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Effect of Zhuyunning I Recipe on Trophocyte and Decidua Apoptosis in Recurrent Spontaneous
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ABSTRACT Objective To observe the possible mechanism of Zhuyunning I Recipe (ZYN [ R)
in preventing and treating recurrent spontaneous abortion (RSA). Methods DBAR x CBA/J model of
RSA was established in mice. The model mice in the experimental group were given different concentra-
tions of ZYN I R by gastrogavage, and the trophoblasts and decidua tissues after drug intervention were
retained. A blank group (blank trophoblasts and decidua tissues ), a model group ( model trophoblasts
and decidua tissues ), and a Western medicine group (dydrogesterone containing drug trophoblasts and
decidua tissues) were also established, 15 mice in each group. The expression levels of phosphatase
(PTEN) and Bcl-XL cell apoptosis-related factors in PI3K/AKT signal transduction pathway of tropho-
blasts and decidua tissues were detected by immunohistochemistry and PCR. Results (1) Compared
with the blank group, the rate of embryonic death increased in the model group (P <0.05). Compared
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with the model group, the rates of embryonic death were reduced in the Western medicine group and
each dose ZYN I R group group (P <0.05). (2) The trophoblast cells showed the trend of cell fragmen-
tation and dissolution or apoptosis in the model group. Clear trophoblast cell structure, uniform cytoplasm
staining, and abundant blood vessels could be seen in the blank group. These changes were also seen in
the Western medicine group and each dose ZYN 1 R group. (3) Compared with the model group, PTEN
mRNA and protein contents were reduced in high and low dose ZYN I R groups; Bcl-XL mRNA and pro-
tein contents increased in each dose ZYN 1 R group and Western medicine group (P <0.05, P <0.01).
Compared with the model group, PTEN mRNA gene and protein contents increased in high, low dose ZYN
I R groups and Western medicine group. The contents of Bcl-XL mRNA and protein increased in high and
medium dose ZYN I R groups and Western medicine group (P <0.05, P <0.01). Conclusion PTEN and
Bcl-XL were related to RSA, and ZYN I R promoted the expressions of Bcl-XL in trophoblasts and decid-
ua, down-regulated and promosted PTEN expressions in RSA mice, balanced abnormal cell apoptosis of

maternal-fecal interface, thus reaching the effect of fetal protection.

KEYWORDS Zhuyunning I Recipe; recurrent spontaneous abortion; cell apoptosis; gene of phos-

phate and tension homology deleted on chromsome ten; B cell ymphoma-extra large

52 &P E BRI (recurrent spontaneous abor-
tion, RSA) J&45 [Al—VE 1145 % 2k & A= 1 I S Ik LA
W BRI, B AT R 20 J5 DART, & —Fp L
MU URIT R, Hh B2 R o “ T IR B R . B
ST AR SE & AR TR % A b B AR S O R
] BE Tk ik 60% LA L, T 50% LA L9 PR 4 A
Y PISK/AKT {5 53l S 10 A4 I S 76 40 g I 1
FA 2R R, DR H R 2 /5 200 1 A= A7 B 7 4 1 240 it
PAT AL, B 12 1 A Mg A5 L 25 400 i 43
RIS AT 2% RSA FIBFSE i BA R, A 52
65 FH DAAM BT 48 B 22 B 427 1 % J5 T 15 RSA
/I BRI R 2 18 % 240 ., WL T PIBK/AKT 5 538 1%
H PTEN J2 Bel-XL B2, SRR B 21 1 5 07 i
SN 2 MR T B TR RSA 1T BETE .

MHETTE

1 ¥ SPF it Rl CBAM 90 H, it
DBAR 38 H, IEVE, BALB/c 8 1, BN 8 J&,
AT 16 ~20 g, MERUARTE 18 ~22 9,3 FRMIWE
FAu A B A PB4 I A R =, 5 G B A7
Sk [ B 2E R A B S B0 ST ST BT, ShAVF AT UE SRS
SCXK (51)2014 —0004 , A8 5256 BEAF 56 F [ K 5L 16
S S EN

2 2 BT 1S dlr LT IS &
A4 BTG BB S S 20 g IRA L IRBUKIEPE
TR HIVE R, e i 22 7 2R 2 1 mg/mL (259 )k 24
WAL 20 RB R VL B2 24 K 2 e 5 — 15 Bt 24 Jmy 4
HE) 3R AER (B A 10 mg, B 25 Slovay Phar-
maceuticals B.V 424t 474t 5 :H20130110) .

