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WE.BH KT NK @& T RA R E L LR T (URSA) L% T 69 bl s mek & 6 LB A R BR @ LA F NK %
M Z AR F K BACHE F BB R w0897 URSA ®94E A ALE . FiE @Bk F IS LB &35 B 7 F & & URSA &% & &
20 4 , A BB #3 URSA 44k % % 20 & 42 JE -2 (HEP) 28 4 15 4], vk X 20 I R 4ol 220 9h A o NKG2D . NKG2A # % ik,
FFres URSA 4E4Rk408 97 5 5 RT3 4k E, \P.B-HCG K-F, £R URSA 44k £ % 41 pNK @2 NKG2D 2 & £ & &
NKG2A 24k %A ,5 HEP A& A B % 43t 5 & L (P<<0.01), URSA ¥4k 4174 5757 /& pNK 48 it NKG2D & 2 K 9 2 1%
T 7797 .5 HEP 424 A %3t 5 & L (P<<0.05).5 URSA &4k £ & A B % %t 3 & 5L (P<<0.01) ;NKG2A & kK
FHRBHTEFW(P<0.01),5 HEP AR K A% FE L, 5 URSA R EF L ARRA R EZ 45 EL(P<0.01), &
vk A 6 LB A AR BR 04 57 J6 . URSA J#4k 28 f 35 E, \P.B-HCG K F 5 HEP Ao Al sb4, 2 FH AL FENL(P>0.05), &
i NK @ %k NKG2D. NKG2A ¢k ix £ 5 T URSA 89 % 5% ; ok A i Ik A kA sk i i T 9 URSA &% NKG2D #)
FoR KT, LB NKG2A 8 R AR PN G806 ek mt %657 URSA; Bl B & 06 % 26 77 B B A URSA 89 A 2 7 % . ok 4 Bs
MG SR R A URSA # 8 2 7 7,
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ABSTRACT: OBJECTIVE To investigate NK cells activity changes in the occurrence of URSA, and explain the action mecha-
nism of combined Gushen Antai experienced formula "Jiaweishoutai Wan" and progesterone in the treatment of URSA by regu-
lating expression changes of NK cell receptor to induce immune tolerance. METHODS Twenty patients with kidney deficiency
type URSA successfully treated by combined Jiaweishoutai Wan and progesterone were chosen. And URSA pregnancy loss pa-
tients and HEP patients at the same period were selected, 15 cases in each group. The expression of NKG2D and NKG2A in
peripheral blood were detected by flow cytometry. The levels of E2, P and B-HCG in the URSA pregnancy group and HEP
group were compared after treatment. RESULTS In URSA pregnancy loss group, the expression of NKG2D of NK cells was
higher and NKG2A was lower, the differences were statistically different compared with HEP group (P<C0.01). NKG2D ex-
pression level of pNK cells in URSA pregnancy group was significantly lower than that of pretreatment, and the difference was
statistically different compared with URSA pregnancy loss group (P<C0.01); and the NKG2A expression level was obviously
higher than that of pretreatment (P<C0.01), the difference was not statistically significant compared with HEP group, and the

difference was statistically different compared with URSA pregnancy loss group (P<C0.01). After treating with combined Jia-
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weishoutai Wan and progesterone, the blood serum E2, P and B-HCG levels in URSA pregnancy group were all not significant-
ly different with that in the HEP group (P>>0.05). CONCLUSION The expression of NK cells receptors including NKG2D

and NKG2A is involving in the occurrence of URSA. The combined Jiaweishoutai Wan and progesterone can treat URSA by

down regulating the NKG2D expression levels of URSA patients and up regulating NKG2A expression levels to induce maternal

fetal immune tolerance. Gushen Antai method is an effective treating method for URSA of kidney deficiency type. Jia-

weishoutai Wan is an effective formula for treating URSA of kidney deficiency type.
KEY WORDS: Jiaweishoutai Wan; progesterone; URSA; NKG2D; NKG2A; NK cells; kidney deficiency
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Fe IR R RAVAAE L 1 22 0B R B i i2 h E W E
W 7~9 JE AR IR BG4 B R AF 3R RO iR 1l
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20 51 B FRR/ 2 228/
HEP 41 15 27.53+£4.58 8.2940.29
URSA R B4 15  30.0843.55 8.4540.33
URSA #YRVAIF/E 20 30.00+4.28 8.27+0.25

2 Ak
2.1 FRAHEE

URSA #E4R2H 43 50 TR 97 1 FI6 J7 5 . URSA
HIRERAMKBIETE HEP A T2 ER 7~9
Fi G 25 A BURH kI 6 mL, B F & K2EDTA #7
R 1 SR I 1R AT A0 A i 5 A 4% 41 i (PBMO) 43
=
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1 EFE K5 . Human CD3-APC, Human CD56-
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Cy7,¥% H 25 [E BD Pharmingen 7\ &) ; Ficoll ) H
i E GE Healthcare 22 %) ; PBS 1§ B ¥ 75 E G 40
L TAHBRAH,

2)NKG2D NKG2A /K-FA - # ki 3 mL, 1
X PBS # B MAEZE 6 mL,/NOAE T4 3 mL Ficoll
A DA N BEOE B0 : 460 g X 20 ming /O W B
HE] BN R ZHHJZ2 L 1 X FACS buffer ¥k 1 38, 80 .
400 gX 6 min; 2 LW, 1640 F IR RIR S A M, 550 .
400 g X 6 min, 0T ECHRIT L, 1.10%6 1640 58 485
FEW AR B FLIRE 5X10%cells/mL, 1.5 mL/4L; &
FLAI 500 X cell stimulation cocktail3 [J.L,S% CO, &%

