, 40.2 38.0,53.1
Grade 3-5 # 12.7%
95% 227, 2.6
81 0.59
95 0.38,0.90
p ! p=0.0144
Clopper-Pearson
# PD-L1 M Cochran-Mantel-Haenszel N3I1 N1I3
g PD-L1 M Cochran-Mantel-Haenszel
N113 N3I1
' N1I3 N3I1 Cochran-Mantel-Haenszel
N3I1 85.6 154/180 N1I3 93.8 167/178
20 N3I1 26.1 47/180 24.4
44/180 23.9  43/180 N113 30.9 55/178
264  47/178 23.6% 42/178 21.9%
39/178 20.2% 36/178
N3I1 25.0 45/180 N113 46.1  82/178
N3I1 23.9  43/180 N1I3 331 59/178
N3I1 2 N113
5
N3I1 45.6 N113 50.6
N3I1 N113
n=180 n=178
CR PR % 82 45.6 90 50.6
95 38.1,53.1 43.0,58.1
0.82
95 s 0.54, 124
p ' p=0.3451
Clopper-Pearson
# PD-L1 M Cochran-Mantel-Haenszel
§ N1I3 N3I1
N1I3 N3I1 Cochran-Mantel-Haenszel

-142-




PFS

Kaplan-Meier N3I1 9.92 N113 8.94
N3I1 N1I3
n=180 n=178

% 91 50.6 88 494
1.06
95 0.79, 1.42
p "’ p=0.7155
8 9.92 8.94
95 6.01, 20.01 5.95,
6 8 58.5 57.9
95 50.5, 65.7 49.8,65.1
Cox N1I3 N3I1
i M log-rank
$ Kaplan-Meier
0s

Kaplan-Meier
N3I1 N1I3
n=180 n=178

% 52 28.9 46 25.8
1.09

95 0.73,1.62

95

6 88.2 88.0

95 82.5,92.2 82.2,92.0

Cox N1I3 N3I1

# Kaplan-Meier

1 3mg/kg 4
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T -4 CTLA-4 CTLA-4

B7.1 CD80 B7.2 CD86 T
T
! T Treg
Treg !
1 CTLA-4 in vitro
CTLA-4 1gG1 Fc
CTLA-4 Kp=5.25+
3.62nM
-1
ka 1/M.s ke 1/s Ka 1/M Ko nM
1 2.58x10° 7.12x10* 3.62x108 2.76
2 1.83x10° 4.93x10* 3.70x108 2.69
3 1.70x10° 8.75x10" 1.94x108 5.15
4 1.89x10° 1.96x107 9.60x107 10.4
2.00x10° 1.01x107 2.56x108 5.25
3.95x10* 6.52x10* 1.34x108 3.62
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2 CTLA-4 B7.1 B7.2 in vitro ®
CTLA-4 CTLA-4 B7.1 B7.2
CTLA-4 58 a-p CTLA-4 CD3(
mAD B7.11g Hu-B7.1 Ig B7.21g HuB7.2 Ig
CTLA-4 B7.1
B7.2 CTLA-4/B7.1 CTLA-4/B7.2
ECso 0.169ug/mL  0.211pg/mL
CTLA-4 B7.1/B7.2 B7.1
6 20ug/mL B7.2 1 3ug/mL
-1 CTLA-4 B7.1 B7.2 in vitro
20,000 A 50007 B
| 4000 ] :_ﬁ\l/\/‘\k— ;
ﬁ - &7 & 3000 | -m- A3
& 10,000 | =&~ EPIgGI g —k— thgG1
;; B7.1lg f;f 2,000 - B72 I
| ECso 1,000 | ECso
0.169ug/mL 0.211pg/mL
O 1 1 | O 1 1 |
00001 0001 001 01 1 10 100 0.001 0.01 0.1 1 10
1gG (ug/mL) gG (ug/mL)
3 T CDC ADCC
IgG1 mAb
19G Fc FcyR
CTLA-4
FcyR
CDC invitro ®
CDC CTLA-4 T
50ug/mL
T CD3
CD45R0O MHC-1 in
vitro T CDC
IgG Fc FcyR invitro ®
FeyR ADCC
FcyR FcyR
ELISA FcyRI ECso
0.27ug/mL FeyRIl  FeyRIII
800ug/mL ECso



ADCC

i invitro &
FcyR ADCC
12 PBMC 6 T
10ug/mL ADCC 0.1% 43.3%
6.5% I 10pg/mL
ADCC 9.4% 42.5% 20.6%
A B ADCC
lgG2a CD3 ADCC
ADCC
IL-2 PBMC n=9 IL-
2 PBMC T 8% n=5
13% 55% n=4
13% 45% in vitro CTLA-4
ADCC CTLA4 T
IL-2 PBMC
CTLA-4 T in vivo CTLA-4
i invivo 6366
In vitro in vivo T
10mg/kg 1 3
T CD25+CD4+ CD25+CD8+ HLA-DR+CD3+
2 T
CD3+CD45R0O+ CD3+CD45RA CD4+CD28+CD95+
3 10mg/kg T
6 3mg/kg 2 4
Treg p 0.05
Wilcoxon FcyR

NK ADCC
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4 CTLA-4 63

C57BL/6 CTLA-4 CTLA-4 CTLA-4
hCTLA-4 C57BL/6 CTLA-4
CTLA-4 C57BL/6 MC38
CTLA-4 MC38
IgG 10mg/kg 0 36 10
10 4 6
1gG 10 9
10% 50% 1gG
CTLA-4
-2 CTLA-4 MC38
(mm?) o
; 500 - IgG 1Lk S

—& gG1iifd~7z1
—— IgG1HLiEF~v o2
—— |gG1#tE~IA3
—— IgGl#ifk~o24
—o— IgG1HLik~v X5
—~ IgG1{iid~7 26
—— IgG1itik~vI X7
— lgG1#tk~ 28
- , —— lgG1ittk=v29
0 10 20 30 40 50 —— IgG1HitkTHZ10
BEEEEOBH

g"(;”;g ) EEES

’ AE —— AH X1
4,000 —— KHTH22
—>— KE|7IZ3
3,000 | —— K#HvH24
—o— KE|¥H25
—— AHI~TX6
—— K& IRT7
—— KHlw28
L. —— AKEI7729
0 10 20 30 40 50 _—o— KEITIZ10

B EEOBE

i I e R

DR
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67,68

T in vitro
CD4 T 0.005
50ug/mL 5 50ug/mL
IFN-y ELISA
T IFN-y
T in vitro
PBMC 1! SEB ? 0.0001 2500ng/mL
IgG1 67nmol/L 67nmol/L 67nmol/L
3 IL-2 ELISA
IL-2
IL-2 p=0.0088 t
-3 T
| * |
| 1
10
8 A A
c )
= O
o5 67 ° —_—
52 =
. kX
5= 4- i
-z o m N A A
) —= N
7 [ ] | ] | ]
]
,,,,,,,9,,.,,!,,,,,,,,,,,,,! ,,,,,,,,,,,,,,,,,,,,,,,,,,,,
0 T T T
JbO—IViiE+ askO—IuifE+ TEVLTT+
(=N —R<7 =k ¥V rdv

1 0Bl DMEFIME R U fE R HERR =

Fold Change of hulL-2 Production:SEB (85ng/mL) % B IR LB L /=B DIL-2F A EIZX T 5

*:p=0.0088 (FHItHRTE)
1

2 Staphylococcal enterotoxin B
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MC38 4H2 PD-1 909

CTLA-4 67
MC38 2x 108 C57BL/6 10
IgG1 10 20mg/kg 4H2 10mg/kg 9D9 10mg/kg 4H2 10mg/kg 9D9
10mg/kg 7 10 13 16 3 5
13 TGI 4H2 9D9
4H2 9D9 42 49 74 83
4H2 1 9D9 0 4H2 9D9
8
-4 MC38 4H2 9D9
(mm?d)
1500 —
—— 2 AO—ILHR (R R1gG 1. 20mg/kg) :4BIER it B 5
—A— AH2+ 2 AL (B 10me/ke) 4B RS B S
—W— 9D+ bO—ILi R (F10mg/ke) 4 BIRES Bk s
—&— 4H2+9D9 (& 10mg/kg) :AEIRIREHf AR S
B 1000 —/\— 9D9.9D9, 4H2, 4H2 (&10mg/kg) A EIERHHIZS
fi —/— 4H2,4H2,9D9,9D9 (& 10mg/kg) :4EIBXRHAIES
1
S‘Z
o)
8 500
0 T T T T \
0 10 20 30 40 50 60 70 80
“AEZ B
CTLA-4 69
CTLA-4 2
1 CTLA-4
1 CTLA-4
CTLA-4
CTLA-4
CTLA-4 1/4
T T
T
CTLA-4
CTLA-4 T
-2 CTLA-4
x10°1/Ms x10%1/s x10°M
CTLA-4 2.09 0.94 451
CTLA-4 1.25 1.05 8.24
CTLA-4 1.3 0.64 4.79
CTLA-4 0.87 1.74 20.1
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CTLA-4 CTLA-4
B HBsAg SK-mel

KLH
SIV DNA CD4+ CD8+T
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HBsAg 10mg/kg 1 HBsAg 51 64 HBsAg
29 10ug IM 2 30
p<0.05 Student”s t-test
SK-mel GM-CSF 10mg/kg 0 28 |SK-mel GM-CSF 41 GM-CSF
56 84 140 5x 108 SK-mel
SC 0 28 56 84 p<0.05
140 Student”s t-test
SK-mel
3
ADCC
HBsAg SK-mel A 10mg/kg |HBsAg A B
13 10ug IM 10mg/kg
B 01 1 |SK-mel HBsAg SK-mel
10mg/kg IV 1 3 |5x 108 SC
1 3
B 1mg/kg
1 10
HBsAg SK-mel 10mg/kg IV 1 29 |HBsAg
DNP-Ficoll 57 140 10pg IM SK-mel | HBsAg SK-mel
5x 108
SC 1 29 57
DNP-Ficoll 100ug 1|DNP-Ficoll
29
T
CD3+CD45RO+ CD3+CD45RA
2
71 154
CD4
CD4+CD28+CD95+
T
KLH 10mg/kg 1 4|KLH 10mg IM 10 KLH 23
p<0.05
Tukey
SIV DNA 10mg/kg 4 |SIV DNA SIV DNA CD4+
CD137 9 30 32 58 60 86| SIV gag SIV pol |CD8+T
88 SIV env Img |IFN-y
CD137 IM 1 229 30 57 CD137
58 85 86 44
10mg/kg 4 9 CD4+
30 32 58 60 86 CD8+T

88

p<0.05 ANCOVA

IFN-y
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MDX010-15 a“

12 3mg/kg
Crnax Tmax , 1.75 1.5, 4.0
-1
Crnax ug/mL 84.5 38
AUCo.214 pg-h/mL 12383 32
Tmax D 1.75 15,40
T-HALF day 17.3 11.0
CL mL/h 13.8 8.1
Vss L 5.88 1.61
-1
(ug/mL)
100
m 50
%
=S
1,
E
1
N
~
5 104
R
=
i3
T T \ \ \ T \
0 7 14 21 28 35 42 (day)
B
CA184396 1
20 3mg/kg 3 4
-2
pg/mL pg/mL
11 59.0 36 20 -
343 79.0 27 16 16.4 25 14
4 64 - 175 31 14
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70

CYP

2 4 CA184004 CA184007 CA184008 CA184022
03 3 10mg/kg 3

70

1 CA184078 2 4 CA184004 CA184007
CA184008 CA184022 3 CA184024
785 3200

03 3 10mg/kg 3

850mg/m? 3 f
t 1 100 200mg 5
4 1
-2
et T
05 08 1 12 15
1 95%
2 ADA HAHA ECOGPS 0 58 79kg LDH204 IU/L
GFR=86mL/min/1.73m? 1
0.8 1.2
71
CA184078
59 3 10mg/kg 3 4
10mg/kg AUC=6mg/mL min ¥ 175mg/m?
850mg/m?
5- -4- AIC
90%
0.80 1.25
0.794 0.757
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MDX010-15

MDX010-15

3mg/kg 3 4

44

12 3mg/kg
13.8mL/h 8.1

44

12 3mg/kg
5.88L 1.61
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72

2

3 ECOGPSO
4

1 CA184113

CA184396 3 10mglkg

995

-3

EGEH (5RU95/ N —t B 1IL)
BTV 1B

e
B i &M (648 : 347) uim
=i

ECOG PS
1LLE 1 0(252 : 540) L |

1RH¥=0

AR
[ : BIEREE (203 : 792) i~
RE=BEHERERE

Rk
AAA | AA AL (32 : 963) L
= OA AL

R

S
77(52-110) [kgl -

LDH
205(130-829) [1U/L]

eGFR
89(53-135) [mL/min/1.73m?]