3 FEEGN 54 MEERZE v (pH6.0) |
IR AR A e (0 2 AR W B AR BT AR
HARFF KA BRAF —Prdi i 196 . —Hi AR B bRic
RPLF 19G W ALt P AZ B AW EAR A R A F] ;22
AR EE B R (PMSF) 18 B b RS ERHA TR
ONE] PR (5. 321D032 ) 5 A% B A% W2 i 3 4 5
(RNase Inhibitor) I H 3¢ [# Thermo Scientific 2y
a) s S e s MLV 1y B 22 [E Promega 24 7l ; Tag %
AT E 24 E Thermo Scientific 22 .

4 HEH LKL, Thermo Scientific Excelsi-
or ES;PCR {¥, Thermo Scientific 5020, 3 [& 3£ 2k
KRB PR A 5 s vk iR 25011, Allegra-21R,,
5 [ DL 5e = PR IR e 2% ) 5 H AACIE TR K 75 4, DK-98-1
R KRBT R R AR 2 w5 #E ) A 2, 78-78-
1 LIRS G 3R T G 38 S IR 5 eI R 43 B
£4,Tanon2500R , FifE KAERHE A FRA A,

4 Jiik

4.1 Syt esagdrid: W CBAM MERL 90 HEf
Bl a2 15 orh AR s, A,
w2200 54 (Pa2h4) , B4l 15 H . DBAR M 4%
1:2 il % ,DBAR 5 CBA/ M Fl A& sC i i RSA R
1) BALB/c MR 5 CBA/ MR A I8 A B 2 H
Mo 5 NERR R TR E R A R8RS
BT SR E R R = ARIRE — it < VNI R AT
BRBFNEITERE) " 1HE, B2 T 5 b AR
A L vy 2 N B R 0 1.8.0.9.0.45,
0.1 mL/kg, BRI 5725 1 4 /N R AR BRER /K HE 1 & 1) B
g 1 Sl ad.
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F/NRIEIRES 9 KEHECH 4% 4 W B3, F PBS #i
B30 0. 4% , F/NBUR# MK St TR ST 3% 2
HEZA8 0.1 mL/20 g MEFRE: T 55, RIS 17 65 W i
et W2 30 min, Wi AL BE/N R, BB B IR bR,
DR IGE IR A i 5 6, TCIE R & & AR v
DL RAR S8 5 g 0 05, A 8 SR WIE S B F
WRRG R BE R, LA D5 36 i 8 S WR BT 1T 53 58 iR 2R
(%) =LA B0 R G 40 x 100% . B A7/ R
TE B REL, Fr MEUT IR AR AE i PCR, 364041
BT 4% 22 58 FP I 1 o2 B8 A o e Ak

4.3 RSA BRI R FAMILAS AU RA
JEEEME o B2 R M B R A /N R B s AL, 43 03
PEATERH ML HE Y, S Eb It 155 % 105 5% 200 it 20 41 &%
o JeBE AR T A0, AT A R R, R AL
e | 2 A% Yo o SR AR BT HR , TR AE RN, 4 5
F & AR E AT

