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350 mg 

 

 

    4 3 18  

    1 7 mL 350 mg  

1  

PD-1 IgG4

H 225 Pro

444

H γ4 2 214 L κ

2 147,000  

Cemiplimab is a recombinant anti-human PD-1 monoclonal antibody derived from human 

IgG4, whose amino acid residue at position 225 is substituted by Pro in the H-chain. 

Cemiplimab is produced in Chinese hamster ovary cells. Cemiplimab is a glycoprotein 

(molecular weight: ca. 147,000) composed of 2 H-chains (γ4-chains) consisting of 444 amino 

acid residues each and 2 L-chains (κ-chains) consisting of 214 amino acid residues each. 
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2.R.2.2

L-

3.

3.1

3.1.1 PD-1 CTD 4.2.1.1-1

PD-1 PD-1

PD-

1 KD n 1 5.61 7.61 nmol/L

PD-1 2

PD-1 PD-1 IgG2

Fc

PD-1 KD n 1 577 499 pmol/L

3.1.2 PD-1 PD-L1 PD-L2 CTD 4.2.1.1-2

PD-1 PD-L1 PD-L2

PD-1 IgG2 Fc PD-L1 PD-L2

IgG1 Fc ELISA

IC50 5

5 PD-1 PD-1
IC50 nmol/L

PD-L1 PD-L2
PD-1 0.57 0.63 0.12 0.13

PD-1 0.94 0.99 0.22 0.23
n 2

PD-1 PD-L1 PD-1 IgG1 Fc

PD-L1 IgG2a Fc

ELISA IC50 n 2 81 89 pmol/L

3.1.3 CTD 4.2.1.1-2 4.2.1.1-4

PD-1 CD300a3 4 AP-1

Jurkat Jurkat/PD-1-CD300a/AP-1-Luc PD-L1

2 PD-1 21 170
94 61 65%

3 ITIM 1
4 PD-1 CD300a
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Raji Raji/PD-L1 CD3 5 TCR

0.0017 0.0051 0.0152 0.0457 0.1372 0.4115 1.2346 3.7037 11.1111 33.3333

100.0000 nmol/L EC50

n 3 1.4 0.12 nmol/L  

 PD-1 AP-1 Jurkat Jurkat/PD-1/AP-1-Luc

CD3 IgE PD-L1 HEK293 HEK293/IgE/PD-

L1 TCR 0.0017 0.0051 0.0152 0.0457

0.1372 0.4115 1.2346 3.7037 11.1111 33.3333 100.0000 nmol/L

EC50 n 3 3.3 0.07 nmol/L

 

 CD4 T CD20 PD-L1 HEK293 HEK293/CD20/PD-L1

CD3 6 T 0.0034 0.0102 0.0305

0.0914 0.2743 0.8230 2.4691 7.4074 22.2222 66.6667 200.0000 nmol/L 3H

EC50

n 8 2.5 0.820 2.50 nmol/L  

 PBMC CD28

CD3 0.4 1.1 3.3 10 μg/mL

ECL

CD28 CD3 IL-2 IFN-γ

IL-12p70 IL-4 IL-10 IL-13

TNFα 10 μg/mL CD28 CD3

 

 CD4 T CD28 1 3 10 μg/mL T
3H T

 

 CD8 T CD3 IgE HEK293 HEK293/IgE

CD3 IgE FcγR1 HEK293

HEK293/IgE/FcγR1 T

CD28 3H CD28

T

 

 

3.1.4 ADCC CDC CTD 4.2.1.1-3  

Jurkat CD3 CD28 Jurkat HEK293 PD-

1 HEK293 HEK293/PD-1 ADCC PBMC

 
5  CD3 Jurkat CD20 Raji CD3 CD20

30 pmol/L  
6  CD3 PD-1 CD4 T HEK293/CD20/PD-L1 CD3 CD20

2 nmol/L  
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ADCC

Jurkat CD3 CD28 Jurkat HEK293

HEK293/PD-1 CDC

CDC

3.1.5 CTD 4.2.1.1-5

MC38.Ova 7 8 5

0 3 7 10 13 17

5 10 mg/kg 18 21

5 10 mg/kg

18 p 0.05 p 0.01 21 p 0.05 Dunnett

MC38.Ova 7 8 7

0 3 7 10 14 17 2.5 5 mg/kg

21

2.5 5 mg/kg p 0.001

Dunnett

3.2

4 26 2 10 50 mg/kg QW

5.2

3.R

3.R.1

PD-1 IgG4 PD-1

PD-1 PD-1 PD-L1 PD-L2

3.1.1 3.1.2 T

3.1.3 3.1.5

PD-L1 Mod Pathol 2016; 29: 753-63

7 MC38
8 PD-1 PD-1
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PD-1

PD-1 PD-1 PD-L1

6 J Cancer 2017; 8: 410-6

PD-1 PD-L1 T

6 PD-1/PD-L1
ADCC CDC

PD-1 PD-L1 PD-L2
PD-1 PD-L1 PD-L2
PD-1 PD-L1 PD-L2

PD-L1 PD-1 B7.1
PD-L1 PD-1 B7.1
PD-L1 PD-1 B7.1

4.