T T 1
50 80 éo 200 (%)
TIT IR TEHEENDR

S

95%

5 95 95%
5 95
79kg LDH204 IU/L  eGFR=86mL/min/1.73m?
100% 80%  120%
1 3mg/kg 3 4
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73

03 3
3200

10mg/kg 3
LDH

LDH

-4

HEEYR
R

785

LDH
28%

TR
2% - 5514(295 : 490)
EHIVINS AFBE
#8257 528)
SHLEREADY AL (437 : 348)
ECOG PS
111 F 1 0(255 : 530)
ML (HAHA)
R B%%@g 1 729)

FFi&aE
FH#REREE S | % (77 1 708)

Fig
HIEBNS5/N\—t 21 : hR1E(34 : 58)

n
LB DO5/X—t 21l 1 hR{E(77 : 58)

N

(]
BRBOS/N—t> 21 | thR{E(54.4 1 78.9)

LZF B D95/ N—t &1L - thR{E(110: 78.9)

i

A

\

LDH
LB NDE/N—t ()L chR{E(127.2 1 204)

\

HBEBDIS/ S—t 1)L | PR1E(839.6 : 204)

GFR
HEBD5/\—t>4210)L  hR(E (525 86.7)

GFR
HIBDI5/N—t> 21 hR{E(1335:86.7)

0.5

GFR=86mL/min/1.73m?
0.8 12

2356 9555

95%

ADA

VC

Img/kg 3

1mg/kg 3
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HAHA

95%
ECOGPSO 58
1

79kg LDH204 IU/L

74

12

LDH
VC



-5
HTFI)-EH=LtE 2%
ERRE R =ERE
(BRU95/x—t>21)L)

VC

ShERME
(95%f=FEX )

P hEE
SCLC:MEL (N=170:1372) © 93.8(87.6,100)
AR
RCC:MEL (N=438:1372) o 101(91.4.112)
PhlE
Non-SQ NSCLC:MEL (N=275:1372) o 90.8(81.9,101)
AR
CL SQ-NSCLC:MEL (N=99:1372) S 103(92.4,115)
RV TH RS
3mg/kg Q3W: i F%L (N=548:891) © | 90.7(82.3,100)
RV TS
ame/ke Q2WAEELL (N=260:891) © 116(103,131)
R THBRE
1mg/keg Q3W:fFI%L (N=603:891) S 105(101,109)
RV TBRES
1ma/kg QW 4L (N=38:891) 109(85,140)
—EARTRERE
0.3meskg Q3W:HEAL (N=14:891) 102(80.2,130)
LDH 118(114,123)
206(128-729) [U/L] & 92.8(91.2,94.3)
k&8 3 126(122,129)
80(632-111) lke] i ‘ 75.3(73,77.8)
VC thE £ » 122(120,125)
80(53.2-111) [kel 77.9(76,79.8)
\ \
50 80 100 120 150 (%)
RTRBR
1 95
2 5 95 95
5 95
3 LDH 206U/L 80kg 100
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16
3411 12653
LDH
VP Q
Emax
5 22
3mg/kg 3
20
334 VC 29.7
-6
HER ShE
AFdU-EN=LKREx (95% EEER)
(52 Pt drf )
S8y WRE WAL i
=&— B22(FT3874)
F=251 ) T
CLss/CLO ps i
VELL D=1 4581 BT —& 96.1(52.1,100)
Eil R i
1245 (10032408 —&— S0.7(B508.947)
i 5 —— 101{337,109]
HGEMEL (M= 12300 T30 i A }
#All :
SELEMELIN=1 771720 —8— HE.B(H2 595)
cnc.u-::ﬁﬁfm.ﬂaﬂ: —r 97.9081,108)
A
PCE ML k=441 T30} . 09.8(07,103)
M 1
NECLOMEL (N=Z31: 1 T200 0BG E110]
ZHRITHERS
CcL 203 E L IN=BT R8I S8.5(565.1.102)
Miw#:mzfﬁﬂ%%: 118(108,128)
=HAvFiHEIGE
1AW E L =B B0 1090108,113)
e i 140101,128)
ZHAavTHRE S
0.3-OIWM AL =14 833) 101 (82,125)
LoH 16112119
2HT(00-T42) (L) 932(31.9.94.6)
| 126(122.127)
BINEZ 3110} g T4B(T25.TE4)
#l - : 121{118.123)
‘U’c BINEZ3-110) kgl = - Tra(rs 6 el
Q 125(122.127)
BOI52.3-110) [kg] — - Ta4(725.764)
sm 121(119.123)
VP BO52.3-110) [kgl = Tre(rs6.m9.4)
50 80 100 120 1501%)
HEWHE
1 95
2 95 95
95
3 80kg PS 0 LDH 217U/L
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VvC

100

75,76



12 CA209012

ONO-4538-27/CA209227 2602 10110
LDH
vC VP
Q Emax
26.9
3mg/kg 2
ONO-4538-27/CA209227 Part 1 PD-L1
PD-L1 PD-L1 1
77
-7
_ HER hE
A3 -EE=LERN (95%EMER)
i =iy
(SRLFOS) it s R L)
SHERTT MEBRE
CLss/CLO A e a1 —e— 73.2(656, 81.6)
LA
*2;;:N=:;oez:m: — 90.1186.3, 94)
=HLTFEENRS
Bmg-OIW BFIEL [N=220.893) = 102958, 1081
=HNTTHARS :
g AN R L [N 768354 _’_9_' 1300117, 144)
v TRARS i
g OFA A G [H=660:303) —= 1130107, 120)
—HATTRANS
CL I Q2w TR B L [H=28E03) —_— 1250110, 143)
—HEnT AR .
(0 g AW B L =1 3 o ' 105(84.1. 130}
HFARE
NSCLGMEL (N=882:1 7200 — 97.5(89.8, 108)
LDH 120{115, 124)
2170135791 [uaL] 92.7191.3,94.1)
3] 125(;22. 128
BO{52.4108) (ke) : 7351713, 768}
i 1220119, 124)
.\Ifc B0{52.4-1090 [kel 783740, TB.E)
50 1501(%)
HEBHT
1 95
2 5 95 95
5 95
3 LDH 217U/L 80 kg 100
4 CL CLO CLss
5Q VP CL VvC
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14

ONO-4538-77/CA2099LA

3878 13418
LDH
vC VP
Q Emax
360mg 3
20 3mg/kg 20 mg 2
78
-8
HTW 2h S
AFIV-EN=HERE (S5%ERER)
LE e s ]
(SRS =151 )
SR R — 700629, 76.6)
[H= 260003 i :
ClLss/CLO . i :
SHAT TR AL : :
(N B EE3) —s— 5 6920614, 78)
—HELT AN o . _
0ATgE DIWFETL IN=14:883) : ! 107 (&1.5, 133)
—HENT RS i
gk QAW L (N AR 4 1130108, 119)
ZHETIHRAES i .
g kg CRWs IR B L (N =38 B0 ) _"'9_ 1250110, 141]
ZENTIHEES i
v kg QIR ML (N = Eea) B 102(96.1, 108)
ZENTIREBES i
Hr@/kg QI A GL (N =E5LE0E) —'—*”_ 1290117, 142]
=TI RAES g
CL 240makg DR L (N=B05803) TS 134122, 148)
SR S B s T
AT I60mE QINHEF B =R 1220111, 135)
HRLLIN=385803] !
oA
NECLGMEL (N=2155:1719) —s = 96.4(88.7. 104)
A ,
120k (M= I00RATE) - 93.3(89.8, 96.6)
LOH ' 116113, 120]
2171140872 L] g 9361923, 94.7)
1210118, 123;
T48I(726, 77
t 1170115, 119)
vC 80(51107) gl 783482 6%
T 1
50 150(%)
HERTR
1 95
2 5 95 95
5 95
3 LDH 217U/L 80 kg 100
4 CL CLO  CLss
5Q VP cL vC
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12 ONO-4538-
48/CA209743 3689 11602
LDH
VC VP
Q Emax
18%
3 mg/kg Q2W 11%
Emax Emax 2%
Emax
Emax 37.8% &
-9
L Th
HFd —ﬁ#ﬁtﬁ:ﬂt {QE%IEEH!
AE=g
(ERUOEi—tr21TA)
¥FAE |
MPR 1LUMEL LS (N=205R5E) 102(33'3‘ 125]
A —_— 1
MNSCLE TLAMEL 2UHELIEY (W= 1834088) ‘DI{&EI'IE‘H
Emax FOMMEL 2L (N=T02E58 o B.7(r&1, 09}
ZHELT T HEPRE FREAEED L 76 7
(M= ARG A 335] — BO.3(47.6, 73.2)
SERLTO AL ERCL e 2(498, 73.1)
H#iE E. 76.2(738, 78.8)
vC 80 (50.108) [kgl 117(115, 113)
=H N7 F RN a )
=EAT 7%&1‘* 23N r{t‘f:‘ﬁ-’ﬂﬂ &%E‘ESEEC'I?SE:- 93'4{%'[' 1 15"
—ELTTF -
=#aT F240mg am.fummi?&trimmm = 1170109, 128)
—E¥ErLTFHEE 3
= #T F ik QIWAEAE L (N=61:1235) —er— £5.9(86.9. 111
=% B e -k
:d‘Ul-'-"S'ng.-h.gﬂmﬂﬁﬂ'L-l:E—B&:ﬂaE] —— 117106, 134)
= i _— 138(110, 158)
:dﬂlb'\rjﬂiﬂ&“ﬂmﬁ'ﬂﬂﬁ’ L iN=2E:1238)
CL T FNERS ) _— 1110103, 124)
=T F g CRWATRE L (H=11481235)
# AR & ’
MPH 1L:MEL 2L [N = 285:050) 118(105, 128)
MECLS 1L:MEL 2LLI E:N— 1834:858) —a= ‘IDGQQJ& 10?]
Al 4
TR MEL 2LEIE (N = TO2050) - 95.4(90.5, 100
LDH 23.5(93.6. 96.1)
2170037714 u) 118{109, 118)
K T4.6(72.6, 77.6
B0(50-105) [kg] 118{116, 120)
I T T T T 1
&0 80 100 120 150 200 (5%)
sSETEshy
1 CLO 0 ClLss Q vC
VP
2 95
3 5 95 95
5 95
4 LDH 217U/L 80 kg 100
PK +/-20
5 CL CLO CLss
6 Q VP CL VvC

7 N360=Nivo 360mg N240=Nivo 240mg N1=Nivo Img/kg N3=Nivo 3mg/kg
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5 ONO-4538-
50/CA209648 1364 4414
LDH VC
VP Q
1% LDH
80
-10
#IE
HFI)—BW=H L
W =i L]
(BRIFASN—t S ) (95%{SHE M)
i 81.6(84.6-78.7)
69.5(48.5-101) [kel -T- —-—  124(119-128)
LDH f 8 § 94.2(96-92.4)
200(135-614) [U/L] : L ; 116(111-122)
CL 7 RAE _
EC 1LMEL 2LLIR —a— 101(95-108)
(N=P78:327)
Al . .
MNSCLC 1LMEL 2LLI[S i —a— : 101(97.5-105)
(N=464:327) :
A RE i
MPM 1LMEL 2L LI —e 120{114-127)
(N=205:327) :
#E 82.6(856-72.8)
VC  6950485.101) kg | : 122(118-1286)
&s:u H:U ILIJU I;I:U 1-'1U Itlsu (%)
KERDHR
1 95
2 5 95 95
5 95
3 LDH 200 IU/L 69.5kg
80 120
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39,40

3mg/kg Q3W
4

3mg/kg Q3W
4
Cmin
10mg/kg Q3W 90

1mg/kg Q3W 30
10mg/kg Q3W 90
1mg/kg Q3W 30
Cmax
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90

90

Cavg



182
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0323 1 24 3
23
in vivo
1 —
2 —
81
10  30mg/kg 20 22 3 1
6 3
1.1+ 06 17+ 11
3
-3
AUCo-r pg/mL
ma/kg ng h/mL
3
20-22 |125-127| 7 21 84 7 21 84
7 21 84
42,400+ | 50,500+ | 65.0+ 35.7+ 4,78+ 56.9+ 317+ 3.00+ 1.1+ 1.2+ 1.3+
10 4,610 17,800 31.1 22.1 4,98 194 11.9 1.50 0.6 0.6 0.8
n=20 n=17 n=12 n=10 n=10 n=12 n=10 n=10 n=11 n=9 n=6
119,000+ | 115,000 | 112+ 60.6+ 6.02+ 122+ 65.5+ 4.35+ 1.4+ 1.7+ 1.6
30 19,900 | £53,700| 79.7 440 6.04 26.6 14.8 2.39 0.9 11 1.0
n=20 n=16 n=9 n=8 n=8 n=8 n=8 n=8 n=7 n=7 n=5
+
182 0.800ng/mL




81

10  30mg/kg 20 22 3 1
6
0.2% 0.4% 21
-4
mg/kg pg/mL pg/mL
3
3 7 21 3 7 21 3 7 21
84.5+ 65.0 35.7+ 0.226+ 0.142+ 0.114+ 0.003+ 0.002+ 0.004+
10 45.1 31.1 221 0.260 0.118 0.049 0.004 0.002 0.002
n=12 n=12 n=10 n=12 n=12 n=7 n=10 n=10 n=4
154+ 112+ 60.6+ 0.407+ 0.368+ 0.177+ 0.002+ 0.003+ 0.003+
30 119 79.7 44.0 0.478 0.378 0.130 0.001 0.001 0.002
n=10 n=9 n=8 n=9 n=9 n=7 n=8 n=7 n=3
+
81
3 1416-128
DS07167 10mg/kg
Vss 44,1+ 6.05 80.9+ 13.8mL/kg 81.82
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ICH S6

0323 1 24 3 23
1
ICH S6
0323 1 24 3 23
in vivo P450 CYP450
2 CYP
CYP450
CYP450
3
4
CYP450
ICH S6

0323 1 24 3 23
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10.