4.4 PTEN J Bel-XL A EE  RAGREH
BRI, J7Z 2 3CR(6 ], B4Ry (1) B Fr 4
UG VRS P 5 RY) R, W, B B i, B L
30 min, & T 64 CHRAF TR (2) Bl S K : #
TR R RS | FE R BV RG IAK 5 (3) BELIT 378 A Y 1
i ALY s (4) BUIRAE B R G B A MR R FH 1k
P SR 10 min, BT BB & BB R, S0 e K
TN 10 min, KB H B =R EEE B A (5) —
PR BB A, B F PBS e AT T ok A 1
YEJE B 22 WA, T — Bt e P B, 4 C i R
(6) —HiiF 7 :PBS whyksk v 3 i, i i P e
37 CHEE 30 min, FE43 /K ; (7) DAB ( 4 LK)
Yes . fL 250 ul PBS A ABC B 5345 1 7%, 1R
A A ERRZE N 50 mL B, B WLESE
PERPAKZE (A5 (8) IR ARZEZ YL : 75 K% 5 min b
FRERS 434 — IR/KIR HE — RS 7K 5 (9) 3 B« BB 4T
THEH Z AWK, ZIRAFH 0 min, B77 384 &
FIR DL B AN M 25 6 70 R k7 o, RITE 40 £%
HEE R BENLE A E AR 10 NEF, A T 5 e
FHOYML, Fom N, + Tk E <25%; + +  KBRH
25% ~50% ; + + + : FKIEFE >50%,

4.5 PTEN.Bcl-XL mRNA ik /i PCR
BRI, JrikS k6 ], B (1) 41215 RNA
RO TR 51 A0E R . RNA 4325 . RNA TiiE . RNA
PR AR RNA; (2) 65 cDNA AR : Tk &
1E;(3)PCR ¥4 : PCR ¥ 14 [ IV 7% 14 : D95 C i AL
P£5 min; @94 C7Z 1 30°s, 51 4B KO B 6 E
30 s, 5 |WIEMM 72 °C 30 s, #4735 MEH ; Ofk)E IE

172 °C 10 min,4 C%k; (4) B e B Uk F5
D= O A BEREHREE I s @A ; @ HL UK s @WER : 2841
LB HT T MBI, T AE45 R . OLL B-actin
KNS, &AFE R B-actin 5 H Y 3 PR AE ] 45 4 1
TG A B RS AN KBRS X LA
Z: B-actin BERYHG W) 55l IKBE, 40 B — & LU(E, i
1P /T

4.6 HiteEirik i SAS 9.1, 3 B{F#H T4
THEAT T PR (il R IESYE) R X £s FoR,
A LL R FHEL R 3R 5 22 40 H, 2 8 LA fdi 1] LSD-t
K, P <0.05 AZESAGIFE L.

s R

1 FHHWEYR 9 R/ANR T I A2 K 22 RUIE G
RILE(E,£1) 6 4/NRAEIRE 9 RALSEMH G
DA R UL AT L2 1 26 /N BRUIE 9 R 00 1 B 105, B Y IR
JRTEEAN R ERIR , IR R B BRI, MAZ—B N 8 ~10
MO R 7 T8 Zead G W s Y 6o, B S Y I 7 IR
JR AN L2805 €0 A A, kSt B A i I R, W AR s
BRIEF /N, K EAFES, HIRRREN , A, )

A 2 HA B WIRERIAL; C A PE 245D S B4
T 1S @A E BT 1SR4 F oy B4 T
I SRt

1 6 /MR S A AURIRE &S LA

Al E, x5)

x1 BEHEBIRRLE
[ % (ALFERR R AP BRAER) ]

5 n URRR
2 H 15 11.6(1.74/15)
sl 15 37.9(5.68M15) "
724 15 19.7(2.9515)%
Bz 1 SEmaE 15 15.7(2.3515) 4

R 15 16.2(2.43/15) 4

I 15 31.6(4.7415)

1
T 52 [A41HER,” P <0. 05 ; 5874 Hdk , 4P <0. 05
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WO iR SR & B IRIGE L, R 3 ~5 M, i R 5 3CHik
[5]4ER DBA/2 x CBA Wi & A HAHAE , W55 A
Uyo VLG4l AT 15 @il a5 v i i g G 58
W RE AL EE IR AR 8 MZe A, AT
1 ~2 MO SRR G ; R0 IR G K B A B, W IR i
KA KERIR BN 2 ~3 . 52541,
BERIZHFE 2N (P <0. 05) ; SHEAIZH A, P 2 4
Kz 155 PRSI R R (P <0.05) .