PK

4.1

4.1.1

PD-1

IgG4 HRP ELISA

4.1.2

ECL

4.2

4.2.1

1 5 15 mg/kg 7
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7 PK

mg/kg n Cmax

μg/mL
tmax*1

h
AUC9day

μg day/mL
t1/2

day
Vss

mL/kg
1 5 33.3 1.91 1.5 0.583, 8.5 120 10.0 9.84 1.13 36.2 38.4*2

5 5 121 10.2 1.5 0.583, 1.5 518 69.0 10.9 3.82 63.4*3

15 5 355 64.7 0.583 0.583, 8.5 1,690 151 12.4 1.67 61.8 69.4*2

n 1 2 *1 , *2 n 2 *3 n 1

4.2.2

2 10 50 mg/kg QW 4

8

23/30

8 PK 4

mg/kg n Cmax

μg/mL
tmax*1

h
AUCtau

μg day/mL
t1/2*2

day

2
1

5 52.2 5.90 0.583 0.583, 0.583 180 24.5
5 54.5 2.62 0.583 0.583, 0.583 204 16.9

22
3 95.1 25.1 0.583 0.583, 0.583 393 128 4.62*3

2 86.5 118 0.583 0.583 268 325

10
1

5 258 38.1 0.583 0.583, 0.583 937 61.1
5 254 37.6 0.583 0.583, 0.583 960 200

22
4 373 160 0.583 0.583, 24 1,560 703 10.9 20.3*4

3 384 75.6 0.583 0.583, 0.583 1,380 365

50
1

5 1,900 289 0.583 0.583, 0.583 6,710 1,920
5 1,690 498 0.583 0.583, 0.583 6,920 1,390

22
4 2,180 711 0.583 0.583, 0.583 7,740 3,920 20.0 24.4*4

3 1,790 358 0.583 0.583, 48 8,420 3,150 22.7*3

n 1 2 *1 , *2
*3 n 1 *4 n 2

4.3

9 44.8 mL/kg Pharm Res 1993; 10: 1093-

5

IgG4 IgG

4.4

24 3 23

0323 1

IgG4 IgG

9 PK PPK 59.8
mL/kg
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4.R

5.

5.1

4 CTD 4.2.3.2-1 26

CTD 4.2.3.2-2 9

50 mg/kg ADA

PD-1

5.2

4 26 9

ADA PD-1 T

4 26

50 mg/kg/ PD-1 T

ADA PK

6.R.1 PK 7.R.3
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9

mg/kg/ mg/kg/ CTD

4
QW

8

0*1 2 10
50

2 ADA *2 *2

*3

*3, *5 C3
*3

10 *2 *3

50 *3

*3 *3 Ig
C3 *3

10 *2 *3

*3 Ig C3 *3

2 *3 *3 C3
*3 *3 Ig

C3 *3

2 T T T
KLH IgG *4, *5

50 4.2.3.2-1

26
QW

12

0*1 2 10
50

10 1/5 50 1/5
10 ADA *3 *3 *3

*3 APTT *3 *3

*3 *3 *3 *3 *3

*3 *3

50 ADA *3 *3 *3

*3 *3 *3 *3

*3 *3 *3 *3

2 ADA

50 4.2.3.2-2

*1 10 mM 5% 0.1% 80 pH6.0 *2
*3 ADA *4 *5 10 mg/kg

5.3

DNA

5.4

5.5

13 10

50 mg/kg/
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4.3

PD-L1 PD-L1

J Exp Med 2005; 202: 231-7

PD-L1 T

J Immunol 2007; 179: 5211-9 Am J Reprod Immunol 

2009; 62: 283-92

10

mg/kg/ mg/kg/ CTD
13

QW

12

0*1 10 50

10 ADA
10 *2

50 4.2.3.5.1-1

*1 10 mM 5% 0.1% 80 pH6.0 *2 ADA

5.6

4 CTD 4.2.3.2-1 26 CTD 4.2.3.2-2

50 mg/kg 25 mg/mL

5.7

11 PD-

1 J Biol Chem 2013; 288: 11771-85 Proc Natl Acad 

Sci USA 2008; 105: 10483-8 J Virol 2013; 87: 11538-51 Ocul Immunol Inflamm 2009; 17: 47-55

in vivo



16

11

CTD

2 15 μg/mL

36

4.2.3.7.7-1

GALT BALT

5.R

6.

6.1

6.1.1

6.1.1.1

PD-1

IgG4 HRP ELISA

1.56 ng/mL

6.1.1.2

ECL

2.4 6.6 ng/mL10

734 626 μg/mL10

626 μg/mL

6.2

PK

10



17

6.2.1

6.2.1.1 CTD 5.3.5.2-2 1622 1 2017 6

2021 5 1

13 PK 13 PK

250 350 mg Q3W

PK 12

12 PK

mg
Cmax

mg/L
Ctrough

mg/L
AUC3week

mg day/L
t1/2

day
250 6 144 24.4 31.3 7.14 1,077 86.3 18.2 6.04
350 7 157 21.9 41.0 6.91* 1,345 99.7* 17.6 3.32*

* 6

6.2.2

6.2.2.1 CTD 5.3.5.1-1 1676 2017 9

2021 1 4

608 PK 295

6 1 350 mg Q3W

PK 13

13 PK
Cmax

mg/L
Ctrough

mg/L
1 1 284 134 58.7
4 1 112 186 60.8 113 65.6 30.0

6.2.3

6.2.3.1 CTD 5.3.5.2-1 1423 2015 2 2019 11

60 PK 60 18 PK

1 3 10 mg/kg

Q2W

PK 14

14 PK

mg/kg
Cmax

mg/L
AUC2week

mg day/L
t1/2

day
1 6 22.7 4.62 144 28.0 8.27 1.53
3 6 68.3 18.3 467 136 12.4 4.04

10 6 264 84.2 1,811 234 12.9 4.10
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6.2.4 PPK

1423 1540 1620 1624 PK 1,063

17,312 PPK

NONMEM version 7.4 PK CL 2-

PK 15

15
PK

CL

ALT AST
CrCL ECOG PS

CSCC BCC NSCLC
V1

EMAX
T50

CL V1 EMAX T50

CSCC BCC ALT

BCC

PK

6.2.5

6.2.5.1

1676 Ctrough11

4 12 OS PFS

6.2.5.2

1676 Cmax11

4 13 Grade 3

6.2.6 PK

PK

PK

11 PPK 6.2.4
12 Ctrough mg/L 4.3 22.3 22.3 27.3 27.3 32.8 32.8 51.4

13 Cmax mg/L 61.6 115 115 128.6 128.6 145.1 145.1 242.6
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PPK

6.2.7 PK

1676 Cmax Ctrough

16 PK

16 PK
Cmax

mg/L
Ctrough

mg/L
1 1 28 144 32.1
4 1 12 211 36.8 78.4 29.8*

1 1 256 133 60.9
4 1 100 183 62.5 63.9 29.8

* 13

6.R

6.R.1 PK

PK

1423 1540 1620 1624 1676

1,029 22 2.1%

PK

1676

17 1620 1624

PK

17 μg/mL

3 1 1 103 139 57.7 1.95, 292
30 3 39.9 4.23, 40.1 85 38.4 1.81, 151

, 1

PK

PK
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7.

