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Development toxicity of Kuntai Capsule powder on embryo and fetus of rats

GONG Li, LIU Kun, ZHANG Yun, GONG Hua-yun, WANG Wei
Sichuan Industrial Institute of Antibiotics, Sinopharm Center for Safety Evaluation, Chengdu 610052, China

Abstract: Objective To evaluate the matrix toxicity, embryo-fetal toxicity, and teratogenicity of ig administration with Kuntai
Capsule powder on SD rats in sensitive period to teratogenic agent (day 6 —15 of pregnancy). Methods Female rats were
administrated with Kuntai Capsule powder solution [2.5, 5, 10 g/(kg-d)] at day 6—15 of pregnancy, while the rats in control group
were given double distilled water. In the trial period, general conditions and clinical toxicity performance of the animals were
observed daily, and body weight of rats was recorded. SD rats were sacrificed at day 20 after pregnancy. The luteal number, nidation
sites, embryo survival and death, the appearance, sex, weight, bone and organ development indicators of survival fetus were observed.
Results There were no statistical significance between Kuntai Capsule group and control group in above indexes. Conclusion
Kuntai Capsule does not have obvious toxicity on embryo and fetus of rats under the conditions in this paper.

Key words: Kuntai Capsule powder; SD rats; embryo and fetal toxicity; teratogenicity

PRI HE A B L BOE . AT SR Bk
R, RS 2 FiRy7 B4 A2 A 1E . o
HUH & INREA R CIAN I BL R S50, (H
ARZPIEIG ARG LR B B CR WARGE . AT
KA SD KR, 0 3h A e HE e ok IR G TG ) LR
B E T YL .

1 #piFnggsEl
1.1 XA

R RCHE R ARE, fiE'5 100702, FH 5T BH B
RINV A E R ATt . FXZE KR E BT T ik
FEo 0.9% A
12 zhi k54

SD KB i 37 3 v S IR S0 PR w4 4t

gt BHEA: 2012-06-29

VFAJES SCXK (") 2007-0005 L 44 Fiki de )
H b 0 3 v SIS S AT IR A | A, VPRI S R
Y (2008)-04002 . 341 7 %0 20~25 °C,
FHAEE 40%~70%, 12 h JGHE/12 h SRS 4. e
IRECH 10~15 K/ho

BN SD K BRI W IR SE— J& DL F I e b gt
E3TILY/IEPAR RN TR L VR N 14 3]
201 WA, B H R A A K TE R A
PR, DURILBIRE R I RAE IR 2256 0 K
MR IRRAR. . AR 425 2.5, 5.05 10.0
g/(kg-d)o FESZHE R RAZ AR KBNS, F5 R
=7 1 = 5 == R4 R 5 v (S E 1
wA- A EA-mAEA T, HEEES4.

«BIEE T Fh, WIS N2 EE . E-mail: wangwei ww@163.com



-338 -

%tz Drug Evaluation Research %5 35% 3558 20124610 A

TEARLR 29I, RERMEE— IR FE4R 29I IR
5 6~15 KD, TERGATIFIL 25 MEIE I
T2 WSt WSRO, AN R B EAME . 38
LA .

1.3 BEENE

RO 2 ORHRL 24 h BErE. T
TE2101—L B 7R We Tk 25—kl e &F
—OEER Rk, B RSO [R] AR AR ) 000 5 7 o Tk
i, DMk CAnRE R, tHER— 1)
1) 24 h & &,

1.4 F,BRIKRENE

WA 0 3 K, A2yl CIR425E 6. 94
12, 15 18 KD JMZHEE 20 K (EHIMR) MR
.

1.5 FoBRXABIHIEE

TEME UM A58 20 K, K ERALZE, HEAT K AE
FEf . S A RIRME RIS AT . 42k
X R — [F) AT [ AR AT, 0 BEI HEAT 41 S 2
DA
1.5 MERUFINE PR A WERAFE ) il sk AR AL
FHIRE W W IGECNIEGEL, A gk 5
AR ST, SRR .