11.
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12

8.2 1111 11.1.2

11

1.2

4. P.20 22 5. P.169
170 8.1 P.172 183

-168—



8.
8.1 T
8.2
1.2
8.3
11.1.3
8.4
TSH T3 T4 ACTH
11.1.5
8.5 CK
11.1.9
8.6 CK
11.1.10
8.7
11.1.12
8.8
11.1.14
8.1
8.1 P.172 183
8.2
3 MDX010-20 2 31
3.1 2.3 2.3
Grade 3 08 1 08 1 08 1
08 1 08 1
Grade 4 Grade 5
2 CA184396 1 31
Grade 3 Grade 3
. P.168 8.1 P.172 183
8.3
8.1 P.172 183
8.4
TSH T3 T4 ACTH
8.1 P.172 183

-169—




8.5 CK
8.1 P.172 183

8.6 CK
8.1 P.172 183

8.7
1 P.172 183

8.8

pP.172 183

9.1
9.11

9.1.2

9.11

9.1.2

9.3
9.3.1

9.5

5 2 16
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86.5

2.8

17.3 5

IgG

8.3
AUC

AUC

3.1
9.4

19G

81

IgG

-171-




11.

11.1
11.11 6.6% 4.0% 1.3%* 0.1%
1.2
11.1.2 4.0% 3.2%
1.2
11.1.3
0.7% 0.1% ALT 33% 11.1% AST 2.6% 10.8%
8.3
11.1.4
Toxic Epidermal Necrolysis TEN 0.3%*
11.15 1.3% 3.3% 2.0% 1.2% 1.3%
13.8% 1.3% 4.4%
8.4
11.1.6
0.3%* 0.1%
11.1.7
1.3% 1.7%
11.1.8
0.3%* 0.3%* 5.3%
0.8%
11.1.9 0.5%
8.5
11.1.10 0.3%
8.6

11.1.11 Infusion reaction 0.7% 3.2%

11.1.12 1.3% 0.4%
8.7
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11.1.13

0.3% 0.7% 0.2% 0.1%
11.1.14
8.8
* 3 MDX010-20 gp100
11.1.1 11.1.2
3 MDX010-20 2 Grade 3
5.3% 7/131 4.6% 6/131

gpl100 Grade 3 0.3 1/380

2 CA184396 1 Grade 3

3 CA209067 16 Grade 3

9.6% 30/313 8.3% 26/313
0.3% 1/313
2 ONO-4538-17 19 Grade 3
3.3 1/30
3 ONO-4538-16/CA209214 12
Grade 3 3.8% 21/547 2.0%
11/547
MSI-High

2 CA209142 2 Grade

3 2.5% 3/119 1.7% 2/119
3 ONO-4538-87/CA2098HW 224
Grade 3 2.5% 5/200

1.0% 2/200

Grade 3
4/576

0.5% 1/200

ONO-4538-27/CA209227

0.2% 1/576
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27

1.7% 10/576 0.7%




3 ONO-4538-77/CA2099LA 29

Grade 3
1.4% 5/358 0.3% 1/358
1
3 ONO-4538-48/CA209743 30-82
Grade 3
2.3 7/300 0.3% 1/300
3 ONO-4538-50/CA209648 33,34
Grade 3
21322 0.3% 1/322
3 ONO-4538-92/CA2099DW 3587
Grade 3
1.2% 4/332 0.9% 3/332
11.1.3
3 MDX010-20 2
ALP 0.8 1/131
1
2 CA184396 1 Grade 3
ALT 5.0 1/20
3 CA209067 16

ALT  8.6% 27/313 AST
3.2% 10/313 2.6% 8/313
y -GTP
ALP 0.6% 2/313
0.3% 1/313
2 ONO-4538-17 1
13.3% 4/30 ALT y -GTP

3.3% 1/30

1.3% 4/313

Grade 3

3 ONO-4538-16/CA209214 12

Grade 3 ALT

ALP 1.6% 9/547 y -GTP 0.9% 5/547
0.5% 3/547

74~

Grade 3

6.1% 19/313
1.9% 6/313

10.0% 3/30

4.9% 27/547

0.4% 2/547

3.9% 14/358

3.3% 10/300

0.6%

2.4% 8/332
0.3% 1/332

AST

Grade 3

1.6% 5/313
1.0% 3/313

AST 6.7% 2/30

AST 3.5% 19/547

0.7% 4/547

0.2% 1/547



MSI-High

2 CA209142 2 Grade
3 AST 7.6% 9/119 ALT 6.7% 8/119
3.4% 4/119 1.7 2/119
0.8% 1/119
3 ONO-4538-87/CA2098HW 2324
Grade 3 ALT 1.5% 3/200 1.0%
2/200 AST ALP y -GTP

0.5% 1/200

3 ONO-4538-27/CA209227 7
Grade 3 ALT  33% 19/576  AST  3.1% 18/576
1.6% 9/576 ALP  0.7% 4/576 vy -GTP 0.5% 3/576
0.3% 2/576
0.2% 1/576
3 ONO-4538-77/CA2099LA %
Grade 3 14% 5/358  AST  1.1%
41358  ALT 0.8% 3/358
06 2/358 y -GTP 0.3% 1/358
3 ONO-4538-48/CA209743
Grade 3 ALT 1.7% 5/300
AST 1.0% 3/300 y -GTP
0.7% 2/300 ALP 0.3
1/300
3 ONO-4538-50/CA209648 =
Grade 3 ALT  22% 7/322  AST  1.2% 4/322
09% 3/322 vy -GTP 0.6% 2/322

0.3% 1/322

3 ONO-4538-92/CA2099DW 3
Grade 3 AST 6.0% 20/332 ALT 4.8% 16/332
2.1% 7/332 1.5% 5/332
1.2% 4/332 0.9% 3/332

0.6% 2/332
0.3% 1/332
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1114

3 MDX010-20 2 Grade 3
08 1/131
gpl100 Grade 3
TEN 1
TEN
2 CA184396 n Grade 3
3 CA209067 16 Grade 3 3.2%
10/313 1.9% 6/313
0.3% 1/313
2 ONO-4538-17 1 Grade 3 6.7%
2/30 3.3% 1/30
3 ONO-4538-16/CA209214 12
Grade 3 1.5% 8/547
0.5% 3/547
0.2% 1/547
MSI-High
2 CA209142 2 Grade
3 1.7% 2/119
0.8% 1/119
3 ONO-4538-87/CA2098HW 2824
Grade 3 1.0% 2/200
0.5% 1/200
3 ONO-4538-27/CA209227 z
Grade 3 1.6% 9/576
0.5% 3/576 0.2%
1/576
3 ONO-4538-77/CA2099LA ®
Grade 3
1.4% 5/358 0.8% 3/358 0.6% 2/358
0.3% 1/358
3 ONO-4538-48/CA209743 3032
Grade 3 1.3%(4/300 ) 1.0
3/300 0.3%
1/300
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3 ONO-4538-50/CA209648 8.8
Grade 3 2.2% 7/322
0.9% 3/322

3 ONO-4538-92/CA2099DW 3
Grade 3 1.8% 6/332
0.6% 2/332

0.3% 1/322

1.5% 5/332

0.3% 1/332

Grade 3

Grade 3

11.1.5
3 MDX010-20 2 Grade 3
1.5% 2/131
2 CA184396 1
3 CA209067 16
1.9% 6/313 1.6% 5/313 1.0% 3/313
0.3% 1/313
2 ONO-4538-17 10 Grade 3
6.7% 2/30
3 ONO-4538-16/CA209214 12
2.7% 15/547 2.0% 11/547
0.4% 2/547
0.2% 1/547
MSI-High

2 CA209142 2

1.7% 2/119

3 ONO-4538-87/CA2098HW 2.2

477~

0.8% 1/119

Grade



Grade 3

3.0% 6/200 2.0% 4/200 1.0%
2/200 0.5% 1/200
3 ONO-4538-27/CA209227 z
Grade 3
1.7% 10/576 1.0% 6/576 0.5% 3/576
0.3% 2/576 0.2% 1/576
3 ONO-4538-77/CA2099LA 2
Grade 3
1.4% 5/358 0.8% 3/358
0.3% 1/358
3 ONO-4538-48/CA209743 30-82
Grade 3
1.0% 3/300 ACTH 0.3% 1/300
3 ONO-4538-50/CA209648 3334
Grade 3
2.2% 7/322 1.6% 5/322
0.3% 1/322
3 ONO-4538-92/CA2099DW 87
Grade 3
0.9% 3/332 0.6% 2/332
0.3%
1/332
11.1.6
3 MDX010-20 2 Grade 3
gpl100 Grade 3
0.3 1/380
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2 CA184396 Hu

3 CA209067 10 Grade 3

0.3% 1/313

2 ONO-4538-17 19 Grade 3
3 ONO-4538-16/CA209214 12
Grade 3 0.4% 2/547 0.2%
1/547
MSI-High
2 CA209142 22 Grade
3 0.8% 1/119
3 ONO-4538-87/CA2098HW 224
Grade 3
3 ONO-4538-27/CA209227 z
Grade 3
0.2% 1/576
3 ONO-4538-77/CA2099LA 2
Grade 3
3 ONO-4538-48/CA209743 30-82
Grade 3
0.3 1/300
3 ONO-4538-92/CA2099DW 387
Grade 3
0.3% 1/332
11.1.7
3 MDX010-20 2 Grade 3
1.5% 2/131 0.8% 1/131
1
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2 CA184396 u

3 CA209067 10
1.0% 3/313
0.3% 1/313

2 ONO-4538-17 19
3 ONO-4538-16/CA209214 12
Grade 3 0.7% 4/547
0.2% 1/547
MSI-High
2 CA209142 22
3 1.7% 2/119
3 ONO-4538-87/CA2098HW 23,24
Grade 3 0.5% 1/200
3 ONO-4538-27/CA209227 z
Grade 3 0.3% 2/576

0.2% 1/576

3 ONO-4538-77/CA2099LA 2
Grade 3
3 ONO-4538-48/CA209743 30-82
Grade 3 1.3% 4/300

0.3% 1/300

3 ONO-4538-50/CA209648 33,34
Grade 3 0.6% 2/322
3 ONO-4538-92/CA2099DW 3587
Grade 3
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Grade 3

Grade

1.4% 5/358

0.3% 1/358

0.3% 1/332



11.1.8

3 MDX010-20 2
gp100 Grade 3
0.3 1/380 1
2 CA184396 n
3 CA209067 16 Grade 3
1.0 3/313
2 ONO-4538-17 19 Grade 3
3 ONO-4538-16/CA209214 12
Grade 3 1.0 6/547
MSI-High
2 CA209142 22 Grade
3 1.7% 2/119 0.8 1/119
3 ONO-4538-87/CA2098HW 23,24
Grade 3 1.0% 2/200
1
3 ONO-4538-27/CA209227 z
Grade 3 2.8% 16/576 0.5%
3/576
3 ONO-4538-77/CA2099LA 2
Grade 3 1.4% 5/358
0.3 1/358
3 ONO-4538-48/CA209743 30-82
Grade 3 0.3% 1/300
3 ONO-4538-50/CA209648 33,34
Grade 3 2.2% 7/322 0.6%
21322
3 ONO-4538-92/CA2099DW 387
Grade 3

0.3% 1/332
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11.1.9

11.1.10

MSI-High
3 ONO-4538-87/CA2098HW 224
0.5% 1/200

11.1.11 Infusion reaction

Infusion reaction

3 MDX010-20 2 Infusion reaction
Grade 1 08 1/131 gp100 Grade 2
Grade 3 0.3 1/380 Grade 2
0.3 1/380
2 CA184396 1 Grade 1 5.0 1/20
3 CA209067 16 Infusion reaction
Grade 1-2 2.9 9/313 1.3 4/313
0.3 1/313
2 ONO-4538-17 19 Infusion reaction
3 ONO-4538-16/CA209214 12 Infusion reaction
Grade 1-2 2.6 14/547 1.6
9/547 0.2 1/547
MSI-High
2 CA209142 22
Infusion reaction Grade 1-2 0.8 1/119
3 ONO-4538-87/CA2098HW 23,24
Infusion reaction Grade 1-2 1.0% 2/200

0.5% 1/200

3 ONO-4538-27/CA209227 z
Infusion reaction Grade 1-2 3.3% 19/576
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0.5 3/576 0.2% 1/576

3 ONO-4538-77/CA2099LA 2
Grade 3 Infusion reaction
0.6% 2/358 Grade 1-2 1.7 6/358
3 ONO-4538-48/CA209743 30-82
Grade 3 Infusion reaction
3 ONO-4538-50/CA209648 33,34
Grade 3 Infusion reaction
2.5% 8/322 03 1/322
3 ONO-4538-92/CA2099DW 3587
Grade 3 Infusion reaction
11.1.12
11.1.13
11.1.14
4. P20 22 5.
170

