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Abstract: Objective To investigate the effects of Kuntai Capsule on ovarian function and reproductive function in rats with prema-
ture ovarian failure under different treatments. Methods 84 SD female rats were randomly divided into two groups: ovarian func-
tion group and reproductive function group. The ovarian function and reproductive function were observed. Each group was divided
into blank group, model group and Kuntai capsule high, medium, low dose group and conjugated estrogen tablet group. The prema-
ture ovarian failure model was established by Ig Tripterygium glycoside tablet (75 mg/kg, 14 days). After the model was established,
Kuntai capsule high dose group was used. Medium and low doses (1.2, 0.6, 0.3 g/kg, 36 days) and conjugated estrogen tablets (0.075

mg/kg, 36 days) were administered. After treatment, all rats in ovarian function group were tested for the changes of serum sex hor-
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mone levels by ELISA, and the expression levels of Fas and FasL in ovarian tissue were detected by real-time fluorescence quantita-
tive PCR (qRT-PCR). All female rats in reproductive function group were caged with 12 SD male rats. The general situation of preg-
nant rats and the growth and development of offspring were observed and recorded, and the reproductive ability of female rats in
each group was observed. Results Compared with the model group, the ovarian function and reproductive function of rats were im-
proved significantly with the increase of treatment days. The levels of serum follicle-forming hormone (FSH) and luteinizing hor-
mone (LH) were significantly decreased, the levels of estradiol (E,) and anti-Mullerian hormone (AMH) were significantly in-
creased, the expression of Fas gene was significantly increased, and the expression of FasL gene was significantly decreased in the
treatment group (P The intake and body mass of pregnant rats increased rapidly, and the difference was statistically significant (P <
0.05). The total number of offspring of rats was large, the pregnancy rate and pregnancy rate were high, and there was no obvious de-
formity rate in offspring of mice, the difference was statistically significant (P < 0.05). Conclusion Kuntai Capsule can improve the
ovarian function and reproductive function of premature ovarian failure rats, repair the pathological damage of ovarian function in re-
productive age rats, effectively regulate the level of serum sex hormones, up-regulate the expression of Fas gene, down-regulate the

expression of FasL gene, improve the pregnancy rate and pregnancy rate of premature ovarian failure rats, and has no obvious terato-

genicity to offspring mice.

Key words: Kuntai Capsule; premature ovarian failure; ovarian function; reproductive function

i # 5. % (premature ovary failure, POF) & 1§ %
ol DR 2% 5| T ) 2 PR DN SR DD BB R0 , 7F 40 & DART K AR
P, F BAS o 48 22 300 25 B 1E (2 1 IR R K
38 = MR KRR AR AR OF LR R I
BT HIE TR IS4 R N &, T E
A SHAZY, B+ RPOFEE R O Lk AE
RA BT = H IR e R SR A, R 3
9 H T pe it R R BT U AN SO B R 2,
R A M AR R AR T . AT U E I R
T 4 2 I B A B L 1 R RN AR B Th g R /R R PR
ML, B TE NI IR L& &8 1 5N 55 2 66 s 381 451
(1) 5238 S POF BT B AN Z00E 5 SR A FH 24 40K 9 o
1 MRIRFG*®
1.1 I

g FEMETE SD KRR 84 R, 12 A% , 44 it & 220~
250 g MfEPEfE E SD KRR 12 K, 12 B, 7k i &
220~250 g, iGE R, LR B R 22 5250 ) b
ML, B AL PR VR AT E %« SCXK (3)2013-1-003.
TEPRHAT A 22 B K 52 S50 B ) v A At AOK R
K A SRR IR 23~25 °C, [4SRG IR 447, 38 X
U, BORMERE 3 d SE 4 1 IR E RO A 1 .
1.2 LIRS

FABEZ A, MM 10 mg, W T & 125\
AR AE AR AP LS 20170608 ; 34 43 IR 3, LIS
0.5 g/Ri, 51 FHHT R 25 0 BR A R AE 7=, A2 =ik
520170927 45 G ERE B4 0.625 mg/Fr , WA
WA IR ST A R A A 45 20170112,
1.3 LWIAFI SIS