1.5.2  F RPN A IR Sk, S, KT
VUi e, e R . il TR
PP B

1.53 F, JRfrE s & 5 U5 A iR 41 H
Bouin’s ¥ [ 72, ALK Wilson LK) A
R R MR AR S e B O A R G
Wi B 548 5, BEAT AR A i 10— 2D A o0 A
1.54 F, JRfra#ads SEiUnsiiay, &
95% A [ 5 J5 » K Staples 25 (1) J7 V24 96 R4
S PEIEIE bR A, BB NS REIE .
AR S B GRR I, RORT A s, T (R AL

S HH R A P RIS A X6 1 1)
1.6 #ZitabiE

KH SPSS #AFHAT GE vl 40 0T, F B BERER
t KT AT, VR ECTORER R RIS 56 . 5 2 PR 4
M R o R R K IR AT R TR RS
JiE, HOARK. EHIREL IR IR AT A S )
PR L5 B DR 38 5 2 4 M o S SR S8 B ) A7 A B
Z=5, HJ7Z5%, KM Dunnett’s 655 21 5%
[ AFAE 3 22 5, {17 224555, K Dunnett’s T3
o6 . JERGEL. WAL CRL0 . e 3R R 0
FHAES ST Kruskal-Wallis BRAE . ™
B R E BHMASE TR GRS IR B
W TV 2 A 2 8085 ] Fisher kAR 22 30460 56 201 R) 1)
ZE .
2 #HR
2.1 laRERMANKIARES S

TR AL, B2 I T o % 7 A R R
HEBRAPIRES RUF, AT ISR, KHILY
YRR EA SIS IBET . RIS A, R
5545 25 R R SUNE 23095 4%
22 MRARE

Fo ARSI 4LV 35 A Jo 2 R0 A i o o5 2 o AL
1o 5XTHRAIAHLL, BPRIRBERGAIG. . mifilE
HMERLES 3. 64 9. 120 15, 18, 20 RAKJTHE. F
S 6~20 RAEE, RIEMELEEER.
MIRRHE AT Py SRR R WIS
YU I A T . PRAER 6~20 KB R

T3 AR
23 BRE
MR EE 2. SXFIEAMEL, MR

ARG R A B R B
BN g 95"ty i i N NI = SR o L SRR R
S AT R IAME L B B I R

F1 MNRHERTHIRRERFREENL (X+s5)

Table 1 Average weight and weight change of pregnant female rats (x +s)

i 5 bl N N
4 7 n

(gkg™d ™) WOR 3K 6K HOK  HERE  HISK  HIBK  FNK He~20FK RIFHE
ol — 2224594189 270.7£17.2 280.8+19.6 29424209 318.7£22.0 339.0+22.6 384.6128.8 416.7+30.2 13594204 4844132

WRRE 25

23 240.91+19.3 263.9119.8 2789£21.6 28941243 312.8428.1 332.8+28.2 369.0+37.8 39471532 11581428 452£29.9

50 232427+177 261.5+18.6 277.5£19.7 29481 18.1 31721189 331.0£20.0 373.9+27.2 400.6+30.6 123.2129.8 49.2£10.7
10.0 24 250.2+24.8 271.4123.8 28541222 303.3119.5 321.9£18.7 341.54+23.5 381.9+32.3 405.2+45.6 120.8139.3 48.61£20.6
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#Correction: increment during 6— 20 d minus quality of pregnant uterus
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Table 2 Food consumption of female rats treated with Kuntai Capsule in genotoxicity tests (x £+ )
R/ B g
“hJ; 45/ st 4/ 457 ot
(grkgd™) oK RPN PN FOR ¥12°K FISK 18K
pugist — 22 20.6x+2.5 21.0+4.0 25.7+2.9 254+2.7 23.1+4.2 25.8+4.7 253146
Bz R 2.5 23 22.5+55 21.7+2.5 22.8+3.4 23.8+44 23.7+52 24.3+5.7 26.0x94
5.0 23 222425 23.8+4.4 21.3+6.3 24.6+1.7 252+6.9 23.9+4.38 27.1+4.0
10.0 24 22.7+34 21.8+4.1 22.5+4.3 2524338 23.8+4.1 242+54 273£53
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Table 3 Generation data of female rats and F1

MR/ (gkg d )

PURIEGyAS pagiceitl
25 5.0 10.0
PRAME B 2K 22 23 23 24
i
LIRS 4
I 7 B P 2 B 22 23 23 24
HIE AT HE R 22 23 23 24
2 IR ST o B 0
LI R
A FENA R HE LK 0 0 1
BAAEL 394 355 353 346
& RSP B A 5 18+3 1545 15+5 15+6
IR 321 281 284 289
EEARRNILY/ IR S HE 37 4 15+3 12+5 12+5 12+6
VIAIEE 0 0 1 2
BT IET % 0 0 0.4 0.7
SRR £ 5 10 12 10
B RS E R RORUIR 2 02404 0.4+0.8 0.54+0.9 0.4+0.9
NG 0 2 0 0
T RGP RR G 5 0 0.1+0.4 0
TR 317 269 271 279
[ R GWIE S G 2 1443 12+5 12+5 12+5
PR R A2 167 146 139 153
MEPERR AT 2 130 123 132 126
TEIGH PR T /g 3.940+0.335 3.82310.446" 3.99840.527 3.91440.409
e /g 8.705+1.488 7.577+3.132 8.572+7.306 7.570+3.418