-183—

1.0% 3/300

Grade 1-2

0.3% 1/332

P.169



11.2

11.21 1
5
21.9%
ALP y-GTP
21.2%
1 17.
2 CA184396 u 3 MDX010-20 2

184




11.2.2

5%
22.1%
22.2%
ALP y-GTP
LDH CRP
2 17,

2 ONO-4538-17 1 2 CA209142 2 3
CA209067 16 ONO-4538-16/CA209214 12 3
ONO-4538-27/CA209227 ONO-4538-77/CA2099LA 27,29 3

ONO-4538-48/CA209743 % 3 ONO-4538-50/CA209648 3

3
CA2098HW

ONO-4538-92/CA2099DW

23

-185-—

35

3

ONO-4538-87/




CA184396

20

12

60.0%

%

MedDRA Ver 17.0 3mg/kg
SocC n=20
PT Grade Grade 3
12 600 3150
1 50 0
1 50 0
3150 1 50
1 50 1 5.0
2 100 0
1 50 0
1 50 0
1 50 0
1 50 0
1 50 0
1 50 0
1 50 0
2 100 0
2 10.0 0
9 450 0
1 50 0
1 50 0
2 10.0 0
7 35.0 0
5 250 0
1 50 0
1 50 0
1 50 0
3 150 0
3150 2 100
3 150 1 50
3 15.0 1 5.0
1 50 0
C- 1 50 0
Grade CTCAEVv 3.0
P 90
*CGrade4 5
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MDX010-20
131
105
80.2%
%
MedDRA Ver 12.1 n=131
SoC
PT Grade 1 | Grade 2 | Grade 3 | Grade 4 | Grade 5 Grade
35267 |37 282 |25 191 5 38 323 105 80.2
0 1 08| 4 31| 0 108 6 46
1 08 0 0 0 0 1 08
0 0 1 08 0 0 1 08
0 0 1 08 0 108 2 15
0 0 1 08 0 0 1 08
0 0 0 0 108 1 08
0 1 08 0 0 0 1 08
0 0 1 08 0 0 1 08
1 08| 1 08| 0 0 0 2 15
1 08 1 08 0 0 0 2 15
0 1 08 0 0 0 1 08
0 1 08 0 0 0 1 08
2 15 2 15 1 08 108 0 6 46
0 2 15| 0 0 0 2 15
1 08| 0 1 08| 0 0 2 15
1 08| 0 0 0 0 1 08
1 08| 0 0 0 0 1 08
0 0 0 108 0 1 08
2 15| 2 15| 3 23| 108 0 8 6.1
0 2 15| 0 0 0 2 15
2 15| 0 0 0 0 2 15
0 1 08| 1 08| 108 0 3 23
1 08| 1 08| 0 0 0 2 15
0 0 2 15| 0 0 2 15
13 99 | 3 23| 0 108 0 17 130
1 08 1 08 0 0 0 2 15
1 08 0 0 0 0.8
0 0 0 108 0 1 08
13 9.9 2 15 0 0 0 15 115
2 15| 1 08| O 0 0 3 23
0 1 08 0 0 0 1 08
1 08 0 0 0 0 0.8
1 08 0 0 0 0 1 08
6 46 | 3 23| 1 08| O 0 10 76
0 1 08 0 0 0 1 08
1 08 0 0 0 0 1 08
3 23 1 08 1 08 0 0 5 38
0 1 08| 0 0 0 1 08
1 08| 0 0 0 0 1 08
Grade CTCAEVv 3.0
X 1 Grade
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%

MedDRA Ver 12.1

n=131

PT so¢ Gradel | Grade2 | Grade3 | Grade 4 | Grade 5 Grade
1 08| 0 0 0 0 1 08
0 1 08 0 0 0 1 08
4 31| 3 23| 0 0 0 7 53
1 08| 0 0 0 0 1 08
0 1 08 0 0 0 1 08
0 1 08 0 0 0 1 08
0 2 15 0 0 0 2 15
2 15 1 08 0 0 0 3 23
1 0.8 0 0 0 0 1 08
1 0.8 0 0 0 0 1 08
0 1 08 0 0 0 1 08
1 08| 0 0 0 0 1 08
1 0.8 0 0 0 0 1 08
0 1 08| 0 0 0 1 08
0 1 08 0 0 0 1 08
8 6.1 2 15 2 15 108 108 14 107
0 0 1 08 0 0 1 08
5 38| 1 08 0 0 0 6 4.6
1 08| 1 08 1 08 108 0 4 31
1 08| 0 0 0 0 1 08
0 0 0 0 108 1 08
1 08| 0 0 0 0 1 08
4 31| 1 08| 1 08 108 0 7 53
3 23| 1 08 0 0 0 4 31
1 08| 0 0 0 0 1 08
1 08| 0 1 08 0 0 2 15
0 0 0 108 0 1 038
1 08| 0 0 0 0 1 038

36 275 |16 122 (10 7.6 0 0 62 473
3 2.3 0 0 0 0 3 23
5 3.8 3 23 0 0 0 6.1
3 2.3 0 0 0 0 2.3
1 0.8 0 0 0 0 0.8
2 15 1 08 7 53 0 0 10 7.6
1 0.8 3 23 0 0 0 4 31
20 153 |10 7.6 6 4.6 0 0 36 275
2 15 0 0 0 0 2 15
0 1 08 0 0 0 1 08
0 0 0 0 0 1 08
1 0.8 0 0 0 0 1 08
1 0.8 0 0 0 0 1 08
27 206 | 4 3.1 0 0 0 31 237
0 0 1 08 0 0 1 08
1 08| 0 0 0 0 1 08
9 69| 7 53 0 0 0 16 12.2

Grade CTCAEv3.0
* Grade
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%

MedDRA Ver 12.1

n=131

PT so¢ Grade 1 | Grade 2 | Grade 3 | Grade 4 | Grade 5 Grade
1 08 0 0 0 0 1 08
1 08 1 08 0 0 1 08 3 23
0 0 0 0 108 1 08
1 08 0 0 0 0 1 08
0 1 08 0 0 0 1 08
33 25.2 23 176 2 15 0 0 58 443
2 15 0 0 0 0 2 15
1 08 1 08 0 0 0 2 15
8 6.1 0 0 0 0 8 6.1
1 08 0 0 0 0 1 08
2 15 0 0 0 0 2 15
1 08 0 0 0 0 1 08
22 16.8 10 7.6 0 0 0 32 244
17 13.0 7 5.3 1 08 0 0 25 19.1
0 0 1 08 0 0 1 08
2 15 1 08 0 0 0 3 23
1 08 1 08 0 0 0 2 15
2 15 4 31 0 0 0 6 4.6
0 1 08 0 0 0 1 08
2 15 1 08 0 0 0 3 23
3 23 2 15 0 0 0 5 3.8
7 53 5 38 0 1 08 0 13 99
3 23 1 08 0 108 0 5 3.8
2 15 0 0 0 0 2 15
1 08 0 0 0 0 1 08
0 0 0 108 0 1 08
1 08 0 0 0 0 1 08
4 31 1 08 0 0 0 5 3.8
0 2 15 0 0 0 2 15
0 1 08 0 0 0 1 08
0 0 1 08 1 08 1 08 3 23
0 0 1 08 0 0 1 08
0 0 0 1 08 1 08 2 15
1 08 1 08 0 0 0 2 15
0 1 08 0 0 0 1 08
1 08 0 0 0 0 1 08
24 183 19 145 | 10 76 0 0 53 405
2 15 1 08 3 23 0 0 6 4.6
6 4.6 1 08 0 0 0 7 53
13 9.9 13 9.9 6 4.6 0 0 32 244
1 08 0 0 0 0 1 08
2 15 1 08 108 0 0 4 3.1
1 08 0 0 0 0 1 08
0 1 08 0 0 0 1 08
1 08 1 08 0 0 0 2 15
2 15 0 0 0 0 2 15

Grade CTCAEv3.0
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%

MedDRA Ver 12.1

n=131

PT S0¢ Grade 1 | Grade 2 | Grade 3 | Grade 4 |Grade 5 Grade
1 08 0 0 0 0 1 08
1 08 0 108 0 0 2 15
3 23 0 0 0 0 3 23
0 108 0 0 0 1 08
7 53 3 23 0 0 0 10 76
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08
0 108 0 0 0 1 08
8 6.1 5 38 1 08 2 15 0 16 12.2
1 08 1 08 0 0 0 2 15
0 1 08 0 0 0 1 08
2 15 0 0 0 0 2 15
0 1 08 0 1 08 0 2 15
0 1 08 0 0 0 1 08
0 1 08 0 0] 0 1 08
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08

v- 1 08 0 0 0 0 1 08
0 0 0 1 08 0 1 08
0 1 08 0 0] 0 1 08
3 23 108 0 0 0 4 31
0 108 0 0 0 1 08
1 08 0 0 0 0 1 08
1 08 0 0 0 0 1 08
1 08 0 108 0 0 2 15
0 108 0 0 0 1 08

Grade CTCAEVv 3.0
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1 ONO-4538-17

30

30

100.0%

MedDRA Ver 20.0J
soc
PT

n=30

Grade

Grade 3-4

30 100.0

23 76.7

27 90.0

3100

18 60.0

2 6.7

10 333

0

13.3

3.3

3.3

3.3

3.3

3.3

N RES

3.3
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16.7
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3.3
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3.3
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3.3

13.3

10.0
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3.3

3.3

3.3

3.3

3.3

3.3

3.3

3.3

3.3

3.3

3.3
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3.3
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3.3
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3.3
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Grade CTCAEV 4.0

* Grade 5
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%

MedDRA Ver 20.0J

SOC n=30
PT Grade Grade 3-4
11 36.7 2 6.7
5 16.7 1 33
T- 5 167 3 10.0
4 133 0
2 6.7 0
1 33 0
1 33 0
1 33 0
C- 1 33 0
D 1 33 0
1 33 1 33
1 33 1 33
9 300 6 200
8 26.7 1 33
5 16.7 4 13.3
1 33 1 33
2 6.7 1 33
2 6.7 0
1 33 1 33
1 33 1 33
1 33 0
1 33 1 33
9 30.0 1 33
5 16.7 1 33
2 6.7 0
1 33 0
1 33 0
10 333 2 6.7
7 233 0
2 6.7 0
6.7 2 6.7
1 33 0
10 333 5 16.7
7 233 4 13.3
2 6.7 0
1 33 1 33
7 233 1 33
1 33 0
2 6.7 0
2 6.7 0
1 33 0
1 33 0
1 33 0
1 33 1 33
6 20.0 0
5 16.7 0

Grade CTCAEV 4.0
* Grade 5
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MedDRA Ver 20.0J
soc
PT

n=30

Grade

Grade 3-4

3.3

0

3.3

3.3

133

6.7

3.3

3.3

10.0

3.3

3.3

3.3

3.3

6.7

3.3

3.3

33

3.3

33

3.3

3.3
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Grade CTCAEV 4.0
* Grade 5
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2 CA209067

313 311
300 268
95.8% 86.2%
%
MedDRA Ver 19.0
SOoC n=313 n=311
PT Grade | Grade 3-4 | Grade 5 Grade | Grade 3-4 | Grade 5
300 95.8 | 183 58.5 0 268 86.2 86 27.7 1 03
207 66.1 21 6.7 0 177 56.9 9 29 0
91 29.1 10 32 0 68 21.9 5 16 0
112 35.8 6 1.9 0 113 36.3 1 03 0
27 8.6 0 0 16 5.1 0 0
15 48 0 0 11 35 0 0
38 12.1 6 1.9 0 38 12.2 1 03 0
6 1.9 1 03 0 5 16 1 03 0
4 13 0 0 2 06 0 0
6 1.9 0 0 0 0 0
5 16 0 0 2 06 0 0
9 29 0 0 2 06 0 0
1 03 0 0 1 03 0 0
2 06 0 0 2 06 0 0
7 22 0 0 3 1.0 0 0
4 13 0 0 1 03 0 0
7 22 0 0 4 13 0 0
2 06 0 0 0 0 0
12 38 0 0 4 13 0 0
9 29 0 0 5 16 0 0
2 06 0 0 4 13 0 0
5 16 0 0 2 06 0 0
1 03 0 0 0 0 0
8 26 1 03 0 2 06 1 03 0
7 22 0 0 1 03 1 03 0
0 0 0 2 06 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
2 06 0 0 1 03 0 0
3 10 0 0 1 03 0 0
5 16 0 0 7 23 0 0
0 0 0 1 03 0 0
2 06 0 0 2 06 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0

Grade CTCAEV 4.0
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%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade |Grade 3-4| Grade5 Grade |Grade 3-4| Grade5
0 0 0 1 03 0 0
0 0 0 1 03 0 0
2 06 1 03 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 1 03 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 1 03 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
3 1.0 0 0 3 1.0 0 0
0 0 0 1 03 0 0
181 57.8 15 48 0 127 40.8 8 26 0
118 37.7 13 4.2 0 89 28.6 3 1.0 0
31 99 1 03 0 17 55 2 06 0
60 19.2 2 06 0 21 6.8 1 03 0
22 7.0 0 0 10 3.2 0 0
9 29 0 0 11 35 1 03 0
5 16 0 0 4 1.3 0 0
9 29 1 03 0 1 03 0 0
4 1.3 1 03 0 1 03 0 0
7 22 0 0 5 16 0 0
1 03 0 0 2 06 0 0
2 06 0 0 1 03 0 0
0 0 0 3 10 0 0
1 03 0 0 1 03 0 0
0 0 0 1 03 0 0
3 1.0 0 0 2 0.6 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
3 1.0 1 03 0 1 03 1 03 0
0 0 0 1 03 1 03 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 2 06 0 0