18

1 3 18 2

1 3
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18  

 
 
     

   
 

 

 1622
  1*1  

 

13 
 6 
 7 

 250 mg Q3W  
 350 mg Q3W  

 
 

PK 

 
1676

   

608 
 304 
 304 

 350 mg Q3W  
  

 PEM 500 mg/m2 Q3W  
 3 1 NGT 1 mg/m2

1 5  
 6 1 IRI 100 mg/m2

1 8 15 22  
 3 1 GEM 1,000 mg/m2

1 8  
 3 1 VNR 30 mg/m2

1 8  

 
 

 
1423

*2 

 
 

 
NSCLC  

 
 

 
 

CSCC  
CSCC  

MSI-High
 

MSI-High
 

MSI-High
 

MSI-High
 

 
 

MSI-High
 

NSCLC  
GBM  

GBM  
HIV  

NSQ-NSCLC  
 

BCC  

 
60 

 
338 

 
1 3 10 mg/kg Q2W  

1 3 mg/kg
Q2W  
CPA 3 mg/kg Q2W

 
CPA 3 mg/kg

Q2W  
 

 
200 mg Q2W  

3 mg/kg Q2W
 

CPA 3 
mg/kg Q2W  

3 mg/kg Q2W
 

CBDCA DTX 3 mg/kg
Q2W  

DTX 3 mg/kg Q2W
 

1 3 mg/kg
Q2W  

CBDCA PTX 3 mg/kg
Q3W  
CBDCA PEM 3 mg/kg
Q3W  

 
 

PK 

  

1540
  

CSCC  
CSCC  

CSCC  

193 
 59 
 78 
 56 

3 mg/kg Q2W  
350 mg Q3W  

 
 

PK 

1620
  BCC  132 350 mg Q3W   

 
1624

*2 
 PD-L1
NSCLC  

710 
 356 
 354 

 350 mg Q3W  
 PTX GEM

PEM  

 
 

*1 NSCLC
2 1
1  

*2  
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7.3

PK 6.1 6.2

 

 

7.1  

7.1.1  

7.1.1.1 CTD 5.3.5.2-2 1622 1 2017 6

2021 5 1  

14 PK

1  

250 350 mg Q3W

 

13 250 mg 6 350 mg 7

 

21 DLT DLT

350 mg Q3W  

90  

 

7.1.2  

7.1.2.1 CTD 5.3.5.1-1 1676 2017 9

2021 1 4  
14 15 590 SCC 460

IC

14 97  

350 mg Q3W IC PEM 500 mg/m2 Q3W

NGT 3 1 1 5 1 mg/m2 IRI 6 1 1

8 15 22 100 mg/m2 GEM 3 1 1 8 1,000 mg/m2

VNR 3 1 1 8 30 mg/m2

 

608 304 IC 304 FAS

29 IC 27 FAS

18 5 IC 13 590 300 16 IC 290

29 IC 27  

 
14  BV 1

 
15  SCC  
16  IC 1
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OS SCC FAS

FAS 436 SCC

1423 SCC

5 2019 3 8

SCC 17

85% SCC Int J Cancer 2006; 118: 1481-95

SCC 17

SCC 436

534 5 2019 3 8

2 2

SCC 238 289 340 OS

90%

SCC 460 590

6 2020 5 26 OS

Lan-DeMets O’Brien-Fleming α

OS 2 2021 1 4

Kaplan-Meier 19 1 2 SCC FAS

IC 2021 3

8 IDMC

19 OS 2 2021 1 4
SCC FAS

IC IC
239 238 304 304

% 143 59.8 161 67.6 184 60.5 211 69.4
95%CI 11.1 9.2, 13.4 8.8 7.6, 9.8 12.0 10.3, 13.5 8.5 7.5, 9.6

95%CI 0.727 0.579, 0.914 *1 0.685 0.560, 0.838 *2

p *3 0.00306 0.01508 0.00011 0.025
*1 Cox *2

SCC Cox *3 log-rank Cox

17 5 198 SCC 133 65
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Number at risk Time from Randomization (months) 
 239 223 188 163 127 103 79 58 44 39 24 19 10 7 7 4 2 2 0 

IC  238 209 182 149 105 78 56 42 24 14 9 8 7 3 2 2 1 0 0 
 

1 OS 2 Kaplan-Meier SCC 2021 1 4  

 

Pr
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ll 
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Number at risk Time from Randomization (months) 
 304 281 236 206 167 139 110 83 65 52 35 26 13 10 9 4 2 2 0 

IC  304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2 1 0 0 
 

2 OS 2 Kaplan-Meier FAS 2021 1 4  

 

90 76/300 25.3%

IC 70/290 24.1% 7/29 IC 8/27

67 IC 66 2

1 IC 2

1 IC

1

 

 

IC

IC
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7.1.3  

7.1.3.1 CTD 5.3.5.2-1 1423 2015 2 2019 11

2019 4 30  

60 323

38  

 

 

