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Retrospective analysis on unapproved application for clinical trials of new
compound preparations of TCM from 2005 to 2020
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Abstract: New compound preparation of traditional Chinese medicine (TCM) is the main category of research and application of new
TCM. The new compound preparations of TCM that have not been approved of investigational new drug (IND) from 2005 to 2020 are
as research objects. The indications, prescription source, dosage form and production process are reviewed and main defects in
pharmacology, toxicology, clinical trials, pharmacy and synthesis are classified. The results showed that: (1) According to incomplete
statistics, the total number of IND applications for new compound preparations of TCM from 2005 to 2020 was 895, among which 369
were not approved, with a disapproval rate of 41.23%. (2) There were some differences in the IND disapproval rate of new compound
preparations of TCM with different therapeutic areas, source of prescriptions, dosage form, or production process. (3) The analysis on
reasons for disapproval of new compound preparations of TCM showed that 75.88% of disapproved cases were due to pharmacological
and toxicological defects, 34.08% due to clinical defects, 22.19% due to pharmaceutical defects, and 32.80% due to comprehensive
defects. (4) For disapproved new compound preparations of TCM due to pharmacological and toxicological issues, the reasons for IND
disapproval and main research defects were mainly on aspects of pharmacodynamics test and models, toxicological test quality control,
and the selection of toxicological test. For disapproved TCMs due to clinical issues, the disapproved reasons mainly were clinical
positioning, prescription, and disease mismatch. For disapproved TCMs due to pharmaceutical issues, the disapproved reason focused
on the extraction and purification technology. The retrospective analysis of unapproved new drugs in IND can provide useful reference

for research of new compound preparations of TCM in the future.
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Fig. 1 Indication distribution of IND applications for new compound preparations of TCM from 2005 to 2020
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Fig. 2 Prescription sources of IND applications for new compound preparations of TCM from 2005 to 2020
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Fig. 3 Dosage form distribution of IND applications for new compound preparations of TCM from 2005 to 2020
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Table 1 Production process of IND applications for new compound preparations of TCM from 2005 to 2020
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Table 2 Main defects related to pharmacological and toxicological study of IND applications for new compound preparations

of TCM from 2005 to 2020
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Table 3 Main defects involved in clinical study of IND applications for new compound preparations of TCM from 2005 to 2020
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CUHPRE N, 077 B PARa 7R BA 4l LA e
NEL, TMZAR R REVIE AL . B, F
2y IR AE AN R o
3.4 BRAFARNEZRED

PR SR L T R A2
SETEWFTT 3 KK 8 MAMRIR, W& 4.
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=4 2005—2020 FHHEEHFHT IND AR RAZNEEREBNR

Table 4 Major defects involved in pharmaceutical study of IND applications for new compound preparations of TCM from

2005 to 2020
REFRE P BARJEH | HH/%
TZJm 9.1 LZBZIEFKIFEARS 5 1.61
9.2 EBRMORTE. KBS L ZWT A i 15 4.82

9.3 REL. itk TEHAAT S 40 12.86

9.4 HIFIATT BB T2 AT 5 1.61
AR 101 FAEERIBE, RELZEMEMRFTIZIER 7 225
102 JESFIRZ B AARN, Rz 18 5.79

10.3 A 25 SR 56 T b S A% BIORE b R 3 45 SR AN G 3096

FOEMETIH 111 S ABEEEE R YRRy, EARVETES SRR ICHN B IR R, RETIENFRMHR 17 547

SEMEH LR

HHEE 4 WA, 255707 ) F S BON &,
DIFREL. 2ifb T2 HREEE LS, RIMA: OF
R 2 5 DhRE IR A RSy @1
2RI T B SRR AR Y O KL
WP IE . BTG B SE h 25 7
HFEAT B AR, ARXT A BE AT J5 25 A B Ay B A
PG T LU AT, gL T E A EMEAT .
EiZ AR A 25 N @284
HEEAIRIR NG 2 780K, RXAF 2 Fp 208 4%
BEAT XA SE o UL, R EARAE AR L2
BERUST I L I H A R R

MNF 40 R E B REE, BRI 2.
B A, K2 A—MPESREG, IR IR
4 WA ) 4k SR 90 5235 . 2020 4 [E 5 24 5 B A B )R
CDE KA T 255 250 Fi & M B 25 0t S oK Fa
SN GRATOY (2020 55 37 5) U5, EExfdzy
B RE IR PRIES . TG RIS HT . ol i ir
A] Ko b A A W B R SR RN 2 5 R B TN
BRI FEARTIR . )50 e B B 20T 7 TAE M
HEJE TR SR HERE A FE o I PR IR F AR T 24 22T A
(1 2 H R N IR AR RIS PR it 2 4 H B A A R e
(RO A, DA 2 I R P e 2

R IND 255 75 8 25 1) 3 BEER R HR s K 2
ST N B AR A, (B2, IR EM R Ty
WAIMZIER T . AR AR 2 5 € Ji
TR LN e hb 7 2k R gk N 2 00 R A
P, FEaEfeiai T2 B m Y2
R, A —E R e TR @tk a
RPE 2 T2 20 5 REAR I R F 25456 722 S ORI

R S L X 24 2 A R U R .
CRBCRIE T IR 256 77 AbJ7 P B2 AN R B
PR NRIIE R R 8, (R T 2
B FIRISG R, B R GRaHEs R
KIE— AR RN, RGhE A SRR BT R
¥ 5 Ut BH B U 3 B I N8 22 338 771 1 B
2, SCRRIRIE AL T B2 R R T e B —
SERE S, A SrENE. FR, EE%
ZjRg M m A R AL LR A IR s, HORRE
HEBR 5 52354 1) KB