Grade CTCAEV 4.0

-195—




%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade |Grade 3-4| Grade5 Grade |Grade 3-4| Grade5
0 0 0 1 03 0 0
3 10 0 0 2 06 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
4 1.3 0 0 0 0 0
1 03 0 0 1 03 0 0
198 63.3 57 18.2 0 170 54.7 39 125 0
142 45.5 30 9.6 0 105 33.8 18 5.8 0
88 28.1 7 22 0 51 16.4 2 06 0
50 16.0 8 2.6 0 24 1.7 1 03 0
12 3.8 0 0 17 55 0 0
28 8.9 1 03 0 28 9.0 2 06 0
19 6.1 0 0 2.3 0 0
3 1.0 0 0 2 0.6 0 0
40 12.8 26 8.3 0 35 11.3 24 7.7 0
4 1.3 0 0 4 1.3 0 0
7 2.2 0 0 1 03 0 0
5 16 0 0 6 1.9 0 0
5 16 0 0 3 10 0 0
9 29 1 03 0 3 10 0 0
2 06 1 03 0 2 06 2 06 0
3 10 0 0 4 1.3 0 0
0 0 0 3 10 0 0
3 10 1 03 0 1 03 0 0
1 03 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
0 0 0 2 06 0 0
2 06 0 0 0 0 0
0 0 0 1 03 0 0
3 1.0 0 0 2 0.6 1 03 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 1 03 0
1 03 0 0 1 03 0 0
1 03 0 0 2 0.6 0 0
2 0.6 0 0 1 03 0 0
1 03 1 03 0 0 0 0
0 0 0 1 03 0 0
3 1.0 1 03 0 1 03 0 0
1 03 1 03 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0

Grade CTCAEV 4.0
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%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade 5 Grade | Grade 3-4| Grade5
1 03 0 0 0 0 0
1 03 0 0 2 06 0 0
1 03 1 03 0 1 03 1 03 0
1 03 1 03 0 1 03 1 03 0
2 06 0 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 2 0.6 2 06 0
1 03 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
86 275 12 38 0 57 183 1 03 0
34 10.9 2 0.6 0 25 8.0 1 03 0
14 45 0 0 9 29 0 0
17 54 0 0 11 35 0 0
5 16 0 0 8 26 0 0
10 3.2 0 0 5 16 0 0
4 1.3 0 0 2 06 0 0
5 16 1 03 0 2 06 0 0
5 16 0 0 0 0 0
3 10 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 1 03 0 2 06 0 0
3 1.0 1 03 0 0 0 0
4 1.3 1 03 0 0 0 0
1 03 0 0 1 03 0 0
2 0.6 1 03 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 1 03 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
2 0.6 1 03 0 1 03 0 0
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
3 10 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0

Grade CTCAEV 4.0
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%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade5 Grade |Grade 3-4 | Grade 5
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
1 03 1 03 0 0 0 0
0 0 0 1 03 0 0
1 03 1 03 0 0 0 0
2 06 1 03 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
3 1.0 0 0 1 03 0 0
71 227 7 22 0 47 151 1 03 0
42 13.4 1 03 0 21 6.8 0 0
17 54 1 03 0 9 29 0 0
6 1.9 0 0 6 1.9 0 0
2 0.6 0 0 4 1.3 0 0
7 2.2 2 06 0 4 1.3 0 0
6 1.9 1 03 0 3 1.0 0 0
1 03 0 0 1 03 0 0
0 0 0 2 06 0 0
2 06 0 0 7 23 0 0
3 10 0 0 1 03 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
2 06 1 03 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 1 03 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
3 1.0 0 0 0 0 0
1 03 1 03 0 0 0 0
141 45.0 82 26.2 0 b5 17.7 22 71 0
43 13.7 34 109 0 18 5.8 12 3.9 0
23 7.3 9 29 0 15 4.8 4 1.3 0
51 16.3 19 6.1 0 12 3.9 2 0.6 0
59 18.8 27 8.6 0 12 3.9 5 16 0
19 6.1 0 0 4 1.3 1 03 0
12 3.8 2 06 0 2 0.6 1 03 0
6 1.9 0 0 2 0.6 0 0
14 45 1 03 0 5 16 0 0
4 1.3 0 0 0 0 0
12 3.8 10 3.2 0 3 10 0 0
4 1.3 0 0 0 0 0

Grade CTCAEV 4.0

-198—




%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade5 Grade |Grade 3-4 | Grade 5
2 06 0 0 2 06 0 0
2 06 1 03 0 0 0 0
1 03 0 0 2 06 0 0
0 0 0 1 03 0 0
3 10 0 0 0 0 0
Y- 10 3.2 4 13 0 6 19 1 03 0
5 16 3 10 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 3 1.0 0 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 2 0.6 1 03 0
1 03 0 0 0 0 0
3 1.0 0 0 0 0 0
2 0.6 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 1 03 0
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
0 0 0 1 03 0 0
- 3 10 2 06 0 2 06 2 06 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
5 16 4 1.3 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
96 30.7 18 58 0 33 106 8 26 0
51 16.3 1 03 0 14 45 0 0
34 10.9 3 1.0 0 1.0 0 0
11 35 6 1.9 0 1.3 1 03 0
13 4.2 1 03 0 0.3 0 0
23 7.3 5 16 0 12 3.9 5 16 0

Grade CTCAEV 4.0
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MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade 5 Grade | Grade 3-4| Grade 5
1 03 0 0 0 0 0
2 06 1 03 0 0 0 0
5 16 3 10 0 4 13 2 06 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
2 06 1 03 0 0 0 0
1 03 0 0 0 0 0
87 27.8 17 54 0 52 16.7 5 16 0
60 19.2 4 1.3 0 41 13.2 1 03 0
3 1.0 2 0.6 0 0 0 0
8 2.6 4 1.3 0 2 06 0 0
6 19 0 0 2 06 0 0
3 1.0 0 0 2 06 0 0
10 3.2 4 1.3 0 3 1.0 2 06 0
2 06 1 03 0 2 06 0 0
14 45 5 16 0 5 16 2 06 0
1 03 0 0 0 0 0
7 22 1 03 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
69 22.0 8 26 0 39 125 2 06 0
24 7.7 0 0 15 48 0 0
36 11.5 3 1.0 0 12 3.9 0 0
3 1.0 0 0 2 06 0 0
4 1.3 0 0 3 1.0 0 0
21 6.7 3 1.0 0 5 16 1 03 0
2 06 0 0 1 03 0 0
3 1.0 0 0 1 03 0 0
1 03 0 0 0 0 0
2 06 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 1 03 0 0

Grade CTCAEV 4.0
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Grade 5
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Grade CTCAEV 4.0
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%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade 5 Grade | Grade 3-4| Grade 5
4 13 1 03 0 2 06 1 03 0
5 16 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
24 77 2 06 0 18 58 3 10 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
2 06 0 0 3 1.0 0 0
1 03 0 0 0 0 0
4 1.3 0 0 2 06 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 1 03 0
0 0 0 1 03 1 03 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 2 06 0 0
1 03 1 03 0 0 0 0
1 03 0 0 0 0 0
1 03 1 03 0 0 0 0
0 0 0 1 03 1 03 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 1 03 0 0
1 03 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 1 03 0 0
3 1.0 0 0 0 0 0
1 03 0 0 0 0 0
2 06 0 0 1 03 0 0
0 0 0 1 03 0 0
2 06 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
17 54 1 03 0 11 35 1 03 0
6 19 1 03 0 5 16 0 0
3 10 0 0 0 0 0
4 13 0 0 2 06 1 03 0
0 0 0 1 03 0 0

Grade CTCAEV 4.0
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%

MedDRA Ver 19.0

SOC n=313 n=311
PT Grade | Grade 3-4| Grade 5 Grade | Grade 3-4| Grade 5
5 16 0 0 2 06 0 0
1 03 0 0 0 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
18 58 3 10 0 12 39 2 06 0
4 13 1 03 0 4 13 2 06 0
0 0 0 2 0.6 0 0
1 03 0 0 0 0 0
5 16 0 0 3 1.0 0 0
5 16 1 03 0 3 1.0 0 0
1 03 0 0 0 0 0
2 06 1 03 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
12 38 0 0 10 32 1 03 0
9 29 0 0 8 2.6 1 03 0
0 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
21 6.7 7 22 0 8 26 1 03 0
1 03 1 03 0 0 0 0
2 06 0 0 1 03 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
2 06 0 0 0 0 0
1 03 0 0 1 03 0 0
1 03 0 0 0 0 0
4 1.3 3 1.0 0 2 06 0 0
2 06 1 03 0 0 0 0
0 0 0 1 03 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
1 03 0 0 0 0 0
0 0 0 1 03 0 0
2 06 0 0 0 0 0
1 03 1 03 0 0 0 0
1 03 0 0 0 0 0
1 03 1 03 0 1 03 1 03 0
36 115 24 1.7 0 7 23 1 03 0
3 10 2 06 0 1 03 0 0
6 19 6 19 0 2 06 1 03 0
10 3.2 2.6 0 1 03 0 0

Grade CTCAEV 4.0
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n=311
Grade 3-4

Grade 5

0.3

0.3

03

0.3

Grade

0.3
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0.3
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1.0

0.3

0.6

13

0.3

1.0

19
0.6

0.3

0.3

0.6

0.6

0.3

0.3

n=313
Grade 3-4

Grade 5

1.6
0.3
0.3

0.3

03

0.3

0

Grade

2.2
2.2
0.3

0.3

0.3

0.3
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13

0.3

0.3

0.3

0.3

0.6
0.3

0.3

0.6

0.6

11 35

1.0
0.3

0.3

0.3

0.3

13
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0.3

0.3

0.3

0.3
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MedDRA Ver 19.0
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Grade CTCAEv 4.0
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3 ONO-4538-16/CA209214
547
509
93.1%
% %
MedDRA Ver 20.0J MedDRA Ver 20.0J
soc n=547 soc n=547
PT Grade | Grade 3-4 PT Grade | Grade 3-4
509 93.1 | 250 45.7 23 4.2 0
314 574 | 33 60 916 0
18 3.3 11 2.0
202 36.9 23 4.2 6 11 0
79 14.4 2 0.4 8 15 0
72 13.2 8 15 2 04 0
25 4.6 102 305 0
26 4.8 2 0.4 6 11 102
11 2.0 0 107 0
18 33 0 713 2 04
407 0 305 0
13 2.4 0 305 0
8 15 0 Loz 0
509 0 2 04 102
2 0.4 0 L o2 0
2 0.4 102 > 04 0
102 0 > 04 0
2 0.4 0 L o2 0
102 0 > 04 0
102 0 o2 0
2 0.4 0 102 0
204 0 2 0.4 102
102 0 2 0.4 102
2 0.4 0 102 0
102 0 102 0
2 0.4 0 102 0
2 0.4 0 2 04 0
102 0 102 0
102 0 102 0
102 0 102 0
102 0 L o2 0
102 0 L o2 0
287 525 41 75 L o2 0
145 265 21 38 L o2 0
109 19.9 8 15 L o2 0
59 10.8 407 L o2 0
35 6.4 0 L o2 0
38 6.9 2 0.4 L o2 0
3157 0 L o2 0
15 2.7 0 L o2 0
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MedDRA Ver 20.0J MedDRA Ver 20.0J
SOC n=547 soC n=547
PT Grade | Grade 3-4 PT Grade |Grade 3-4
10.2 0 102 0
102 102 102 0
102 0 102 0
10.2 0 102 0
10.2 0 102 0
102 0 10.2 0
102 0 10.2 0
289 52.8 20 37 102 0
154 28.2 305 10.2 0
118 21.6 8 15 10.2 0
40 7.3 0 102 0
50 9.1 8 15 10.2 0
15 2.7 0 10.2 0
815 0 10.2 0
815 0 10.2 0
8 15 102 10.2 0
916 0 10.2 0
509 0 10.2 10.2
8 15 0 10.2
916 102 10.2
815 102 10.2
4 07 0 149 272 | 14 26
204 0
76 13.9 5 0.9
305 0
15 2.7 10.2
2 04 0
49 9.0 305
102 0
17 3.1 10.2
4 0.7 0
8 15 10.2
305 0
22 4.0 0
2 04 0
10 1.8 0
2 04 0
4 0.7 10.2
204 0
204 0
305 0
10 1.8 10.2
305 0
4 0.7 0
305 0
10.2 0
10.2 0
305 0
204 0
102 0
102 0
4 0.7 0
2 04 0
102 0
10.2 0
102 0
10.2 0
305 0
102 0
102 0
2 04 102
2 04 102
204 0
2 04 102
204 0
102 0 102 0
1 0'2 0 102 0
' 102 0
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MedDRA Ver 20.0J MedDRA Ver 20.0J
SoC n=547 SOC n=547
PT Grade | Grade 3-4 PT Grade |Grade 3-4
102 0 102 102
102 0 2 04 0
102 0 102 0
102 0 2 04 2 04
102 102 102 0
102 102 2 04 0
107 196 8 15 407 102
102 0
45 8.2 0 T 02 5
31 57 102 - 0
32 59 6 1.1 T oo 0
611 0 102 0
102 0 2 04 2 04
713 0 102 102
713 0 102 0
102 0
3 05 5 102 0
2 04 0 102 0
6 1.1 0
102 0
305 0
102 0
5 0.9 0
102 102
2 04 0
102 0
102 0
102 0
2 0.4 0
210 384 | 111 203
102 102
90 16,5 | 56 10.2
102 0
71 130 | 3157
2 04 0
102 0 58 10.6 | 19 35
102 0 35 6.4 102
102 0 60 11.0 | 27 49
59 10.8 11 20
3 05 5 18 33 0
2 04 0 25 4.6 9 16
102 102 6 11 0
509 102 13 2.4 102
305 102 y -
12 22 509
5 0.9 0
102 0 12 2.2 4 0.7
102 0 11 2.0 0
8 15 0 407 102
305 102
3 05 5 2 04 0
102 102 5 0.9 204
2 04 0 509
102 0 5009 0
102 0
6 1.1 2 04
407 0
6 1.1
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MedDRA Ver 20.0J MedDRA Ver 20.0J
SOC n=547 SoC n=547
PT Grade | Grade 3-4 PT Grade |Grade 3-4
407 0 10 1.8 102
305 102 6 11 2 04
102 0 713 102
305 0 4 0.7 102
4 0.7 0 4 0.7 0
102 102 611 2 04
305 0
102 0 4 0.7 102
2 04 0 305 0
3 05 0 204 0
2 04 0 204 0
102 0 204 0
102 0 305 0
204 102 305 0
102 0 102 102
2 04 0 102 0
102 0 305 102
102 0
102 0 102 102
102 0 204 204
102 0
102 0 102 0
102 102 204 204
102 0 102 10.2
102 0 102 102
- 102 0 102 0
102 0 102 0
102 0 102 0
102 0 102 0
102 0 102 102
102 0 136 24.9 11 20
102 102 53 9.7 4 07
102 0 26 4.8 0
102 0 31 5.7 0
102 0 18 3.3 2 04
204 0
102 0
6 1.1 0
102 0 305 0
102 0 2 04 0
156 285 48 88 8 15 0
75 13.7 713 3 05 102
28 5.1 8 15 2 04 0
24 4.4 16 2.9 2 04 0
13 24 4 0.7 102 0
17 3.1 6 1.1 1 0.2 0
4 0.7 204 1 0.2 102
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%