2 6 HARIEFAMMIE SR (K 2,5%2)
Ze RIS B, 25 1 4% 75 200 0 235 440 3 i, i e
% MO I 5] HESVHIN i 48 3= 5 5 SR 20 0 5 4
it L A AN e, 0 P R P I T LA MR
VAR IT B R 8o R Toam s PU 254 BT 15 mil
e S L I R 2 M 2 R A PR e €5 38 5 5 A1
TRV ek 2 7 240 L O 4 5 X 3895, T AL A4 A R LA
AT,

WA NEEAH,A1(x10),A2( x40) ;B NHAEIZ, B1
(x10),B2( x40);C K254 ( x100) ;D JyH 255 &= 41
(x100);E Hrh 2 h FIH2H ( x100) ; F R 2 i 708 4 ( x
100) 5§73k Fr 48 A - 40 L

B2 S RESFMMAENE TIEASGR  (HE)

3 A R M B AR AN s PTEN )2 Bel-XL
FEERIBLR(F2) IR AR 0

PTEN & 2R3k #0 = SEAE W 57 A ) e #% v, Bel-
XL R IR T B AL SR AU M A I, 2 S
R IE o W57 20 L b Rk PR R PTEN 2
23 AL THEIZH (P <0.05) , B2 1 S L & ) i
HALFAILLL (P <0.05) ;Bcl-XL %5 H4L & T
R (P <0.05) , 8227 1 5 (K. ) Mpazhiansy
& TR (P <0.05,P <0.01),

Wt RS i 26 A BHPE S, PTEN \Bel-XL A H
M TEAL (P <0.01) ;3227 1 Sh sl
Y T4 (P <0. 05 ,P <0.01) ,

Fz2 6 L RUFFMMIEH PTEN & Bel-XL 1Y
FH 1 20 5 28 B UK - HL 3R

PTEN Bcl-XL
415 - ‘

WFRA W AR WA
ZH 15 + 4+ ¥+ F 4+
TR 15 ++ + + e
Eéﬁ 15 + + ++ 8 + 44 ++4
Bﬂ&? I %’1&%’]% 15 +4 + + 4+ 0 +

i 15 ++ A -1

[Ei 15 +8 4+ 00 ++4 + 44
S Egltg,” P<0.05, T TP <0.01; SHIRA LA, 4P <0.05,44
P <0.01

4 6 HA IG5 PTEN & Bel-XL
MRNA RiELE(F£3)  #F4M : PTEN mRNA
MZER K28 AU AL, Bh 227 T 5 o AIG
FlEA K VG A = TR A (P <0.01); Bel-XL
MRNA [ 2B K2 Bl s TR, BT 15
AR R VYA e TR AL (P <0.01) . W
. PTEN .Bcl-XL mRNA B E kK EaxHAHm T
BERIZH (P <0.01) , By 227 1 5 ARF =4l v 25 4
PTEN mRNA & TH %14 (P <0.05, P <0.01);
BiZg 155 ch s P24 Bel-XL mRNA & F
FERIZ (P <0.01) .

15 I 5

A R E R BRIE AUl o] B gs WA B
JIB™ 1) e 32 5 DR B R, AT DR B FE R YT TR IR Y
AP EAUERER . BT 15 RE R EZY
KA I o — B e LA RN Ry 32 BT s i 2 0 v 2 1l
AT DAF S0 R 28, #0575 I 5 S2 07 B 22 5
A4 DIANE i, BT VBRSSP 2
YR, A5 A AN 3 I 2R Rk

MR 2B A 11 AR TR T A R 1k 2 e
FeIR T — 2 R R 1 S 2 R R A
Y 1 25 K A A HL T S 2 S T T R 3 e R
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*=3 6 4l/NFEFRANM K i PTEN mRNA % Bel-XL mRNA FEixKFEHE (X s )