YR AR R (FSHD BBk G 32 M PR 36 4R 771 4

WHRKELHEZED THEER AR, IS
RG11801 ; 5 /4 A B 28 (LHD Bt 6 G 28 W Bk 26 3,
FEWHRENHEXEY TREGRAR S
RG21801 5 M 5 CE, ) i 1 5 72 W B 463 1k 7] 46 0
HRELBEXEY TEARAA, It
RG61801 ; FLFE B4 I 22 CAMHD Bl Ik 4 28 W PR 36
A& H LA E AR AR, IS
20180106 MK3 i I 4 2 kar A I | 25 =275 0
7500fast S i 9% ) 52 & PCR AW [ 3% [F ABI A A
HM-200 HL R H H A

14 SLIGXTRIFIE

3 M SE 4 d e, S BR 3R AT B Y 4
R SR T dREE N SR KA Bl JE A I R
N, ToBN 1 A E BRHERR S5 N IR U5
1.5 SR A

AR SIS TE R AR R AT SR e B BRI, &
B E A LR AR 2 B R A B I M
T S VR ) 3 O S R R A IR SR A i £ F POF
LAY 2H LU A B Tt e POTF #5531 20 p A B S BRARL, G vt
PLig 75 2N B 22 A (50 mg/kg, 14 d) i B 2% 3 e 748
Mo EARLIE S § IR IIE L ig T AR S
TR (75 mg/kg, 14 & WK B3 B POF B 52
A,

BB AR 2 R IR I SRR = 250K, i )
JRJT IR FE N 75 mg/kg VT ig 4 24 s B 2R i BER Rk
AR R 5 SRR = KR A S B R B IR
B K (1.2.0.6.0.3 g/kg) IR TR ig 45 24« W 45 & M
R R IO\ S AR R = 280K, TS ) B BT
0.075 mg/kg ¥l ig 45 2



- 1944 -

“assaai Drug Evaluation Research 4255 1087 2019410 B

¥ 84 R MEME K BLUBE AL 73 2 B 55 T fig 4L R0 A= Bl
ThRE A KA, 43 i) W %% 01 S5 3 e RN AR B T
Al CRI 328 24 4 22 fise 28 43 3 %) O S ) RE A AR & ) g
s o AN KA 3R 6 M, FHT R, 55
RS EH AR e AR R R KR R A
A HER R

THAIER BKRFE MM Hig H AL H
14d, 8 H 1R EBE WG 24 h T ig 2 mL/kg £ 2
oK EHH 1K, ES36 d; R BEMAIER 14d )5
I3 ig T I ZEI HE 1.2.0.6.0.3 g/kg: 45 & EHE A
MR 14 dJ5 T igdh & MR F 0.075 mg/ke, & H
19K, %436 d, 33t 50 de.

SIS H ], B A B AR &, B H E B AT BE R
R AR A R SR B2 T IS AR
B AT BN 218 RN PRI .

1.6 BU#F

5P ThRR AL T A KB, A SRS HT 10 K P18 iR
FEZE R, B H IR ERIRG ALK 240 )5,
W 9P S TN RE AL T A K B 10% 7K & SIS JRR e 5 e
F2 By KL , 2500 IR b 2 i3 5 5 R B B4
21, BEAE R R BP & B, —80°CUKF R A7 H T
PCR 5£55 .

1.7 HEINEEHE TSR

HETERITE ARG MER SRR 72
(1 b 47 & 98, BRI 7 JROE B 2 R R OGAE R —
T 7 BLACHD , oK F 2 1 w14 28 1 s RIPE KRR 3
TERTIAE T . R ZN1E AT A& 285 1 5 R - SD oK B
BNEAT 4 e 0 AN HE O 1y U6 1 30 LE B0 1% BT A B 1
W, RATEMR & MR A A TR 2. (A2, |
T3 1w AN Bl 1 B R S (813 /8T 24 h, 1IR/d 1)
FHAE ¥R A — & 8 Re WL 42 21 L AL (1) Bl 1% BRI, %5
F& B K BR B 15 AT 9 AHE 51 e 0 B P B T o A TR
F 38 ¥ BF T 49 R ) 7 6 e K B0 O s 0, B2 i) 52
ZR, BETHS dRE 2 d, SRS S d, LI
FHE, BB A B0 7 M R A S Th k. AZ