1 3 10 mg/kg Q2W  

1 3 mg/kg Q2W  

CPA 3 mg/kg Q2W  

CPA 3 mg/kg Q2W  

 

200 mg Q2W  

3 mg/kg Q2W  

CPA 3 mg/kg Q2W  

3 mg/kg Q2W  

CBDCA DTX 3 mg/kg Q2W  

DTX 3 mg/kg Q2W  

1 3 mg/kg Q2W  

CBDCA PTX 3 mg/kg Q3W  

CBDCA PEM 3 mg/kg Q3W  

 

398 60 1 mg/kg 18 3 mg/kg

36 10 mg/kg 6 338  

30 9/130 6.9%

1 mg/kg Q2W 0 3 mg/kg Q2W 7/98 7.1% 10 mg/kg Q2W 0 200 mg Q2W 2/20

10.0% 1/64 1.6% 5/86 5.8%

8/118 6.8% 7 3 mg/kg Q2W

5 200 mg Q2W 2 1 3

8 1

2 2
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7.2  

7.2.1  

7.2.1.1 CTD 5.3.5.2-3 1540 2016 8 Group 1 3

2018 9 20 Group 2 2018 10 10  

CSCC 182

35  

Group 1 CSCC Group 2 CSCC

3 mg/kg Q2W Group 3 CSCC 350 mg Q3W

 

193 Group 1 59 Group 2 78 Group 3 56

 

105 Group 1 9/59 15.3%

Group 2 3/78 3.8% Group 3 8/56 14.3% Group 1 6

Group 3 7 Group 1 1 Group 

2 1 Group 3 1 Group 2 1

 

 

7.2.1.2 CTD 5.3.5.2-4 1620 2017 7 2020

2 17  

BCC 137

50  

350 mg Q3W

 

132  

105 8/132 6.1%

2 2

1  

 

7.2.1.3 CTD 5.3.5.1-2 1624 2017 5 2020

3 1  

PD-L1 50% NSCLC 700

138  

 

 350 mg Q3W 18  

 IC 3 1 PTX GEM PEM 4 6

 

 
18  108  
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697 355 IC 342

 

90 79/355 22.3% IC

77/342 22.5% 43 IC 40

7 4 3 2

1 IC 8 3

2

1

1 IC 2

1  

 

7.R  

7.R.1  

1676

19 9 28 0928010

3 12 10

30 6 12 0612 1 1676

 

 

7.R.2  

 

 

7.R.2.1  

1676 PEM NGT IRI GEM VNR

 

1676 1676

NCCN ver.1.2017

PEM NGT IRI GEM VNR 1676

PEM NGT IRI GEM VNR  
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IC

IC

7.R.2.2

7.R.2.2

1676 OS SCC FAS

IC 7.1.2.1 FAS

IC PEM NGT IRI GEM VNR IC

OS 95%CI 0.711 0.515, 0.981 0.781 0.312, 1.955 0.689 0.279, 1.702

0.757 0.539, 1.062 0.767 0.399, 1.477 IC

OS 2 2021 1 4

Kaplan-Meier 20 3 4

20 OS 2 2021 1 4
SCC FAS

IC IC
27 26 29 27

% 17 63.0 16 61.5 17 58.6 17 63.0
95%CI 8.3 6.8, 11.1 9.4 5.4, 14.9 8.4 7.0, 9.4 5.4, 14.9

95%CI * 0.924 0.464, 1.838 0.855 0.434, 1.684
* SCC Cox

Pr
ob

ab
ili

ty
 o

f O
ve

ra
ll 

Su
rv

iv
al

Number at risk Time from Randomization (months)
27 26 23 21 14 8 5 3 1 1 0 0 0

IC 26 22 20 15 10 7 5 4 1 0 0 0 0

3 OS 2 Kaplan-Meier
SCC 2021 1 4

IC
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Su
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Number at risk Time from Randomization (months) 

 29 28 25 23 16 10 7 5 3 1 0 0 0 
IC  27 23 21 16 11 8 5 4 1 0 0 0 0 

 

4 OS 2 Kaplan-Meier  
FAS 2021 1 4  

 

 

 

 1676 OS SCC FAS

IC  

 1676

 

 

7.R.3 7.3

 

infusion reaction

1

ILD

 

 

 

IC
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7.R.3.1

1676

1676 21

21 1676
%

300
IC

290
265 88.3 265 91.4

Grade 3 135 45.0 155 53.4
5 1.7 2 0.7

89 29.7 78 26.9
26 8.7 15 5.2
75 25.0 114 39.3

0 58 20.0

1676 IC 5% Grade

31 10.3% IC 8 2.8% 18 6.0%

0 2% Grade 3 15 5.0%

8 2.8% IC 2%
19

1676 IC Grade Grade 3

7.R.3.2

1676

1676 22

19 1676
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22 1676  

 
%  

 
29  

 
271  

 23 79.3  242 89.3  
Grade 3  11 37.9  124 45.8  

 0  5 1.8  
  9 31.0   80 29.5  

 1 3.4  25 9.2  
  5 17.2   70 25.8  

 

10% Grade

6 20.7% 29 10.7% 5 17.2% 14 5.2%

2% Grade 3 4 13.8% 32

11.8% 2 6.9% 13 4.8% 1 3.4% 0 1

3.4% 1 0.4% 1 3.4% 1 0.4% 1 3.4% 0

1 3.4% 0 1 3.4% 1 0.4% 1

3.4% 0 1 3.4% 1 0.4% 1 3.4% 0

1 3.4% 1 0.4% 1 3.4% 0

1 3.4% 0 1 3.4% 0 1 3.4% 0

1 3.4% 0 1 3.4% 0

2% 1 3.4% 2 0.7% 1 3.4%

1 0.4% 1 3.4% 0 1 3.4% 0 1

3.4% 1 0.4% 1 3.4% 0 1 3.4% 0

1 3.4% 0 1 3.4% 0 1 3.4%

0 1 3.4% 0 2%

1 3.4% 0 1 3.4% 0

1 3.4% 1 0.4% 1 3.4% 0

1 3.4% 0 1 3.4% 0 1 3.4% 0

2% 1 3.4% 0

1 3.4% 1 0.4% 1 3.4% 0 1 3.4% 1 0.4%

1 3.4% 0 2%

 