PTEN mRNA Bcl-XL mRNA
2H 5 n
WFRAN Ut IR It 5
Z=H 15 0.60 +0.05 1.16 £0.12 1.08 +0.07 1.26 +0.11
TBETRY 15 0.95+0.06 " 0.64 £0.07" 0.55+0.06 " 0.72+0.05"*
7z 15 1.35+0.094% 0.90 +0.054% 1.29+0.08%2 1.29+0.06%2
Bz 1SR 15 1.20+0.104% 0.88 +0.15% 1.16 +0.06 2% 0.79 +0.05
) 15 1.17 £0.064% 0.61+0.08 1.15+0.05%% 1.35+0.10%%
[EES 15 0.60 +0.084% 1.29 +0.14%% 0.92+0.10%2 0.96 +0.05%%

e EE A4, P <0.01; SR e, 2P <0.05,44P <0. 01

FEACI A AR A R T LR S HoAt Az
REE G AR EN/IN, B e R, R B TRl JEE
WA, LG PR K BIF 5% 56 0F H O 2 4 S0 42 U
ESNS N e 3 el L (B ST EA ik A BT 7/

YRR T AR A A0 MR A B R R, & —
FANEE ) BE (=2 N IR DNA PN )R 3%
) eIk R AT R A T R . A T
FEMIG R Gl I Sy R G DL S e 3 A R B 4
AR BN R RES AP B R E EEEH. 1
RIS — A MO BT 58 5 R T A R, AR SRR
B REAE P 1) i 5 21 2R 7 ol 25 - ) o R e AR DA R
o, At BT AT ELGT A O, A2 4 IR - 14, 254 ol
AAET " SPETRE S R . BRSIESE, [
SR B o B G R A0 MR T B B R T OE R A R
HT 24 ~ 5 RIS VR IR A0 e 20 % 5 40
(20 IR T AR o DL A4 7 A e A M T e
R, G A AN e R A R TR R L SRR IR
W5 AN ) A8 T A AE TR AR R, O AT IR
AR e AR B,

PIBK/AKT {55-1% S P& 70 240 i g 105 T 2o
BIVE R, AR 52 56 5% B2 i v 1) T 40 B T PTEN
& Bel-XL #7898 . PTEN &Ry 5L, i i 41
LR T AL 9 A B A, o R BT A At L
AR, B U BRI 1, B R S5 m R T 5 v A 2K
WRRRREE 1 , - LA 0T e S Pl R T 2 R 1 s 40
LR, 8 R RG  E OR MR L A AT R R T
25190 PTEN a3k /K W1 K ml 40K 200 i 14 124 2% ) g
I3 RGN By 1 FE R 24800 . HL AN T 1
LA By 22 B0 9 PBK/AKT {5 5 1% 38
% VAT 200 R B R T, 9 R e A0 i A 4K i S
BV PTEN T PR MEG 8 % AKT KR ity
1556 LB HE . Bel-XL J& T Bel -2 Jt
DRI G H R 0 T 0 ) R, A7 7 A e T g
TE IR AT 7 4538, Bel-XL X Jied () & A A % e 51 8
SRR, HOT AR & A ST RS T RE , (R A0 M T 2 20

il o Bel-XL Wi BE 223k 15 1 2t , AN Al 81 i B
J i S A B ) OC R 2% AR AN L T
IBIF T A o

ARSI, IEH A R S RSA KERL/N B P 57
200 RS0 20 0 T PR PTEN A 410 i) 3 [
Bel-XL A4 ik, 5 LR 5 kB # — 50,
R ZE /) R4 % 77 4 L 5 50 S e 7 9 1 2 B AR
&, FECA R S BALIRSS R AR, ST R
LU TV T B 2 7 A I S AR A
FRATHE AL T 1 F A v, 106 77 A0 i 32 2 LA A
P10 F2 5 SR G R AN I T 1) B MR 2% T A5
HR R ] T A ) 30 DU Ak A () K5 5B P A
R T M) T S A N i B AR A T A e e A
MTFEER . B2 T 1507 HA AN 6 L2 DAL,
DL T 2% 5 200 L B 5% RS 235 4 0 2L, 9% 16 {6 200 M A A T
A A T, T 2 R BRGSO T R T R R R
IBRYERFAL U, sl R BT i RSA (Al REVE T 142
— AR T V15 7 A R S e O T 3R A K IR
B IG5 A i E 2P AR

A Ph5% : oo

2 % x #t
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