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[ Abstract |

Based on the characteristics of monoclonal antibody, this paper discusses the key points in the

pharmacology and toxicology review of monoclonal antibody combined with our review practice and the technical

guidelines issued by regulatory agencies.

Recommendations are given on the quality of test substance,

selection of

related animal species, evaluation of immunogenicity and immunotoxicity, and selection of initial dose for the first

human clinical trial, so as to provide general principles for designing scientifically acceptable non-clinical research

programs for the sponsors and researchers.
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@ EHRIAMILE S KRR E A AR L
Lm PAEH T RE 2 A TR [, A T RE 52 e 14 A i AH
XFFEMT) o @ TEHAT ST BE T M H B, 1 56
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o FRTA Z R 75 3k T T ADA R B 28 A
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BT — P TE 2o 22 o G 2 VR VAR K 2 B A AR
FH BR300 B Y 24 B2 R DG A (a2 227 B TSR
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WG ARV L A AT S S e EE T
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(tumor necrosis factor-o, TNF-o ) BT 19 25 XUE ¢ 79
RBF R PR S 58| b G R B SRR
LR ML A A 2 R e R e (i 2 A ) B KU 1
j]l]'ISJ o KH{# A natalizamab [ 3738 B R ( very late
appearing antigen-4 , VLA-4) B4y I 28 5E T 40 g
TR 2] 02 VR ARRE B 3, AR AT PR 2 kA
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thy, PML) [ XU 3 0, PML S —Ff 22 UL H B A 2
i P B P, E VAR 1 2298 JC o B R T
. A, AE efalizamab (—FhfE CD-11a B4, AT 5E M
IR L A0 AR B ) TR 0 A B JE R R DL rituximab
(TR B A1) 1A Y7 A A i ml WL ML
TEXEEHT R B B IR R EAR R
L, 3X T R 5 B W) AR TE e R GE A8 EARBT
5 05 TH A AE 1 22 5 DL R B2 R 0 b sh W B A b
A Ko AR TES Y h e B T G A g T 10 XU
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20 A B A/ SRR o CRS A R —
PRSI B T EL KU T 45 (B SRS i AL T, 2 B
11 P 1 240 1 P R RH DG B A E | LU B 7 2 B g R
T A AR B A0, 5 BOUR BRI R I L 2R
Wil E 23T, HT CD3 BT (40 murononab) ,CD28
RN (I TGN1412) | G 28 K6 A A 49 i 5510 ( 4o
ipilimumab , nivolumab , pembrolizumab 45 ) | 3 i i 43
F (1 4-1BB, CD40, 0X408 45 ) i 3l %) X f 3 R 4
BTG MR AT, B AT 25 S 80 CRS, i S48 TNF-a |
T4t & -y (interferon, IFN-v ) F1 [ 41 Jifi 41 25 -6 (inter-
leukin-6,TL-6 ) %5 40 Jffl [N 7~ 9 B i LA Fe TIRERL
37 BT 5 R AT A AR Y A A 5 9 A i R AR
(antibody-dependent cell-mediated cytotoxicity, ADCC)
IR A 6 B 21 it 55 P /E F ( complement dependent
cytotoxicity , CDC ) I P s, A GE 2 T SO 241 ffw 24 i, 0k
M55 CRS, U rituximab . ¢ 3 8 WA CRS 18
SR Uk VE I I O 75 25 W i), OF LR A )
FE R RIS R . ADA 15 g R/ s R AT
9 B o WO AR A S 2 52 6 W) e 2000 20 i
FM M FeR 8 CR 3B 7] 2 BRI

TR B ) BE B R T B A R SN, X
AL 25 S B 50 3 A A AL A X 22 v g JH A
T H R Bl A S PR (I ADA 5 B AR B R
T R BLAT S ST A T A 1C) S 250 A i WS o o
AREAME R, — A 2 LABH 1k 25 9 1 2k 22 9T &
AT P, TR B WSOV IS L AT T Z B HIL
AT AUS HR R A, 255 X0 2 ) ot i (454 /26 5]
VE AL/ #8555 75 T A 2 AR | 53 A7 3 28 S g
M2 W) B 0 2 e AR T R BUL 2 th ADA A 7
PR 40k & A 5 SV, 4% T 48 ASCEE 125 DA i R A2 1
0 L R B XU . 56 ] FDA {2004 & 2016
AERCAERY 49 DA b A 1S A (31% ) 1E
FE 0 R 22 A M i g v e BT R B g, e 12 A4S
KA JE ADA S S RYSER KN, 4 DR H KA 2 )5



B A 2 A BB R T RE W R
) B e HE AL, A 65 TeE A S A0 B8 i (BRI T 2
S L) AR TgE A S 00 52 0 (Bl G f 2 0 3 2K
(9 CRS, Ho % 41 J =i b K 39006 5 20y 28 3 i
) P LUk 4 25 ) B B R N B R R
ADA A&, I T AR 4G 25 BR ( >4 J&) 2 3
2l b, A E I 0 R WA FEAE K F (no
observed adverse effect level, NOAEL) 5% f% /& 9F ™ &
7215 H (highest non-servicely toxic dose, HNSTD )
FR I R AR JE T UE 4 ASCEE 23 A DA A i S I 2 e
ADA A5 5 2k S S 28 S BT S B0, A5 DU AS 17 44 i o
AR R AEAS RN o % T B U 2 24 R0 H 30 Ve
L FR BT, 0 H R B S TS AR A AT RS Kk
CRS (B, F5 2 51 m BE OG0 B b & T4
ML E 4 P 56 mh i RS P 19 15 T I AG 2 B 22 T Y
R DU A8 b3 A, 3 07 TF J A N7 8 44 A0 56 (an 4 S 2
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