 

 

1676
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1676

PD-1

7.R.3.3 infusion reaction

infusion reaction

infusion reaction

MedDRA PT 1

MedDRA PT

2

1676 infusion reaction 23

23 1% infusion reaction 1676

PT*1

%

300
IC
290

Grade Grade 3 Grade Grade 3

infusion reaction*2 33 11.0 0 48 16.6 5 1.7
8 2.7 0 13 4.5 1 0.3
8 2.7 0 7 2.4 0
7 2.3 0 16 5.5 0
7 2.3 0 11 3.8 0
1 0.3 0 4 1.4 2 0.7

*1 MedDRA ver.23.1 *2

1676 infusion reaction IC 1/290 0.3% 1

infusion reaction

IC 3/290 1.0% 2 1

infusion reaction 5/300 1.7% 5 IC 9/290 3.1%

9 infusion reaction

1676 infusion reaction 2

1 450





34

25 1676  

PT*1

%

300
IC
290

Grade Grade 3 Grade Grade 3
*2 44 14.7 12 4.0 48 16.6 12 4.1

32 10.7 3 1.0 39 13.4 4 1.4
5 1.7 1 0.3 0 0
3 1.0 0 2 0.7 1 0.3
2 0.7 1 0.3 3 1.0 3 1.0
2 0.7 2 0.7 2 0.7 1 0.3
1 0.3 0 0 0
1 0.3 1 0.3 0 0
1 0.3 1 0.3 0 0
1 0.3 1 0.3 0 0
1 0.3 1 0.3 0 0
1 0.3 0 0 0
1 0.3 0 0 0
1 0.3 1 0.3 1 0.3 1 0.3
1 0.3 1 0.3 0 0
1 0.3 0 0 0
1 0.3 1 0.3 0 0

0 0 1 0.3 0
0 0 1 0.3 1 0.3
0 0 1 0.3 1 0.3

 0 0 1 0.3 0
 0 0 1 0.3 1 0.3

*1 MedDRA ver.23.1 *2

1676 8/300 2.7% 2

1 IC 8/290 2.8%

2 1 2

1 IC 2 2

3/300 1.0% 1 IC 2/290

0.7% 1 6/300 2.0%

5 1 IC 8/290 2.8% 3 2

1

1676 30 1

211

26
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PD-1

7.R.3.6

MedDRA SOC

1676 29

29 1676

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

*2 13 4.3 1 0.3 9 3.1 1 0.3
3 1.0 1 0.3 0 0
3 1.0 0 1 0.3 0
3 1.0 0 2 0.7 0
1 0.3 0 0 0
1 0.3 0 1 0.3 0
1 0.3 0 0 0
1 0.3 0 3 1.0 0
1 0.3 0 0 0

0 0 1 0.3 0
 0 0 1 0.3 1 0.3

*1 MedDRA ver.23.1 *2

1676 2/300 0.7%

1 IC 1/290 0.3% 1 1

1 IC 1 1

1/300 0.3% 1 IC

1/290 0.3% 1 3/300

1.0% 1 IC

1676

55 8 210

30
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1676 31

31 1676  

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

*2 24 8.0 13 4.3 21 7.2 9 3.1
9 3.0 7 2.3 4 1.4 2 0.7
8 2.7 3 1.0 7 2.4 1 0.3
4 1.3 2 0.7 4 1.4 3 1.0
3 1.0 2 0.7 2 0.7 2 0.7
2 0.7 2 0.7 0 0
2 0.7 1 0.3 2 0.7 1 0.3
2 0.7 0 3 1.0 1 0.3
1 0.3 0 0 0
1 0.3 0 1 0.3 0
1 0.3 0 0 0
1 0.3 0 0 0

0 0 1 0.3 0
0 0 1 0.3 0

 0 0 1 0.3 0
*1 MedDRA ver.23.1 *2

1676 12/300 4.0% 5

3 2 1 IC 11/290 3.8%

3 2 1

2 2 1 IC 4

2 1

1/300 0.3% 1 IC 1/290 0.3% 1

9/300 3.0% 3

2 1 IC 8/290 2.8%

2 1

1676 64

15 613

32
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7.R.3.11

MedDRA SMQ

1676 39

39 1676

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

*2 49 16.3 8 2.7 60 20.7 5 1.7

33 11.0 7 2.3 44 15.2 3 1.0
3 1.0 1 0.3 6 2.1 1 0.3
3 1.0 0 2 0.7 0
3 1.0 0 5 1.7 0
3 1.0 0 2 0.7 0
2 0.7 0 1 0.3 0
1 0.3 0 0 0
1 0.3 0 0 0
1 0.3 0 0 0

