


 

 
 



 

 

 

 
  



Ⅰ
Ⅱ

1

2

3

4

5

Ⅳ
1 Ⅰ

2 Ⅰ Ⅱ

3 Ⅱ

Ⅴ
1 Ⅲ

2 Ⅱ Ⅲ

Ⅵ
1

2

3

4

Ⅶ

  



 

35 145 2

 

 



 

1

Quality of Life QOL

T Chimeric 

antigen receptor T cell CAR-T

 

 

2

 

3  

International Council for 

Harmonisation of Technical Requirements for Pharmaceuticals for Human Use ICH

ICH E5



10 8 11 739

 

 ICH E17

30 6 12 0612 1  

 19 9 28

0928010  

 24 9 5

 

 

26 10 27  

QOL

 

 

2 9

 

 



 

 

 

 

 

4  

dose-limiting toxicity DLT maximum tolerated dose MTD

recommended dose RD

DLT



 

 

 

 

 

 

 

5  



 

QOL

minimal residual disease MRD

MRD

 

QOL

 

 

 

 

 

 



 

 

 
1  

1  

 

a DLT MTD RD  

b  

c  

d  

 

2  

 

 

3  

 

 

 

a  

b



 

c

 

d

 

e 3

 

f  

 

4  

a  

 

b  

Common Terminology 

Criteria for Adverse Events CTCAE  

c  

 DLT  

DLT DLT

MTD

 

DLT

RD

DLT DLT  

  

 

  



 

d  

First in human

ICH S9

22 6 4 0604 1

24 4 2 0402 1

10% severely toxic dose in 10% of animals STD10

1/10 highest non-severely toxic 

dose HNSTD 1/6

mg/kg mg/m2

 

First in human

in vitro

minimally anticipated biologic effect level MABEL

 

e  

Fibonacci 3

Bayes

MTD

 

DLT

MTD DLT

MTD RD

 

f  



 

  

  

  

  

DLT  

g  

MTD

ICH 

E5

 

ICH E5

 

h  

ADME absorption distribution metabolism excretion

 

i  

 

j RD  

DLT

RD

MTD RD

RD

 

k  



 

 

2  

RD

RD RD

 

 

 

3  

1  

 

 

 

2  

 

 

3  

 

a  

b

 

c  

d

 

e 3



 

f

 

g

 

 

4  

  

 

  

 

  

 

 QOL 

QOL

QOL  

  

 

 -  

ADME

 

immune-related adverse event irAE

 

 

5  

 



 

 

 

 

6  

 

 

 

7  

 

 

8  

RECIST Response Evaluation Criteria In Solid Tumors

 

pseudoprogression



 

 

9  

CTCAE

irAE

 

 

 

 
1  

1  

 

QOL

 

 

 

2  

 

 

3  

 

a  

b  

c  



d  

e

 

 

4  

 

 

 

5  

 

 

 

6  

 

 

 



 

7  

 

 

8  

CTCAE

irAE

 

 

2  

 

 

 
1  

 



 

 

 

2  

 

 

3  

 

Proof of Concept

 



 

 

4  

1  

RD  

 

2  

 

 

3  

 

 

4  

 

 

 





ICH E5 10 8

11 739  

ICHE17

30 6 12 0612 1  

ICH S9 22 6 4

0604 1  

19 9 28

0928010  

24 9 5

 

26 10 27  

30 6 12 0612 1  

13 6 1 796  

24 4 2 0402 1  