%

MedDRA Ver 20.0J MedDRA Ver 20.0J
SOC n=547 soC n=547
PT Grade | Grade 3-4 PT Grade |Grade 3-4
102 0 102 0
204 0 204 0
102 0 102 102
204 0 102 0
102 0 37 638 9 16
204 0 12 2.2 407
102 102 11 2.0 305
102 0 5 0.9 0
2 04 0 102 0
102 0
102 0 2 07 5
102 0 102 102
102 0 o2 5
102 102 > 04 0
102 0 o2 5
102 0 102 102
102 0 a2 77 102
102 102 5 16 0
102 0 213 0
160 293 | 34 6.2 5 00 0
85 155 204 o2 0
59 10.8 204 = 09 102
28 5.1 11 2.0 L o2 0
22 40 15 2.7 102 0
16 2.9 102 102 0
204 0 > 04 5
305 204 > 04 5
305 0 3 05 5
102 102 102 0
102 0 102 0
2 0.4 2 0.4 204 0
204 0 102 0
2 04 2 04 2 04 0
204 0
102 102 102 0
102 0 102 0
102 0
102 0 L o2 0
102 0 102 0
102 0 102 0
102 0 102 0
26 48 102 102 0
916 0 102 0
204 0 102 0
204 0 102 0
6 1.1 0 102 0
204 0

—209-




%

%

MedDRA Ver 20.0J MedDRA Ver 20.0J
SOC n=547 soC n=547
PT Grade | Grade 3-4 PT Grade |Grade 3-4
102 102 5 0.9 0
102 0 102 0
102 0 102 0
102 0 102 0
102 0 102 102

28 51 611 102 0

10 18 407 102 0
2 04 0
Y, . 407 102
102 0 102 102
102 0 T o2 5
102 0 > 04 0
204 0 15 2.7 305
102 0 S 16 5
407 102 207 3 05
2 04 0 2 0.4 2 0.4
102 0 Too 5
102 102 o2 5
102 0 Loz 5
102 0 15 2.7 2 04
102 102 o 15 > 04

47 86 8 15 E 0.9 5

34 6.2 2 04 o2 5
305 305 o2 5
2 04 0 10 1.8 102
305 0 102 102
305 102 > 04 0
2 04 0 T o2 0
102 0 > 04 0
102 0 102 0
102 102 102 0
102 102 102 0
T o2 102 0

102 0

21 38 102 o2 .

14 26 0 16 29 8 15
102 0 407 102
102 0 305 305
102 0 305 102
102 0 2 04 0
102 0 204 2 04
102 102 102 0
102 0 102 102

15 2.7 102 102 102
713 0

Grade CTCAEvV 4.0
* Grade 5
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MSI-High

2 CA209142
119
87
73.1%
% %
MedDRA Ver 20.0J MedDRA Ver 20.0J
soc n=119 soc n=119
PT Grade | Grade 3-4 PT Grade | Grade 3-4
87 73.1 38 319 108 0
41 345 325 108 0
18 15.1 0 108 108
21 17.6 2 1.7 108 0
6 5.0 108 '
6 50 0 108 0
2 1.7 0 108 108
4 34 0 108 0
108 0 '
217 0 108 0
108 0 108 0
108 0 108 0
108 0 44 370 542
108 0 20 16.8 2 1.7
35 294 7 59 13 10.9 2 1.7
26 21.8 217 8 6.7 0
15 12.6 108 108 0
8 6.7 217 4 34 0
8 6.7 108 217 0
325 0 217 0
6 5. 0 3 25 0
4 34 0 '
217 0
2 1.7 0 108 0
325 325 5 1'7 0
108 0 :
108 108 2 17 0
108 0 108 0
108 0
ot 5 217 0
108 0 2 (1)'; ; 08
40 336 20 168 i 0'8 0
17 14.3 976 1 0:8 0
14 11.8 8 6.7 108 0
108 0
10 84 542 L o8 0
4 34 0 '
108 0
542 0
108 108
2 1.7 0 108 0
325 108 108 0
325 0 108 0
108 0
2 1.7 0 108 0
4 34 434 :




%

%

MedDRA Ver 20.0J MedDRA Ver 20.0J
SOC n=119 SOC n=119
PT Grade | Grade 3-4 PT Grade Grade 3-4
5 4.2 108 30 252 759
108 0 16 134 10.8
108 0 13 10.9 0
108 0 542 0
108 108 325 108
108 0 325 217
217 108
16 134 217 108 0
542 0 108 108
6 50 108 108 108
108 0 108 0
434 0
217 0 217 108
108 0 108 0
108 0 108 108
108 0 4 34 108
108 0 i 8': 2 0.8
108 0 108 0
108 108 o8 5
15 126 4 34
10 8.4 108 542 0
2 17 108 108 0
2 17 0 325 0
217 217 108 0
217 0 325 217
108 0 2 17 2 1.7
108 0 108 0
16 134 108 217 0
7 59 0 108 0
217 0 411 (3)2 (4)1 34
108 0 217 217
825 0 108 108
2 17 0 108 108
217 0
108 108 2 17 0
108 0 108 0
976 217 108 0
108 0
108 0 2 17 0
325 217 108 0
108 0 108 0
6 5.0 108 325 0
108 0 108 0
108 0 217 0
108 0 108 0
10 84 325 108 0
8 6.7 325 108 0
4 34 108 108 0
1 0.8 0 108 0

Grade CTCAEVv 4.0
* Grade 5
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3 ONO-4538-87/CA2098HW
200
160
80.0%
% %
MedDRA Ver 26.1J MedDRA Ver 26.1J
soc n=200 SOC n=200
PT Grade | Grade 3-4 PT Grade | Grade 3-4
160 80.0 46 23.0 220 Tos
82 410 525 : :
420 0
45 225 0 105 105
21 105 2 1.0 : '
10 5.0 0 315 0
Y 0 2 1.0 0
420 0 105 0
315 0 105 0
315 105 105 0
315 0 105 0
2 1.0 0 105 0
105 105 105 0
105 105 i 8'2 8
105 0 105 0
1 0.5 0 105 0
1 0.5 0 105 0
105 0
105 0 61 305 315
105 0 28 14.0 2 10
105 0 26130 | 105
105 0 420 0
105 0 315 0
105 0 3 1'5 0
105 0 :
210 0
105 0 2 1.0 0
105 0 :
105 0 105 0
105 0 105 0
66 33.0 12 6.0 105 0
32 16.0 2 1.0 105 0
18 9.0 0 20 10.0 315
9 45 420
21.0 105 16 8.0 1 0.5
105 105 13 6.5 210
105 0 6 3.0
64 32.0 10 5.0 5 25 105
42 21.0 2 1.0
10 0.5 0 4 2.0 0
6 3.0 0 Y 315 105
525 525
525 0
420 105
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%

%

MedDRA Ver 26.1J MedDRA Ver 26.1J
SOC n=200 SOC n=200
PT Grade | Grade 3-4 PT Grade Grade 3-4
105 0
210 0 Tos 5
210 0 105 0
210 0 105 0
105 105 105 0
o 105 0
105 0 105 0
22 110 420
105 0 10 5.0 105
420 0
105 0 220 0
315 105
105 0 2 1.0 105
210 0
105 0 105 105
105 0
105 0 105 0
105 0
105 0 105 0
105 0
105 0 105 0
105 0
105 0 105 0
105 0 105 0
105 0 15 75 315
105 0
05 0 525 2 10
525 0
105 0 315 0
105 105
105 0 105 0
105 0
105 0 Tos 5
105 0 105 0
105 0 14 70 315
105 0 420 105
420 0
105 0 105 105
105 0 105 105
105 0
105 0 105 0
105 0 105 0
105 0 105 0
105 0 105 0
105 0 L 05 0
28 140 2 10 105 5
18 9.0 105 13 6.5 525
420 0 525 0
315 0 2 1.0 210
2 1.0 105 2 10 105
105 0 105 105
T o5 5 105 105
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%

%

MedDRA Ver 26.1J MedDRA Ver 26.1J
SOC n=200 SOC n=200
PT Grade | Grade 3-4 PT Grade Grade 3-4
5 10 0 315 0
210 0
9 45 0 105 0
525 0
315 0 315 0
105 0
105 0 210 0
9 45 105 105 0
ri0 | o L
105 105 105 0
105 0 105 0
105 0 210 210
105 105
105 0 105 105
105 0 2 10 0
105 0 105 0
105 0 105 0
8 40 0 210 0
105 0
105 0 210 0
7 35 0 105 0
210 0 105 0
105 0 105 0
105 0 105 0
105 0
105 0
105 0
315 0
210 0
105 0
Grade CTCAEV5.0
* Grade 5
30
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ONO-4538-27/CA209227
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76.7%
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%

MedDRA Ver 22.0J
SOoC
PT

n=576
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MedDRA Ver 22.0J
SOoC
PT

n=576

Grade

Grade 3-4

Grade 5
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%

MedDRA Ver 22.0J

SOC n=576

PT Grade Grade 3-4 Grade 5

1 02 0 0

1 02 0 0

1 02 0 0

140 243 58 10.1 0

56 9.7 18 3.1 0

52 9.0 19 33 0

43 75 23 4.0 0

36 6.3 17 3.0 0

14 24 0 0

13 23 4 0.7 0

12 21 1 02 0

9 16 0 0

6 1.0 0 0

Yy - 5 09 3 05 0

5 09 2 0.3 0

5 09 2 0.3 0

4 0.7 0 0

4 0.7 0 0

4 0.7 0 0

3 05 0 0

3 05 0 0

3 05 0 0

3 05 0 0

2 0.3 1 02 0

2 0.3 1 02 0

2 03 2 0.3 0

2 0.3 1 02 0

2 0.3 0 0

2 03 0 0

1 02 0 0

1 02 0 0

1 02 0 0

1 02 0 0

1 02 0 0

1 02 1 02 0

1 02 0 0

1 02 1 02 0

1 02 0 0

1 02 0 0

1 02 0 0

1 02 0 0

1 02 0 0

127 220 20 35 0

72 125 2 03 0

48 8.3 0

19 33 10 1.7 0

12 21 6 10 0

7 12 3 05 0

4 0.7 0 0

1 02 0 0

1 02 1 02 0

1 02 0 0

1 02 0 0

102 177 23 40 0

76 13.2 4 0.7 0

18 3.1 10 1.7 0
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MedDRA Ver 22.0J
SOoC
PT

n=576
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Grade 3-4
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MedDRA Ver 22.0J
SOoC
PT

n=576
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MedDRA Ver 22.0J
SOoC
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n=576
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MedDRA Ver 22.0J
SOoC
PT

n=576
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ONO-4538-48/CA209743
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%

MedDRA Ver 22.1J
SocC n=300

PT Grade Grade 3-4 Grade 5
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MedDRA Ver 22.1]
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MedDRA Ver 22.1J

sOoC n=300
PT Grade Grade 3-4 Grade 5
1 03 0 0
1 03 1 03 0
5 17 103 0
2 07 0 0
1 0.3 1 03 0
1 03 0 0
1 03 0 0
4 13 2 07 0
1 03 0 0
1 03 1 03 0
1 03 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0

Grade CTCAEvV 4.0
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322
256
79.5
%
MedDRA Ver 23.1J
SoC n=322
PT Grade Grade 3-4 Grade 5
256 795 102 317 2 0.6)
118 366 14 43 0
55 17.1 7 22 0
43 134 3 09 0
16 5.0 3 09 0
8 25 2 06 0
7 22 1 03 0
4 12 1 03 0
4 1.2 1 03 0
3 09 0 0
2 06 0 0
2 0.6 0 0
2 0.6 0 0
2 06 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
92 286 15 4.7 0
32 9.9 2 06 0
26 8.1 1 03 0
18 5.6 4 1.2 0
14 4.3 0 0
7 22 1 03 0
6 1.9 2 06 0
6 19 0 0
5 16 0 0
3 09 2 06 0
2 0.6 0 0
2 06 0 0
2 06 0 0
2 0.6 1 03 0
2 0.6 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
1 03 1 03 0
1 03 0 0
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278 83.7 137 413 0