0 0 1 0.3 0
0 0 4 1.4 1 0.3

 0 0 1 0.3 0
*1 MedDRA ver.23.1 *2

1676 2/300 0.7%

1 IC 1/290 0.3% 1 1

1 IC 1 1

IC 2/290

0.7% 1

1/300 0.3% 1 IC 3/290 1.0% 2

1

1676

44 1 686

40
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42 1% 1676  

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

*2 51 17.0 19 6.3 49 16.9 12 4.1
21 7.0 4 1.3 18 6.2 4 1.4

ALT 13 4.3 2 0.7 20 6.9 2 0.7
AST 12 4.0 2 0.7 19 6.6 0

ALP 12 4.0 4 1.3 14 4.8 2 0.7
GGT 7 2.3 0 6 2.1 1 0.3

4 1.3 3 1.0 0 0
 4 1.3 4 1.3 0 0

*1 MedDRA ver.23.1 *2

1676 8/300 2.7% 4

3 1 IC 8

8/300 2.7%

3 ALT 1 IC

8/300 2.7% ALT AST 2

ALP GGT 1 IC 5/290 1.7%

ALT GGT 1

1676 43 8

683

43
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44 ILD 1676

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

ILD*2 7 2.3 2 0.7 2 0.7 1 0.3
6 2.0 2 0.7 2 0.7 1 0.3
1 0.3 0 0 0

ILD 1 0.3 0 0 0
*1 MedDRA ver.23.1 *2

1676 ILD 3/300 1.0% 3 IC 1/290 0.3%

1 ILD

5/300 1.7% 5 IC 1/290 0.3% 1

ILD 2/300 0.7% 2 IC

ILD

1676 ILD 47 24 694

ILD

45
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49 1676

PT*1

%

300
IC

290
Grade Grade 3 Grade Grade 3

*2 91 30.3 43 14.3 169 58.3 114 39.3
75 25.0 36 12.0 129 44.5 78 26.9
6 2.0 3 1.0 44 15.2 26 9.0
4 1.3 1 0.3 13 4.5 7 2.4
3 1.0 2 0.7 5 1.7 5 1.7
3 1.0 2 0.7 14 4.8 5 1.7
2 0.7 0 0 0
2 0.7 0 5 1.7 2 0.7
2 0.7 1 0.3 2 0.7 2 0.7
2 0.7 1 0.3 26 9.0 12 4.1
2 0.7 1 0.3 16 5.5 9 3.1
2 0.7 0 14 4.8 6 2.1
1 0.3 0 0 0
1 0.3 0 2 0.7 0

0 0 1 0.3 1 0.3
0 0 1 0.3 0
0 0 1 0.3 1 0.3
0 0 3 1.0 3 1.0

 0 0 2 0.7 1 0.3
*1 MedDRA ver.23.1 *2

1676 IC 1/290 0.3%

1

6/300 2.0% 3 2 1 IC 23/290 7.9%

14 5 3 2

1

4 2 1 IC 21 12

5 3 2

1

2/300 0.7%

1 IC 2/290 0.7% 1

11/300 3.7% 10 1

IC 63/290 21.7% 32 19 9 7

5 3

1

1676 43 1

703

50
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PD-1

7.R.3.19

MedDRA SOC

1676 52

52 1676

PT*1

%

300
IC
290

Grade Grade 3 Grade Grade 3
*2 8 2.7 1 0.3 9 3.1 0

4 1.3 0 0 0
2 0.7 0 0 0
1 0.3 1 0.3 0 0
1 0.3 0 1 0.3 0
1 0.3 0 6 2.1 0

0 0 1 0.3 0
0 0 1 0.3 0

 0 0 1 0.3 0
*1 MedDRA ver.23.1 *2

1676 1/300 0.3% 1

IC 1

1/300 0.3% 1 IC

1676

95.5 8 316

1676

53
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MedDRA HLT
20

1

7.R.4

7.R.2 7.R.3

7.R.4.1

1676

7.R.2 7.R.3

1676 SCC 1423

SCC SCC

7.1.2.1
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1676 131 65 IC 66

IC OS 95%CI 13.3 9.6, 17.6 7.0 5.1, 9.7

IC OS 95%CI 0.556 0.363, 0.853 SCC

95%CI 0.727 0.579, 0.914

7.R.4.2 PD-L1

PD-1 PD-1 PD-L1

1676 PD-L1

126/304 41.4% IC 128/304 42.1%

PD-L1 TC 1%

PD-L1 OptiView PD-L1

SP263

1676 PD-L1

PD-L1

1676 PD-L1

1676 PD-L1 OS 2 2021 1 4

Kaplan-Meier 55 5
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55 PD-L1 OS 2 FAS 2021 1 4  

PD-L1    
OS 

95%CI  
 

*1 
95%CI  p *2

TC 1% 
 44   7.7 4.3, 12.3  0.976 

0.588, 1.617  
0.1884 

IC  48  6.7 3.9, 9.5  

TC 1% 
 82 13.9 9.6,  0.698 

0.463, 1.053  IC  80   9.3 7.0, 11.4  
*1 SCC Cox
*2 PD-L1 PD-L1

Cox  
 

Pr
ob

ab
ili

ty
 o

f s
ur

vi
va

l 

    

1.0 1.0 
0.9 0.9 
0.8 0.8 
0.7 0.7 
0.6 0.6 
0.5 0.5 
0.4 0.4 
0.3 0.3 
0.2 0.2 
0.1 0.1 
0.0 0.0 

  0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34  0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 
At risk  Time from Randamization months   Time from Randamization months  

 44 41 30 25 18 13 11 9 6 4 3 3 1 0 0 0 0 0  82 78 65 55 45 39 30 22 16 15 10 9 4 3 3 0 0 0 
IC  48 40 30 26 19 15 12 10 6 4 4 2 1 1 1 1 0 0  80 69 58 50 36 28 20 16 10 8 5 5 4 2 1 1 1 0 

5 PD-L1 OS 2 Kaplan-Meier  
FAS 2021 1 4  

TC 1% TC 1%  

 

TC 1% TC 1% OS

OS SCC ECOG PS 0 1

ECOG PS 21 Cox

TC 1% IC OS 95%CI

0.898 0.533, 1.516 TC 1% 22

 

1676 PD-L1 FAS

PD-L1

PD-L1  

 TC 1% OS

 

 OS 2 1 2022 1 4

TC 1% IC OS 95%CI 8.2 4.3, 

 
21  TC 1% 5% ECOG PS 0 17/44 38.6%

IC 25/48 52.1% 1 27/44 61.4% IC 23/48 47.9%  
22  OS IC OS 95%CI

0.972 0.518, 1.821  

 