T e SRS AT A . AR T iR K RE
MRS LSS, T8 H R 7 S i A i 2, KR
BN1E AN 4~5 d, 52 RN IE AT B s B 3G )G
BRI E . B—R R EE R R . #iE
KRJET LR R a5 S K 2017 AT A ek R
MR A . BHEREEELYER A
K1, LR ILBAAS VRS 710 24 RAE N E5 0 K, LA
WE SR 20 B W 5 B2 2R T . 22 R IR 9 20 d (19~
2d.
1.8 ABERH

WE Vi B 22 0 4 IRE T B U0 M B L SR
F2 RGBT UOREC 2 RAZFOIRAE T B B K R
H5HEREGE, F2RIEW2 AELABLH Frig14d
Jei B M SR BRSO 5 3 U N 2 U R i B o
FEig 18 d J5 (VM B 5 B 28 L 56 4 ORI A B
AR5 R A A R AR A, WLEZ
IR R S A TEDIRE I R &R
1.9 TR
1.9.1 GPEEThRe R BB 4B FE (1) A ELISA %
KK BRI 1 B % FSHLLH . E,- AMH 7K F , #%
HE ELISA 3771 & U B P45 AR 2R AT o (2) SEIF 2Ok &
5 PCR (qRT-PCR) & far P K B, BF £ 2H 2 Fas.
FasL mRNA ] 31X 7K« BOK LGP 520 23 100 mg,
K H Trizol — 5 VLR BUE RNA, #2 5 RNA 2 pg, %
7t % Oligo dT Primer. dNTPs [ I8 & ¥ H 65 °C .5
min f# FE AR RNA 28 1 J5 , oK B 4. B %
8 5% ) N (%5 PrimeScript 11 Buffer. PrimeScript 11
RTase. Rnase Inhibitor %) , 3% FH DEPC &b # 7K %) &
F 20 pL J BERARFR , R4S IR 51 J5 75 &5 0, T PCR
1% 42 °C 45 min (cDNA & ) , 95°C « 5 min ( fiff 2%
WO LUK B E . N P R N R, TR
95°C.10 min, %A J& 40 MG 8 : 95°C 15 s,60°C
45 s, Fas FasL 5|5 L% 1.
1.9.2 AFEIIFRA KB IEERE (DZERETFR
— M AR AR A W B A 53 A R ) — IR O OF petR

®1 SIMFIIRRERKE

Table 1 Primer sequence and fragment length

e EZY S IR/ G2l J Bk % /op
GAPDH s CAGGAAATGATGACCTCCTGAAC 80
TS TGTTTTTGTAAGTATCTTGGTGCC
Fas FiEGI AGAGAGCCTGCCACCTATGA 83
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NI TCACGGAGTTCTGCCAGTTC
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Table 2 Comparison of serum FSH, LH, E2 and AMH levels in rats of each group(E:I:s,n=7)

2 &/ (gkg FSH/(mIU-mL ")  LH/(mIU-mL ") E./(pgrmL ") AMH/(ng'mL ")
T H — 4.044+1.441 3.726%1.463 35.87048.588 7.717+1.474
i) — 7.044+1.386"¢ 6.513£1.345  11.946+2.481"¢ 3.429+0.693"¢
MRIR TR 1.2 4.134+1.015% 3.850+0.965" 33.857+10.115" 7.215+1.081"
0.6 4.210+0.695" 3.874+0.960" 32.697+8.260" 7.074+1.083
0.3 5.532+1.139" 5211£1.1577%  22.860+5.789" 5.224+1.083"
G MERER 7.5x10°° 4.061+1.354" 3.766+1.061" 34.13145.667" 7.395+1.178"

525 A LB - P<0.05 s SR LU -7P<0.05 s 5 45 A MEM 3 4 LL 3 - £P<0.05
“P<0.05 vs blank group; *P<0.05 vs model group; €P<0.05 vs conjugated estrogen tablets group
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Table 3 Relative expression of Fas and FasL in ovaries of rats in each group(Eis,n=7 )
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0.6 1.521+0.206" 0.844+0.216"
0.3 1.036+0.296"¢ 1.129+0.261"
e MR 7.5%10° 1.678+0.444" 0.820+0.243"