174 524 20 6.0 0

93 28.0 5 15 0

64 19.3 6 1.8 0

18 54 2 06 0

6 1.8 0 0

6 1.8 0 0

5 15 2 06 0

4 12 0 0

3 09 1 03 0

3 09 1 03 0

3 09 0 0
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37 111 17 5.1 0

31 9.3 3 09 0

14 42 1 03 0

7 21 0 0

7 21 0 0

5 15 2 06 0

4 1.2 0 0

4 12 0 0

2 0.6 0 0
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soC n=332
PT Grade Grade 3-4 Grade 5
4 1.2 1 03 0
4 12 0 0
3 09 3 09 0
3 09 0 0
2 06 0 0
1 03 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
1 03 1 03 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
44 133 35 105 0
8 24 7 21 0
6 1.8 5 15 0
6 1.8 2 06 0
6 1.8 4 1.2 0
4 12 4 1.2 0
4 12 3 09 0
3 09 2 06 0
2 06 2 06 0
2 0.6 2 06 0
2 0.6 0 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
1 03 1 03 0
1 03 1 03 0
39 117 8 24 0
23 6.9 1 03 0
5 15 2 06 0
4 12 0 0
3 09 1 03 0
2 0.6 2 06 0
2 06 1 03 0
2 0.6 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
36 108 6 18 0
17 51 1 03 0
13 39 0 0
3 09 0 0
3 09 0 0
3 09 2 06 0
2 06 0 0
1 03 1 03 0
1 03 1 03 0
1 03 0 0
1 03 0 0
1 03 1 03 0
20 6.0 4 12 0
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PT Grade Grade 3-4 Grade 5
2 0.6 0 0
2 0.6 1 03 0
1 03 0 0
1 03 0 0
1 03 1 03 0
3 09 2 06 0
2 06 1 03 0
1 03 1 03 0
3 09 0 0
2 06 0 0
1 03 0 0
2 06 1 03 0
2 06 1 03 0
103 0 0
1 03 0 0

Grade CTCAE V5.0
30
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%

MedDRA Ver 22.0J

SoC n=358
PT Grade Grade 3-4 Grade 5

165 46.1 21 59 0
66 18.4 3 08 0
64 17.9 5 14 0
32 89 3 08 0
18 50 5 14 0
13 3.6 0 0
6 1.7 0 0
6 1.7 0 0
5 14 0 0
5 14 0 0
4 1.1 0 0
4 1.1 0 0
2 06 0 0
2 06 0 0
2 06 1 03 0
2 06 0 0
2 06 1 03 0
2 06 2 06 0
1 03 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0
111 310 49 137 0
80 223 20 5.6 0
35 9.8 22 6.1 0
17 4.7 10 2.8 0
14 39 14 39 0
4 1.1 1 03 0
2 06 0 0
2 06 1 03 0
2 06 1 03 0
1 03 1 03 0
1 03 0 0
96 26.8 36 10.1 0
23 6.4 3 08 0
19 53 4 11 0
18 5.0 8 22 0
18 5.0 13 3.6 0
16 45 1 03 0
14 3.9 9 25 0
14 39 0 0
10 2.8 0 0
10 2.8 3 08 0
7 20 0 0
7 20 1 03 0
6 1.7 3 08 0
3 08 0 0
Y - 2 06 1 03 0
1 03 0 0
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10.

11.

%

MedDRA Ver 22.0J

SoC n=358
PT Grade Grade 3-4 Grade 5

2 06 1 03 0
1 03 0 0
1 03 0 0
1 03 0 0
1 03 1 03 0
1 03 1 03 0
1 03 0 0
1 03 0 0

Grade CTCAEvV 4.0

30

14.

14.1

14.1.1

14.1.2 5% 1 4mg/mL

14.1.3

14.2

14.2.1 02 1.2

14.2.2

14.1
14.2
0.2 1.2 0.2
1
5mg/mL

—243—




12.

15.
151
15.11
15.1.2

15.11

151.2 2 CA184202

42

15
1

Ig Glx

10mg/kg
10
CA184161

244

3mg/kg
10




69

ICH S7

ICH S6
ICH S7A

GLP

3,10,30mg/kg
14,7

3mg/kg 2
10,30mg/kg

2

10mg/kg
1 4

CD137

100mg/kg

5

10mg/kg
0, 28, 56, 84,
140

83

3/10

10/50mg/kg

10/50mg/kg

—245—

4

3/10mg/kg

22




30mg/kg

84

2 1 3 79 6 NOAEL
AUC 3mg/kg 3 1 90
4
-2
Cmax AUCO-T':'1 AUC3 b 3mg/kg ¢
mg/kg pg/mL pg-h/mL ug-h/mL
mg/kg Crnax AUC
2 30 682¢ N/A N/A 10 6.8 N/A
1,4
qwx4 ¢ 10 339 31600 94800° 3.3 34 6.1
0-7
79 10 4869 52600" 39450 3.3 4.9 25
1,29 AUCne
57
6 10 261¢ N/A N/A 3.3 2.6 N/A
0, 28, 56,
84 140
. T AUC
b 3
o 3mg/kg/q3w Crasx 100pg/mL AUCo1q 15654pg-h/mL MDX010-15 n=13
CA184007/CA184008 n=16 10mg/kg 4 3 Crx  AUCozq 3mglkg
10mg/kg 1,47 10 AUC AUC 3
¢ Crnax
1 22 AUCo 3
g 24 Crnax
h A B A B
79 AUC AUCne AUCo+ 0.75 3
N/A AUC
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6.1

84

2 3mg/kg 2
4 7 14
30mg/kg
10% 5%
CD20+
12 ADA
16 30mg/kg 1 64
30mg/kg
l 84
5 10mg/kg/ CD137
100mg/kg/ 1 1 4
2 91 92
10mg/kg AUCo48n  AUCo-168n Crnax
31600pg-h/mL 339ug/mL
Ciax  AUCo.48n AUCo16sn 1 54% 76%
302+90.3 12.6+3.76 432+72.0
1 ADA 15
10 ADA
ANA
T
KLH 23 p<0.05 Tukey
TDAR 1gG IgM IgA
6.3 7.0
KLH TDAR
ANA
CD137
10mg/kg AUC

247-

10mg/kg 30mg/kg
30mg/kg
10%
30mg/kg CD3+
3mg/kg 1
3 24
22
11900ug-h/mL
1 22
22
10
KLH
39 47
3

1

10



84

3 CHO BO011 10mg/kg 1 29
57 4 3 1mg/kg 1 10
A 10mg/kg 1 29 57 4 3 79
B A T
TDAR Crnax AUC 1
10mg/kg A 10mg/kg 1
ADA 71 256 B 1mg/kg 1 2
ADA 16
T CD69 CD25 HLA-DR
41 44 71 HBsAg SK-mel
DTH HBsAg DTH X
DTH 3 4 A B 10mg/kg4
3 B 1mg/kg 1 10
DTH 6 10 10mg/kg A B TDAR
79 HBsAg 23 45  SK-mel
21 36 HBsAg TDAR 1mg/kg
4 3 2.1 1 10 5.6
CD69+T TNF-a IFN-y
Img/kg 1 10 10mg/kg 4
3 43 79
10mg/kg
6 84
0 28 56 84 140 10mg/kg 2 3
10mg/kg SK-mel 5x10°
3 SK-mel 5x10° 167 168
24
184pug/mL 261pg/mL
27 28 32pg/mL 52pg/mL 10
ADA 112 141 ADA
10mg/kg —44% —-21%
—49% —27% 4
5 SK-mel SK-mel
1
SK-mel 3 SK-mel
SK-mel DTH 16 17
DTH 2mm *
6 4 6 2
SK-mel
DTH
CD3+ T CD3/CD4+ T
CD3/CD8+ T CD3/CD25+ T CD3/CD69+
T CD3/HLA-DR+ MHC
il T -DR T
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SK-mel TDAR SK-mel

ELISA SK-mel
SK-mel SK-mel 6 1
6 5 SK-mel
ELISA 12 33
21 47
10mg/kg 184 261pg/mL
4 84
5 3/10
10/50mg/kg 4 1 4 3/10mg/
kg
10/50mg/kg
DNA
0323 1
24 3 23
0604 1 22 6 4
84
19 20 10 30mg/kg 3
1
10mg/kg 3 IgG 30mg/kg
30mg/kg 2
10 30mg/kg 3
30mg/kg AUC 115000ug h/mL
AUC 50500pg h/mL
IgG
3

1.1+06 1.7+1.1

AUC 3mg/kg 3 1 3.1
10mg/kg 8.3 30mg/kg
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84

Ba

90 60kg 180mg 2mg/min 3 10mL/min
50mg/min 25
2 c1 B
c1 B
1 84
30mg/kg 2
2 CD20+B
SK-mel HBsAg KLH
T TDAR 2 7
1mg/kg 1 10mg/kg 1 SK-mel HBsAg
2 3 79 3 HBsAg
T T
TNF-a IFN-y IL-2 10mg/kg 1
1 0.2% T
Staphylococcus B
CD8- TNF-a CD8+ TNF-a CD8—
CD8+ IFN-y IL-2
3 79 CD69+T
TNF-a IFN-y 1mg/kg 1
43 10mg/kg 1 79
10mg/kg 1 3 79 6 2
T
T
77% CD4 T
CD4+CD28+CD95+ 3mg/kg 10mg/kg MDX-
1106 T T
T
CTLA-4
T
CTLA-4
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20mg
® 50mg
2.
24
3.
2
4.
20.
6
S.
RMP
4 .2
URL https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/4291430
6.
7.
2011 3 25
8.

® 20mg ® 50mg
2021 8 16 2015 7 3
30300AMX00428000 22700AMX00696000
2021 11 25 2015 8 31
2021 11 29 2015 8 31

—251-




2018 5 25

1 1 3mg/kg 3 4
1 1 3mg/kg 3 4
2018 8 21
1 1mg/kg 3 4
1 3mg/kg 3 4
2020 9 25
MSI-
High
1 1mg/kg 3 4
2020 11 27
1 1mg/kg
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2021 5 27

1mg/kg 6
2022 3 1
30
2022 5 26
1mg/kg 6
2025 6 24
3mg/kg 3 4
2025 8 25
MSI-High
10.
11.
10 2015 7 3 2025 7 2
2018 5 25 2025 7 2
5 10 2018 8 21 2024 6 20

—253-

MSI-



High
2020 9 25 2024 6 20

2020 11 27 2024 6 20

10 2021 5 27 2031 5 26

2022 5 26 2024 6 20

MSI-High
10 2025 8 25 2035 8 24
12.
13.
vJ HOT 9
® 20mg | 4291430A2022 | 4291430A2022 199173401 629917301
® 50mg | 4291430A1026 | 4291430A1026 124405201 622440501
14.
MSI-High
7 8 25 0825 3
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Graziani G et al. Pharmacol Res. 2012; 65 1 : 9-22.
3 MDX010-20 2015.7.3

3 Hodi FSetal. N Engl J Med. 2010; 363 8 : 711-723. PMID 20525992

10

11

12

13
14
15
16
17
18
19
20

21
22

23

24
25
26
27

28
29

2 CA184004 2015.7.3

Hamid O et al. J Transl Med. 2011; 9 204 . PMID 22123319

2 MDX010-08 2015.7.3
2 CA184022 2015.7.3
CA184332 2015.7.3

Patt DA et al. J Cancer Ther. 2014;5 12 : 1049-1058.

CA184338 2015.7.3
2 CA184396 2015.7.3
3 CA209214 2018.8.21

Motzer RJ et al. N Engl J Med. 2018; 378 14 1277-1290. PMID 29562145

1b CA209004
Wolchok JD et al. N Engl J Med. 2013; 369 2 122-133. PMID 23724867
3 CA209067

Larkin Jetal. N Engl J Med. 2015; 373 1 23-34. PMID 26027431
Wolchok JD et al. N Engl J Med. 2017; 377 14 1345-1356. PMID 28889792
2 ONO-4538-17
1 CA209016 2018.8.21

Hammers HJ et al. J Clin Oncol. 2017; 35 34 3851-3858. PMID 28678668

2 CA209142
MSI-High
3 ONO-4538-87/CA2098HW
MSI-High
Andre T etal. N Engl J Med. 2024; 391 21 2014-2026. PMID 39602630
1 CA209012
Hellmann M. D. et al. Lancet Oncol. 2017; 18 1 : 31-41. PMID 27932067
3 ONO0-4538-27/CA209227 Partl

CTD2.7.6.8

CTD2.7.6.6

CTD2.7.6.9

CTD2.7.6.5

CTD2.7.6.14

CTD2.7.6.15

CTD2.7.6.11

CTD2.7.6.2

CTD2.7.6.1

Hellmann M. D. etal. N Engl J Med. 2019; 381 21 :2020-2031. PMID 31562796

3 ONO-4538-77/CA2099LA
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30

31
32
33

34
35
36
37
38
39

40
41
42

43

44

45

46

47

48
49
50
51
52
53
54
55
56

57
58
59
60
61
62

3 ONO-4538-48/CA209743

2021.5.27

CTD2.7.3

Baas P et al. Lancet 2021; 397 10272 : 375-386. PMID 33485464
Data on file. Nivo643. Princeton, NJ: Bristol-Myers Squibb Company; 2021.
3 ONO-4538-50/CA209648

2022.5.26

CTD2.7.6.1

Doki Y. etal.N Engl J Med. 2022; 386 5 449-462. PMID 35108470
3 ONO-4538-92/CA2099DW
Yau T et al. Lancet. 2025; 405 10492 :1851-1864. PMID 40349714