35 BREAHEMEERES T

SR T I E B KA iR AR
KRR e S, FERDN: QAL RRIk
B EHEMEART . W0 22 NEFT (7.07%); &
NS IR BT 45 255 DRS485 25 KX EL AT
o QAL EFIEATE Y. W BFECN 16
A (5.14%), W1 1~3 2 LB 25 25 177 RY 1 45 P g
s AT RITRE R 2582, LN )
BRI 2R HEAT MR, AT REAFE R g i i i 47
JERGL IR RS o ) R BT} e B 55 o L 9 J 74 A
A (23.79%), G0 AR BORHE SEREPE L YRR
IR ERI B %, B2 PP Al HIRPZOR SR
ARBIA 8. PORIE R,

8 PIRAR RN B R A2 BT 2T R LI B EE
KIEMINES, TEEEHATE YR s, BEEA
&30 55E B A& 4R 2R R A B . B 2RI R
TR T S AR VA B SR . IRIE F R BERE A AR
TP BRI E L, 28, M. 2Mnt R AIK,
RIGTH 2, 1EL90F R R o B 5 A0 SR 46 55 1)
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L JAgN, nsRSCAE L.
3.6 [EWHEFPASHFHY IND AR EZRFE

ARSCARF BRI L FMAHTHRE N, XF
2005—2020 FEHZETTEZ IND HE I 3 E kG
HAT T 0. Horp sl i (R e K 22 v DO A 5 R
HE AN IR IE R B2, BT
JRI B, HARFTA AR S KB RAAEBA T 252 .
HENL AT T 2R 5 2 R VPARME AR R R — AN
RIEsEE ISR

R T2 IND W R WERAAAE S DA R
SRALE S AAR B, RS — E AR R
AR RIS o A B 250 70 TORE  [R] IF A7LE RS
B2, M UATE I VA AR RE IR PR Pl i 70 22 )
SE AW T AR IR R ES . 7ERTH (20T
WHEBEIMEY IS5, IND W70 FEAE BB 1 i b
WA REUASF T AL EE . G0 mh 258 5 37 245 1 24 30
W FEAFAEBRIEET, AT B LA 78 45 () R R 28 e A
HEAE RS, KR RIGR R . 255778
245 25 2E W T K o ik B ] DATE I PR 56 1 1] 58
o ImPRIRES 7 2 v] LATE NG AR 50 BRZR VF AT 5 AR
T 5¢ 33 PR AT S B R A BT 53

B A VR S B A VPRI AR R R 2
BpE AT A T AW e B . 2016 4FLART,
HZHZ) IND 202 A ERE SR S 25 0 B
AT ERARZE TG L, K5 255 )78 25 IND 4 75
BN 2 T BRFE AN SR TR, 2 I PR
HOER A A — A3, RERRS CRIEIG AR5
ZARE WA, FF FLITHR &5 T KU At T DAt v
HATIRPRARES, DA AR I8 SR I B 38 24 119 22 A 1
AR, B2 2 S AR I FE T DAE I RS0 2
H5ER. 2016 4, CDE #& i H 2538 24 18 245 22 L 8L
“COrBTBCEDR”, UMb, HZHTZ IND 2
YOl H 40% L g 90% A F, 2 IND A
FEVEEBE B 0 2522 N 2 B R b
4 L5iE

WS, FIE 2005—2020 4 IND H1%
253 895 Ao b, AHEHENE ARRIE I b
369 N, AHLHER A 41.23%. AT 4 AR E
AR PRI IE: 1 A SR BT 24 S FdkAT T [l e 43
M, dREIR: (1) WENER, HiEHTARE
INEE ) H 245 5 7 R 2 A REAE R TE 33%~60%.
o, A TR S S I N R 4 ) AR
REE; () WRTTRIEE, BAAEANHERM

It PR 28 98 777 M5 P ol 7] ) ANt v 3 AR, 20 ) o
38.48%. 34.96%; T FHIF 77 FIARAER K &, N
60.53%: (3) MWHFZHFIRE, BRAL Fml. &
PN 511 N 5| N 50| N = 3| N G i

IAREAEZ N T 40%, T3 5 770 1) A L 2N

100.00%: (4) WA= TZ2HE, g T2 mMmA

HEFR Y 35.96%, TAHRFIRSEIC L 2 AL Ry

70.00%, FEERAEAL T2 M AR HESR N 47.56%.
ACHF 2005—2020 4F IND H1255 J5#24 (311

AR 1 E R FUEREIEAT T i, AR ER:

(1) W R PR PGIE R A B2, & 75.88%,

2R AR A e P . B PRSI0 R st . A EE A

IO H B EEIEEZ s (2) PR mPRERFE ) S

5 34.06%, IGAREAL JTUER N BEAE N &0 %

T RIERBEE 2 (3) ¥ R 25 2E 6 I A

22.19%, LZBEAH BRI MMERZ: (4 WAL

R FE )RR 32.80%, 4525t FIALERE K

BRI SRR Z .
g5 L FTIR , AR SO R 2005—2020 E I RIS

I AR SR T 25 7 B 25 B AR L . 32 B

AT T BIE A, HaE e LS FErh gy B 782

PRI R AR A RAE 4
FlBAR KIAAEENANE, TREEFTELK

A
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