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Abstract; The Provisions for Drug Registration had been revised and
issued by the National Medical Products Administration ( NMPA) in
2020, in which Article 29 clearly requires that, in case of drug clinical
trial protocol amendments during the drug clinical trial period, the
sponsor should make a comprehensive assessment on the impact on the
safety of subjects. If subject safety risks may be increased, a
supplementary application should be filed. In order to guide the sponsor
to carry out the protocol amendments during the drug clinical trial period
scientifically and normatively, Center for Drug FEvaluation, NMPA
formulated and issued the Technical Guideline for Protocol Amendments
during a Drug Clinical Trial ( Interim ) . This article introduces the
drafting background of the Technical Guideline for Protocol Amendments
during a Drug Clinical Trial ( Interim), analyzes and interprets the
evaluation points, safety risk assessment, classification, management
procedure of protocol amendments, so as to help the further
understanding and grasp of the guideline, and provide references for
sponsors, investigators and relevant personnel.
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2.1 EEMHEXZENSEX

A 28 H & W 25 0 S B S (Food and Drug
Administration, FDA) (BcIBZEHLES 21 4) (21 Code of
Federal Regulations, 21CFR)312.30¢ /7 £#&iT) &
TR, — FUF 2451 IR X 59 B 3 (investigational new
drug, IND) AR, B3 AT ARG 75 240 s A T 1B 1T
DI Ol RIS 4% iR IND Al T iy O kAT, W
T FEITHEIL 430 3 KW 8 278 Al
B .
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ST BAN R A IR, 71 485 0 e G D00 i 4 5 BT
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[F) I MLAE , B AT BR324 B 220 ) el A
77 S B A ST 2T . PRAT )R R FDA k4 y
fEHH A7
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MR PN 25 & %8 B ) ( European Medicines Agency,
EMA ) AR 45748 B A 25 R M JBof 1l PR 1 396 30 ) Dy 8 A8 5
O3 S AR SRR S AR

TE“Regulation (EU) No 536/2014 of the European
Parliament and of the Council of 16 April 2014 on clini-
cal trials on medicinal products for human use” [4]%_
TR 2(13) kb, xf L B AR BEHEAT T X, BIVAT fE
XF A2 IR ) 22 4 AL g B30T 1 30 7 A B84l 1) AT
AR RE 7 A F R i) ) 28 B A O R S oM B
)R, 7SS 23 ZRLRE , S TP B 1) M A AL
AT

TE“Detailed guidance on the request to the compe-

tent authorities for authorization of a clinical trial on a
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medicinal product for human use, the notification of sub-
stantial amendments and the declaration of the end of the
trial (CT = 1)”212010/C 82/01 1) 3. 4. 1“ Amendments
as regards the clinical trials protocol” s ,)I%‘iﬁi‘f&"/}f%
SE SCH T RE 25 500 2 1875 42 4 BORE A5 IR R 1Y 5
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R JE (Capmatinib ) J&— i e S Mk 5 % 0] o 38 B2 e AR DR J il 25, 35 25 B 40 it €6 & P450 ( eytochrome
P450, CYP)3A4 FIEEEALRG IS , ABFSE B 7E4RTT CYP3A4 MR 245 it HEme 5 CYP3 A4 75 525 FIAE 43 BIXT
LB Je 2548 8l 1127 ( pharmacokinetics , PK) 2R, ASHIF 5% & — T i % BE &S P20 25 0 40 EAE L Bl

1 i RIS

RIS FAMHIL (n =27) S (n =26) . ML d1 2508 DIRR D82 200 mg,d5 & d14 455K ARG il B
e 200 mg, Horb d10 AR ARG 1 h AR SR 2 200 mg; IIHIZH d1 28 11 iR S JE 400 mg,d5 = d13
KA IRFHEF 400 mg, Hodr d10 [RIAFARAHFIHEF 400 mg MR DEJE 400 mg, 2 AT d1 5 d10 REBERAZ )
0.2.3.8 48 F172 h Rl (HPHIZALRIME] 96 h) , LIBAH ik BRI BTl e R S8 e 25k B, 7158 PK 34K,

IRIH LR R, PR DR R RS + FHli e i) 3222 PK 2800 : AUC, _, 439120 5 280 F1 7 450
ng - mL™" « h,AUC,_ /3~ 5 220 17 430 ng - mL~" - h, T 43515 1 F12 h, CL/F 43314 37.9 Hl26.8
L-h™'t,/3%78.29 #16.05 h,C, FA—F, FFHLEREER, BIHEDHRMNEDEE + FHEENEE
PK %0 AUC,_, 70510 1.13 x10*F13 890 ng « mL™" - h,AUC,_ 435~ 1. 16 x 10*f1372 ng - mL™" - h,C,
5351243 070 F11 350 ng - mL™" ,CL/F 435 35.4 1103 L - h™' [T, ot , 545,

Pl EEmE T2k SRR RS AUC, 390N T 42% 10 €, Jo i EAE Ak, IS CYP3A i 255K FH v] g 234 i
BERNN R DE R RAE R, N FEEYA RV & AR AT ER R, i, @I FERHE A CYP3A )
25 AR B e va T R B TR IR R U, RIS R BUCR BRI AUC,_, FEIK 65% , C,, FEAIX
55% iR 8 JE 2 #E /0 il e S8R SR e MR e MR AIK , PRIUL, USORE S I A (5 L h B CYP3A i
SRR RIRIT R, (FBE BF)