IC  

 

IC  



60 
 

12.3 6.7 3.9, 11.8 IC OS 95%CI 0.846 0.527, 

1.357  

 

  

TC 1% TC 1% Grade 88.9

87.7% Grade 3 44.4 40.7% 35.6 24.7%

 

PD-L1 TC 1% TC 1%

PD-L1

 

 

TC 1%

PD-L1

 

 
IRI

QOL  

 

 

1676 PD-L1

OS

OS

TC 1%

 

 OS

 

 

7.R.5  

1 350 mg

3 30

 

  

  

 

7.R.2 7.R.3
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1 350 mg 3 30

 

  

 7.R.5.2  

 

7.R.5.1  

 

1676

7.R.2 7.R.3

1676

 

 1423 3 mg/kg Q2W

7.1.3.1  

 PPK 350 mg Q3W 3 mg/kg Q2W

 

 1622 350 mg Q3W 7 DLT 350 mg 

Q3W 7.1.1.1  

 

 

 

 

 

1 350 mg 3 30

 

  

 

7.R.5.2  

 

1676

1676
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56  

 *  

ILD 
Grade 2  Grade 1

 
Grade 3 Grade 2   

 
Grade 2 3  Grade 1

 
Grade 4 Grade 3   

 

AST ALT 3 5
 

1.5 3
 

Grade 1
 

AST ALT 5
 

3
 

 

 
 

 
Grade 3 4  Grade 1

 

 Grade 2  Grade 1
 

 Grade 2  Grade 1
 

1  Grade 3  Grade 1
 

 

1 Grade 2  
Grade 3  
SJS/TEN  

Grade 1
 

Grade 4  
SJS/TEN   

 
1.5 3  

Grade 1
 

3   

infusion reaction 
Grade 1 2  50%

 
Grade 3   

 
Grade 2 3  

Grade 1
12 Grade 1

 
Grade 4 Grade 3   

* Grade NCI-CTCAE v4.03  

 

7.R.6  

 

 

1676

infusion reaction
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1

ILD

1676

100 12

7.R.3 infusion 

reaction

1

ILD

7.3

7.1

7.2

7.3.1 1622 1

250 mg 6/6 100% 350 mg 6/7 85.7%

5/6 83.3% 6/7 85.7%

20% 2

33.3% 2 28.6%

1/6 16.7% 1/7 14.3%

1 16.7% 1 14.3%

1

1/7 14.3%

7.3.2 1676

265/300 88.3% IC 265/290 91.4%

170/300 56.7% IC 236/290 81.4%

10% 57
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57 10%  

SOC 
PT 
MedDRA ver.23.1  

%  
 

300  
IC  

290  
Grade Grade 3  Grade Grade 3  

 265 88.3  135 45.0  265 91.4  155 53.4  
     

  55 18.3   1 0.3   97 33.4   6 2.1  
  48 16.0   2 0.7   68 23.4   7 2.4  
  45 15.0  0  59 20.3   1 0.3  
  32 10.7   3 1.0   39 13.4   4 1.4  
 29 9.7   3 1.0   33 11.4   3 1.0  

     
  50 16.7   4 1.3   45 15.5   4 1.4  
  35 11.7   1 0.3   61 21.0  0 

  33 11.0   7 2.3   44 15.2   3 1.0  
     

  35 11.7  15 5.0  25 8.6   8 2.8  
     

  45 15.0   1 0.3   46 15.9   2 0.7  
     

  75 25.0   36 12.0  129 44.5   78 26.9  
  6 2.0   3 1.0   44 15.2  26 9.0  

     
  33 11.0   4 1.3  25 8.6   2 0.7  
  31 10.3   1 0.3   8 2.8  0 

 

89/300 29.7% IC 78/290 26.9% 3

12 4.0% 5 1.7%

4 1.3%

3 1.0% IC 14 4.8% 10

3.4% 5 1.7%

3 1.0% 4

3 2 1 IC 12 5

3 2 1

 

26/300 8.7% IC 15/290 5.2%

2 5

1.7% 3 1.0% 2 0.7% IC

2 0.7% 4

3 2 IC 2

 

 

7.3.3 1423  

1 mg/kg Q2W 6/6 100% 3 mg/kg Q2W 96/98 98.0%

10 mg/kg Q2W 5/6 83.3% 200 mg Q2W 20/20 100%

5/6 83.3% 67/98 68.4% 5/6 83.3% 13/20
65.0% 20% 4 66.7%
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3 50.0% 2

33.3% 29 29.6% 20 20.4% 3 50.0%

2 33.3% 4 20.0%

 

1/6 16.7% 20/98 20.4% 2/6 33.3% 9/20 45.0%

2 2 2.0%

2 10.0% 2 2

 

7/98 7.1% 1/6 16.7% 1/20 5.0%

2 2

2.0%  

 

7.3.4 1540  

Group 1 59/59 100% Group 2 78/78 100% Group 3 54/56

96.4% 46/59 78.0% 62/78

79.5% 36/56 64.3% Group 15% 17

28.8% 15 25.4% 14 23.7% 11 18.6%

10 16.9% 9 15.3% 33 42.3%

21 26.9% 17 21.8% 15 19.2% 16 28.6%

10 17.9% 9 16.1%  

24/59 40.7% 23/78 29.5% 22/56 39.3%

Group 2 4 6.8% 4

5.1% 3 3.8% 2 2.6%

2 3.6% 4 3 1

 

6/59 10.2% 6/78 7.7% 3/56 5.4%

Group 2 4 6.8%

2 2.6%  

 