ExAML: "P<0.05
P <0.05

"p<0.01,

P <0.01 vs control group, same as below
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Table 4 Appearance examination of F1 generation (skin)

B Jks: 2

LR e
415 SRR 7

ke ™d)  mH FAF 85 R A%
It - 317/22 212 0.63/ 9.09%
EIEIE 4 25 269/23 6/3 2.23/13.04%
5.0 271/23 43 1.47/13.04%
10.0 279/24 11 0.36/ 4.17%
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Table 5 Organ examination of F1 generation (thymus and kindey)

s M/ R g S A (SR
(gkg -d™") /HH MRk s iafr Bues e IRfrs kbR By R RS Rt s AR
of He — 317/22 1/ 0.34/ 4.55% 7/6 2.21/27.27%
B ZR e 2.5 269/22 4/4 1.49/18.18% 0/0 0.00/ 0.00%
5.0 271/23 0/0 0.00/ 0.00% 3/3 1.11/13.04%
10.0 279/22 5/5 1.79/22.73% 3/3 1.08/13.64%
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Table 6 Organ examination of F1 generation (urinary organs and Umbilical artery)
L3 AR/ A WA PR A B LAY JBF B Sy £
(gkg"d) (Rys$  WRERTIBEUSS IGr/EkER FaKEAT I BUs s i s kAR
X H — 317/22 13/7 4.10/31.82% 0/0 0/0%
M 2.5 269/22 7/6 2.60/27.27% 1/1 0.37/4.55%
5.0 271/23 13/10 4.79/43.48% 1/1 0.37/4.35%
10.0 279/22 13/10 4.66/45.45% 32 1.08/9.09%
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Table 7 Summary of organ variation data of F1 generation

an e Ot R
(kg d) kxR RAER
baNd — 317/22 9/40.91%  21/6.62%
17 25 269/22 12/54.55%  13/4.83%
e 5.0 271/23 10/43.48%  16/5.90%
10.0 279/22 12/38.10%  23/8.24%
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Table 8 Ossification points of F1 generation (x +s)

MR H/ (gkgd ")

LT H Xof HE A
25 5.0 10.0

STUAE 7.00040.000 7.00040.000 7.00040.000 7.000+0.000

g 13.00040.000 13.00040.000 13.00040.000 13.0000.000

A 6.000+0.000 6.000%0.000 6.000%0.000 6.000%0.000

HEAE 4.0000.000 4.0000.000 4.000=0.000 4.000=0.000

FettE 3.9524+0.545 3.84140.583 3.965+0.540 3.80040.548"

& 13.000£0.000 13.0000.000 13.007£0.084 13.00040.000

J1 A 1.000+0.000 1.000+0.000 1.000+0.000 1.000+0.000

L (R 4.000+0.000 4.000+0.000 4.000+0.000 4.000+0.000

PN 1.000=£0.000 1.000%0.000 1.000%0.000 1.000=%0.000

o Vs 3.827+0.379 3.613+0.489™ 3.74540.438 3.82340.383

Ai 3.82740.379 3.630+0.484" 3.78040.416 3.80840.396

e Vs 4.9114+0.978 4.628+0.916™ 4.915+1.245 4.946+1.022

Ai 4.982+0.957 4.6520.949" 4.901+1.221 5.03141.034

i 0.000=0.000 0.000=+0.000 0.0000.000 0.0000.000

PR Vs 4.000+0.000 3.99340.085 3.97940.145 4.000+0.000

ti 4.0000.000 21 4.000=0.000 3.95740.203" 3.98540.175

ik Y 4341+0.774 4.30440.700 4.14940.948 43154+0.807

Ai 4.210+0.930 4.2541+0.726 3.94341.194 4.062+0.971
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Table 9 Summary of bone variation data of F; generation
L AL SRR ke 4
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HEAT EH IR B 4L 22 23 23 24

BEATE R A WG AL 317 269 271 279

HHAR IR B 25/13 26/9 20/8 23/8

A Sk B B AN RGAT R A E e R A 0/0 1/1 0/0 0/0

FJE R BRI R AR B R 2/2 /5 8'/5 3/3

14 IBAT R A3/ 55 R A4 0/0 0/0 1/1 0/0

J B W E A AN G AT R A 8 R /1 0/0 11 0/0

BB AT R AR R A /1 0/0 0/0 2/1

BB AR R AR SR AR 212 0/0 0/0 11

SR B ARG R AL R 19/12 18/8 15/6 17/8
BE Y B R EE, WoEREEKE 05 FOEEE A EOMRO, S5 TEER, B R
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