523 (UL LR " P<0.05 s SRR 2 LU AR - #P<0.05 5 15 45 A el 3 11 28 L A - #P<0.05
“P<0.05 vs blank group; *P<0.05 vs model group; €P<0.05 vs conjugated estrogen tablets group
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Table 4 Changes of average body mass of pregnant rats in each group (x+s,n=7)

WR AR gkg Ul
Z0d Z43d Z6d Z9d Z12d Z415d Z18d
2= H — 248.14+11.01 255.43+7.85 262.74+9.67 273.57+8.48 283.14+7.13 295.86+5.58 302.57+5.88
W s 1.2 244.71+£7.23 251.14+£5.49 260.71+£5.12 271.00+£5.74 280.86+4.60 292.43+4.93 300.43+5.00
0.6 243.1449.12 249.00+8.19 258.00+£3.56 268.57+£5.09 277.86+3.34 290.71+3.77 297.29+4.61
0.3 240.434+8.46 245.43+8.54 248.86+7.63°% 257.86+7.43"% 268.14+7.06™% 280.29+6.10°% 286.29+7.41°¢
EEMMER 7.5x107° 245.1448.78 252.00+5.63 261.43+6.58 272.71+4.27 281.57+4.76 294.29+4.89 301.29+3.50

RERALUA R, ATINFR P . 52 A4 "P<0.05; 5 45 G Ml i 4L # - 4P<<0.05

The model group was non-pregnant mice, so it was not included in the table. *P<0.05 vs blank group; ¢P<0.05 vs conjugated estrogen tablets

group

£S5 SAZRFHBAEMTNER (22s,n=7)

Table 5 Changes in the average intake of pregnant rats in each group (x+s,n=7)

WH AEAgkg D e
10d F13d f6d 519d Z12d F15d 118 d
2 — 18.29+1.80 19.86+2.12 21.43+2.15 23.14+2.04 25.29+1.60 27.29+1.38 28.71+1.11
R 1.2 17.29+1.11 18.86+1.57 20.43+2.44 21.86+1.77 24.00£1.91 26.14+1.35 28.00+1.63
0.6 17.1442.04  18.5742.07 20.00+1.63 21.43+£2.30 23.71£1.60 25.71+1.38 27.86+1.07
0.3 14.71£1.50° 15.71£1.50°% 17.14£1.57'¢ 18.57£1.62'¢ 20.43£1.27¢ 21.86£1.57% 23.57+1.40™*
SEOMEBER A 7.5x10°  17.57£1.90  19.14£2.41  20.57+1.72  22.43+2.15 24.57£1.62 26.86£2.12 28.29+1.70

R YR Z R AR . 5 AHEE:"P<0.05; 545G

I A E A $P<<0.05

The model group was non-pregnant mice, so it was not included in the table. *P<0.05 vs blank group; ¥P<0.05 vs conjugated estrogen tablets group
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Table 6 Pregnancy rate of rats in each group

B RFR%
151 IR/ (gkg ™ — — - ~ —
F1~10K  H11~20Kk  ZH21~30 K #31~40 K H41~50 K Z551~60 K

Eel=! — 100° 0 0 0 0
T — 0« 0 0 0 0
R 1.2 85.71* 14.29 0 0 0 0
0.6 71.43" 14.29 14.29 0 0 0
0.3 28.57°¢ 14.29 0 14.29 0
G R A 7.5%10 85.717 14.29 0 0 0 0

52 QAL HEL"P<0.05; ST HUEL"P<0.05 : 55 45 A IR v 41 Hu e - 4P<0.05
“P<0.05 vs blank group; “P<0.05 vs model group; €P<0.05 vs conjugated estrogen tablets group

RT BFAXBRFFEH ERERFR/NRBEEERBL
Table 7 Total litter size, pregnancy rate and deformity

rate of offspring mice in each group

o o TR o AR R

2151 FEAR = e BEUREE /% %%
T EA 7 88 100* 0
(R 7 0 0'¢ 0
MR EE 7 83 100 0
7 82 100 0

7 41 42.86" 14.29
SitMERERE T 85 1007 0

5 AR " P<0.05: SEIALALLLEL . "P<0.05: S5 45 A iR
AL - £P<0.05
“P<0.05 vs blank group; *P<0.05 vs model group; %P<0.05 vs

conjugated estrogen tablets group
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