7.3.5 1620  

125/132 94.7% 99/132

75.0% 10% 44 33.3% 33 25.0%

26 19.7% 21 15.9% 19 14.4% 17

12.9% 16 12.1% 14 10.6%  

42/132 31.8% 2

5 3.8% 4 3.0%

2 1.5% 4 2 1
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17/132 12.9% 2

2 1.5%

2 1  

 

7.3.6 1624  

313/355 88.2% IC 322/342 94.2%

204/355 57.5% 303/342 88.6%

10% 52 14.6% 42 11.8% 36

10.1% 171 50.0% 97 28.4% 82 24.0%

63 18.4% 58 17.0% 52 15.2% 49

14.3% 42 12.3% 37 10.8%

36 10.5%  

100/355 28.2% 94/342 27.5% 4

17 4.8% 6 1.7% 5 1.4%

4 1.1% 17 5.0% 13

3.8% 8 2.3% 6 1.8%

4 1.2% 6 4 2

1 12 8

6 4 3 1

 

23/355 6.5% 14/342 4.1%

2 4 1.1%

2 0.6% 3 0.9%

2 0.6% 4

2 3 2  

 

8.  
8.1  

 

 

8.2 GCP  

CTD 5.3.5.1-1 GCP

 

 

9. 1  

PD-1
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IgG4 PD-1 PD-1

PD-1 PD-L1 PD-L2

T
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2  
 

4 11 14  

 

 
 350 mg 

  

  

 4 3 18  

 

 

 

 

1.  

20 12 25 20 8  

 

1.1  

1 7.R.2

1676

OS IC

 

 

 

1.2  

1 7.R.3

infusion reaction

1

ILD

 

 

 

 

 

1.3  



69 
 

1 7.R.4

 

 

 

  

  

 

 

 

 

1.4  

1 7.R.5

1 350 mg 3 30
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 *  

ILD 
Grade 2  Grade 1

 
Grade 3 Grade 2   

 
Grade 2 3  Grade 1

 
Grade 4 Grade 3   

 

AST ALT 3 5
 

1.5 3
 

Grade 1
 

AST ALT 5
 

3
 

 

 
 

 
Grade 3 4  Grade 1

 

 Grade 2  Grade 1
 

 Grade 2  Grade 1
 

1  Grade 3  Grade 1
 

 

1 Grade 2  
Grade 3  
SJS/TEN  

Grade 1
 

Grade 4  
SJS/TEN   

 
1.5 3  

Grade 1
 

3   

infusion reaction 
Grade 1 2  50%

 
Grade 3   

 
Grade 2 3  

Grade 1
12 Grade 1

 
Grade 4 Grade 3   

* Grade NCI-CTCAE v4.03  

 

 

 

1.5  

100

12  
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1 7.R.6

infusion reaction

1

ILD

infusion reaction

1

ILD

1676

120

1676

12

58 59 60
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58  
 

   
 infusion reaction 
  
  
  
  
 

 
 1  
  
  
  
  
 ILD 
 

 
  

  
  
  
  
  

 

 
 

59  
 

   
  
 

 

   
  
  

60  
  
  
  
 12  

 120  

 

infusion reaction

1
ILD

 

 

 

2.  

8
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1 350 mg 3 30

 

 

    

 

 

 

1. 

 

2. 
X

 

 

 

 

 

 

1.  

2.  

 

 

1.  

2.  
 



74 
 

 

 *  

 
Grade 2  Grade 1

 
Grade 3 Grade 2   

 
Grade 2 3  Grade 1

 
Grade 4 Grade 3   

 

 AST ALT 3 5
 

 1.5 3
 

Grade 1
 

 AST ALT 5
 

 3
 

 

 
 

 
Grade 3  Grade 1

 

 Grade 2  Grade 1
 

 Grade 2  Grade 1
 

1  Grade 3  Grade 1
 

 

 1 Grade 2  
 Grade 3  
 Stevens-Johnson SJS

TEN  

Grade 1
 

 Grade 4  
 SJS TEN   

 
1.5 3  

Grade 1
 

3   

Infusion reaction 
Grade 1 2  50%

 
Grade 3   

 
Grade 2 3  

Grade 1
12 Grade 1

 
Grade 4 Grade 3   

* Grade NCI-CTCAE National Cancer Institute Common Terminology Criteria for Adverse Events v4.03  

 

 

 



i 
 

 
 

 
   

ADA anti-drug antibody  

ADCC antibody dependent cell mediated 
cytotoxicity  

ALP alkaline phosphatase  
ALT alanine aminotransferase  
APTT activated partial thromboplastin time  

AST aspartate aminotransferase  
BALT bronchus-associated lymphoid tissue  
BCC basal cell carcinoma  
BV bevacizumab (recombinant)  
CAL cells at the limit of in vitro cell age in vitro

 
CBDCA carboplatin  
CD cluster of differentiation  
CD300a inhibitory receptor protein  
CDC complement dependent cytotoxicity  

CE-SDS capillary electrophoresis sodium dodecyl 
sulfate  

CHO chinese hamster ovary cell  
CI confidence interval  
cIEF capillary Isoelectric Focusing  
CPA cyclophosphamide hydrate  
CQA critical quality attribute  
CSCC cutaneous squamous cell cancer  
DLT dose-limiting toxicity  
DNA deoxyribonucleic acid  
DTX docetaxel hydrate  
ECL electrochemiluminescence  
ECOG Eastern Cooperative Oncology Group  
ELISA enzyme-linked immunosorbent assay  
EMAX maximum change in clearance with time  
FAS full analysis set  
Fc fragment, crystallizable  
GALT gut-associated lymphoid tissue  
GBM glioblastoma multiforme  
GEM gemcitabine hydrochloride  
GGT gamma-glutamyltransferase γ-  
GM-CSF granulocyte macrophage colony-

stimulating factor  
HCP host cell protein 
HEK293  human embryonic kidney 293 cell  
HIV human immunodeficiency virus  
HLGT high level group term  
HLT high level term  
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