Misbah SA et al. Drug Saf. 1993; 9 4 :254-262. PMID 8260119

21
Lebbé C et al. J Clin Oncol. 2019; 37 11 867-875. PMID 30811280
1 CA184113 2015.7.3
2 CA184202 2015.7.3
1 CA184078 2015.7.3
1 MDX010-15 2015.7.3
2 CA184007 2015.7.3
2 CA184008 2015.7.3
3 CA184024 2015.7.3
2 CA209069
Postow MA et al. N Engl J Med. 2015; 372 21 2006-2017. PMID 25891304

2

Blansfield JA et al. J Immunother 2005; 28(6):593-598. PMID 16224277

MDX010-11 2018.8.21

Yang JC et al. J Immunother 2007; 30(8):825-830. PMID 18049334

2
3b/4
2
3

172

CA209568 Partl

CA209817 A
CA209568 Part2
ONO-4538-27/CA209227 Part2

ONO-4538-20/CA209040

Yau T et al. JAMA Oncol. 2020; 6(11): e204564. PMID 33001135

3

ONO-4538-35/CA209459

Weber JS et al. J Immunother. 2012; 35 1 :89-97. PMID 22130166

Ipilimumab
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2021 9

CTD2.7.6.12
CTD2.7.6.16

CTD2.7.6.7

CTD2.7.6.2

CTD2.7.6.3

CTD2.7.6.4

CTD2.7.6.10

CTD1.5.3.3



63

64
65
66
67
68
69
70
71

72

73

74
75
76
77
78

79
80

81
82
83
84

CTD2.6.2.2

2015.7.3

Maker AV et al. J Immunol. 2005; 175 11 : 7746-7754. PMID 16301685
Phan GQ et al. Proc Natl Acad Sci USA. 2003; 100 14 :8372-8377. PMID 12826605
Liakou Cl et al. Proc Natl Acad Sci USA. 2008; 105 39 : 14987-14992. PMID 18818309

Selby MJ et al. PLOS ONE. 2016; 11 9 e0161779. PMID 27610613

2015.7.3
CTD2.7.2.2
CTD2.7.2.3
CTD2.7.2.3
CTD2.7.2.3
2015.7.3
Davies B et al. Pharm Res. 1993; 10 7 1093-1095. PMID 8378254

2015.7.3
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CTD2.6.2.4

2015.7.3

2015.7.3

2015.7.3

2022.5.26

CTD2.6.4.3

CTD2.6.6



2011 3

1 3mg/kg

25
60

3 4

MSI-High

1 1mg/kg

1mg/kg 6
1 3mg/kg 3

2025 8

MSI-High

1mg/kg

3

Bristol-Myers Squibb Company

YERVOY®

50mg/10mL 5mg/mL
200mg/40mL 5mg/mL

2011 3 25

12
° 1mm

. RCC

° MSI-H
dMMR CRC
12
° HCC
° HCC

e PD-L1 1% EGFR/ALK
NSCLC

e EGFR/ALK NSCLC

DNA
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° ESCC
e YERVOY 3mg/kg 3 4 3 1 30
° 1mg/kg YERVOY 3mg/kg 3 4
4
4
YERVOY 1 30
e YERVOY 3mg/kg 3 4 12 YERVOY
3mg/kg 4 1 30
° 3mg/kg YERVOY 1mg/kg 3 4
4 4
YERVOY 1
30
MSI-H DNA dMMR
° 12 40kg 240mg
YERVOY 1mgkg 3 4
4
2 YERVOY 1 30
° 12 40kg 3mglkg
YERVOY 1mg/kg 3 4
4
2 YERVOY 1 30
° 1mg/kg YERVOY 3mg/kg 3 4
4 4
YERVOY 1
30
PD-L1
° 360mg 3 YERVOY 1mg/kg 6
2 YERVOY 1 30
° 360mg 3 YERVOY 1mg/kg 6
2 3
2 2 2
YERVOY 1 30
° 360mg 3 YERVOY 1mg/kg 6
2 YERVOY 1 30
° 3mg/kg 2 360mg 3 YERVOY 1mg/kg 6
2 YERVOY 1 30
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Bristol-Myers Squibb Pharma EEIG

YERVOY 5mg/mL concentrate for solution for infusion

imL ipilimumab 5mg
10mL 1 ipilimumab 50mg
40mL 1 ipilimumab 200mg
2011 7 13
12
PD-L1
PFS 0os
RCC
NSCLC
2 2
EGFR/ALK
MPM
dMMR MSI-H
CRC
dMMR MSI-H
0osccC
PD-L1 1%
HCC
YERVOY
12
YERVOY 3 4 1 3mg/kg 30
4
12 50kg 3 4
1mg/kg 3mg/kg 2
2 240mg 4 480mg
2 240mg 3
4 480mg 6
12 50kg 3 4 1mg/kg
3mg/kg 2 2
3mg/kg 4 6mg/kg
2 3mg/kg 3
4 6mg/kg 6
3 4 1mg/kg 3mg/kg
2 2 240mg 4 480mg
2 240mg 3
4 480mg 6
dMMR MSI-H
3 4 1mg/kg
240mg 2 240mg 4
480mg 3

—260-




9.5

3 4
1mg/kg 3mg/kg
2 240mg 3
Img/kg 6 30
360mg 30 3
24
1mg/kg 6 30
3mg/kg 2 360mg 3 30
24
3 4 3mg/kg 1mg/kg
2 2 240mg 4 480mg
24
3
3 360mg 30 6
1mg/kg 30 3
2 3 360mg 6
1mg/kg
24
YERVOY
YERVOY
LFTs YERVOY
YERVOY
12
12
94 9.5 9.6
3
9.5
1gG
AUC 8.3
AUC 3.1
9.4

—261-




9.6

19G

81

2025 5

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action see Clinical
Pharmacology 12.1 , YERVOY can cause fetal harm when administered to a
pregnant woman. There is insufficient human data for YERVOY exposure in
pregnant women. In animal reproduction studies, administration of ipilimumab to
cynomolgus monkeys from the onset of organogenesis through delivery resulted in
higher incidences of abortion, stillbirth, premature delivery (with corresponding
lower birth weight , and higher incidences of infant mortality in a dose-related
manner see Data . The effects of ipilimumab are likely to be greater during the
second and third trimesters of pregnancy. Human IgG1 is known to cross the
placental barrier and ipilimumab is an 1gG1; therefore, ipilimumab has the potential
to be transmitted from the mother to the developing fetus. Advise pregnant women
of the potential risk to a fetus. Report pregnancies to Bristol-Myers Squibb at 1-
844-593-7869.

In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%,
respectively.

Data
Animal Data

In a combined study of embryo-fetal and peri-postnatal development, pregnant
cynomolgus monkeys received ipilimumab every 3 weeks from the onset of
organogenesis in the first trimester through parturition. No treatment-related adverse
effects on reproduction were detected during the first two trimesters
of pregnancy. Beginning in the third trimester, administration of ipilimumab at doses
resulting in exposures approximately 2.6 to 7.2 times the human exposure at a dose
of 3 mg/kg resulted in dose-related increases in abortion, stillbirth, premature delivery
with corresponding lower birth weight , and an increased incidence of infant
mortality. In addition, developmental abnormalities were identified in the urogenital
system of 2 infant monkeys exposed in utero to 30 mg/kg of ipilimumab 7.2 times
the humans exposure based on area under the curve at a dose of 3mg/kg . One female
infant monkey had unilateral renal agenesis of the left kidney and ureter, and 1 male
infant monkey had an imperforate urethra with associated urinary obstruction and
subcutaneous scrotal edema.
Genetically engineered mice heterozygous for CTLA-4 CTLA-4+/— , the
target for ipilimumab, appeared healthy and gave birth to healthy CTLA-4+/—
heterozygous offspring. Mated CTLA-4+/— heterozygous mice also produced
offspring deficient in CTLA-4 homozygous negative, CTLA-4—/— . The CTLA-4—/—
homozygous negative offspring appeared healthy at birth, exhibited signs of
multiorgan lymphoproliferative disease by 2 weeks of age, and all died by 3
to 4 weeks of age with massive lymphoproliferation and multiorgan tissue destruction.

8.2 Lactation

Risk Summary

There are no data on the presence of YERVOY in human milk or its effects on the
breastfed child or milk production. In monkeys, ipilimumab was present in milk see
Data . Because of the potential for serious adverse reactions in breastfed children,
advise women not to breastfeed during treatment with YERVOY and for 3 months
following the last dose.

Data

In monkeys treated at dose levels resulting in exposures 2.6 and 7.2 times
higher than those in humans at a 3 mg/kg dose, ipilimumab was present in milk at
concentrations of 0.1 mcg/mL and 0.4 mcg/mL, representing a ratio of up to 0.3% of
the steady-state serum concentration of the drug.

8.3 Females and Males of Reproductive Potential
Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating
YERVOY [see Use in Specific Populations (8.1)].

Contraception
YERVOY can cause fetal harm when administered to a pregnant woman see Use in
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Studies to evaluate the effect of ipilimumab on fertility have not been performed. Thus, the
effect of YERVOY on male and female fertility is unknown.

USE IN PREGNANCY Category C

YERVOY is not recommended during pregnancy or in women of childbearing
potential not using effective contraception, unless the clinical benefit outweighs the
potential risk.

There are no data on the use of ipilimumab in pregnant women. It is not known
whether ipilimumab can cause fetal harm when administered to a pregnant
woman. See 5.3 Preclinical safety data

5.3 PRECLINICAL SAFETY DATA

The effects of ipilimumab on prenatal and postnatal development were investigated
in a study in cynomolgus monkeys. Pregnant monkeys received ipilimumab every 3
weeks from the onset of organogenesis in the first trimester through delivery, at
exposure AUC levels either 3 or 7 times higher than those associated with the
clinical dose of 3mg/kg of ipilimumab. No treatment-related adverse effects on
reproduction were detected during the first two trimesters of pregnancy. Beginning in
the third trimester, both ipilimumab groups experienced higher incidences of abortion,
stillbirth, premature delivery with corresponding lower birth weight , and infant
mortality relative to control animals; these findings were dose-dependent.
Additionally, visceral abnormalities were identified in the urogenital system of 2
infants of the 30 mg/kg group. One female infant had unilateral renal agenesis of the
left kidney and ureter, and one male infant had an imperforate urethra with associated
urinary obstruction and subcutaneous scrotal oedema. A no adverse effect level was
not identified. Due to the low incidences, the relationship of these malformations to
treatment is unclear.

Ipilimumab was detected in the serum of monkey infants at similar levels to
their mothers’ post-partum, likely through in utero exposure. Very low levels of
ipilimumab were detected in milk. Human IgG1 is known to cross the placental
barrier; therefore, ipilimumab has the potential to be transmitted from the
mother to the developing foetus.

4.6 FERTILITY, PREGNANCY AND LACTATION
USE IN LACTATION

Ipilimumab has been shown to be present at very low levels in milk from cynomolgus monkeys
treated during pregnancy. It is not known whether ipilimumab is secreted in breast milk;
however, because human IgG1 is known to be secreted in human breast milk, there is potential
for infant exposure to ipilimumab via nursing. A risk to the newborns/infants cannot be
excluded. Women who are taking YERVOY should not breast-feed.

An Australian categorisation of risk of drug use in pregnancy

Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without causing
malformations. These effects may be reversible. Accompanying texts should be
consulted for further details.
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8.4 Pediatric Use

The safety and effectiveness of YERVOY have been established in pediatric
patients aged 12 years and older for the following indications: as a single agent
and in combination with nivolumab for unresectable or metastatic melanoma, in
combination with nivolumab for the treatment of MSI-H or dMMR unresectable
and metastatic CRC, and in combination with nivolumab for MSI-H or dMMR
mCRC that has progressed following treatment with a fluoropyrimidine,
oxaliplatin, and irinotecan. Use of YERVOY for these indications is supported by
evidence from adequate and well-controlled studies in adults with melanoma or
MSI-H or dMMR mCRC and additional pharmacokinetic data in pediatric
patients. Ipilimumab exposures in pediatric patients 12 years and older are
comparable to that of adults, and the courses of melanoma and MSI-H or dAMMR
mCRC are similar in pediatric patients aged 12 years and older to that of adults
to allow extrapolation of safety and efficacy [see Adverse Reactions (6.1),
Clinical Pharmacology (12.3), Clinical Studies (14.4)]

The safety and effectiveness of YERVOY have not been established in pediatric
patients younger than 12 years old with unresectable or metastatic melanoma or
MSI-H or dMMR mCRC.

The safety and effectiveness of YERVOY have not been established in pediatric
patients for the adjuvant treatment of melanoma or for the treatment of advanced
renal cell carcinoma, hepatocellular carcinoma, metastatic non-small cell lung
cancer, malignant pleural mesothelioma and esophageal cancer.

In a dose-finding trial (NCT01445379), 33 patients aged 2 to 21 years (median 13
years) with relapsed or refractory solid tumors were evaluated including
unresectable stage Illc or stage IV melanoma (12), progressive or refractory
sarcomas (17), renal or bladder carcinoma (3), and neuroblastoma (1). No
responses in the patients with non-melanoma solid tumors and no new safety
signals were observed in pediatric patients in this study.

2025 3

4.4 Special warnings and precautions for use

Paediatric population

Limited, but no long-term, safety data is available on the use of ipilimumab in
adolescents 12 years of age and older.

Only very limited data are available in children younger than 12 years of age.
Therefore, ipilimumab should not be used in children younger than 12 years of age.
Before initiating treatment with ipilimumab monotherapy in adolescents of 12 years
and older, physicians are advised to carefully evaluate the individual patient, taking
into consideration the limited available data, the observed benefits and the toxicity
of ipilimumab monotherapy in the paediatric population (see sections 4.8 and 5.1).
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