URSA®IRE LA HEP4
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NKG2D*

1o 1o ios 1o
APC-A APC-A

CD3-CD56* CD3-CD56*
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FERER 5 hs W 4B L. 1 X FACS buffer ¥ 2 H, 5
> 400 gX 6 min; & [ A 100 pL 1 X PBS, i
S0 s 4% B B A A A AR Bt iR (CD3 - FITC,
CD56-APC) .4 “CHEEIFF 30 min; 1 X FACS buffer
e 2 i, B0 : 400 g X 6 min; ARic AR B REAS 4 0
A 250 L. IC Fixation buffer,4 ‘C#J6HF 20 min;
1 X Permeabilization buffer ¥ 2 #i , B.0>: 500 g X 6
min; 4% B8 36T 45 0 A N AR BT AR (NKG2D-PECy7 .
NKG2A-FITC),4 C#EYEIFE 30 min; 1 X Perme-
abilization buffer ¥ 1 3 , B .0>:500 g X 6 min; % F
i .1 X FACS buffer IR ZJ 4, 0> : 500 g X 6 min;
B, LRI,
2.3 Biilork

BAEGe it 4> B R SPSS16.0 48 it 4k, i i+
FERHEE DL o =5 R, B R 7 22 50 BT Cone-
way ANOVA) #4722 21 [A] A B4 500 L B 42 it
G3AT s PR ST FEAS BN LU R ¢ K85, P<<0.0528
ZRAGIFE L,
3 BR
3.1 NK 4 M i3 M AF URSA &9 i 7E H
3.1.1 NKG2D % iE7E URSA %5 H i /E
HEP 40 pNK #ii it NKG2D #i5/K ¥ 5 URSA &
IRERMA LB, A W EFME L (P<<0.01), URSA
EIRAAIT IR pNK 4 il NKG2D % ik K 53677
A A B EME X (P<0.01); 5 HEP 4 H#
AR EEE X (P<0.05) ;5 URSA @ik E R4
WA RFEWEE X (P<0.0D), WHE1.% 2,
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5RIT AT L A W R L (P <<0.01); 5 HEP
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WEME L (P<0.0D, WK 2,% 2,
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F2 WXABMAKN 3 4H pNK 4 A
NKG2D NKG2A HIRIE (x +5)

4171 Bl%  NKG2D/ % NKG2A/%

HEP 4 15 1.9640.34 48.79+2.67
URSA IR ERH 15  6.97+1.44" " 32.01+£2.76""
URSA HIRMAAIFHT 20 8.4441.27 31.74+2.67
URSA EIR4EIFIE 20 2.994:0.67.57 46.0645.18%%

W5 HEP A IL#, x P<{0.05, * * P<{0.01;4 URSA {4k %%k 4
LL#, £ # P<<0.01; URSA HIRAIAIT TG L . AAP<C0.01,
3.2 SR FF MG AUEK A BRI X URSA B8 375 1 E

URSAGIRE KA HEPZ4

E, .P.B-HCG K52 M S 4T W 45 )= biti 1

28R 3 I LK G B EIG JT J5 L URSA 4T 8k
MM E, . P.B-HCG /KF 5 HEP 4 43 lb ¢, 22
SH LI FE X (P>0.05), W3,
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NKG2A* Em‘ NKG2A* g‘“‘ NKG2A* é""
7 : 10
CD3-CD56* CD3-CD56* CD3-CD56* CD3-CD56*
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IT-IMs 1% 388 0 i PEA5 5 o 1 IR 1 f 32 B 1A 119 0 8 1B
fEDS] .

AWFFEH URSA SR8k k45 HEP 24 I,
pNK 4 % 1 NKG2D &2 @ % ik & NKG2A 21K
Feik , WZ AR FKFUEBR T NK 21 f ) 36 1 A2 1k
257 URSA &5 . URSA IR41IAIT )G pNK
A NKG2D 2 ik K F W 2 AR TR 97 77 NKG2ZA
IR B & TR IT AT (P <<0.01) ; URSA 4 i
HIBYT I NKG2D /K ¥ B BAK T URSA &k % 2%
(P <C0.01); NKG2A KV B i 5 T URSA 4 i
LR URSA (P <<0.01), 5 HEP LW & 2 %
(P>>0.05), Ui BIh0 ok 4 G ALBK 5 B R 2 1 18 T
8 URSA B3 NKG2D iy £ Ak IF Fil NKG2A
PRI, Srh LG ES AWM ERIGITE
URSA R4 E, .P.3-HCG 7K F 5 HEP 441
BIHEA, 22 R ST 22 3 L (P >>0.05) . uh B
W A 1 LI G B A T 3 o 7R A NKC 48 M Y 3 AR
A BRI S B 5200 97 URSA IR 7% Jif AL 2
R E R URSA WA 8077 .

AR N FH R 75 116 UK B IR ERG I7 R A
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PEALRE S PERNET X PR B 38 81 B A R IR TR i — D TR
AT
SE Lk
(1] SRaEF  ARHAE, 22 K4, 5. 2R TR N2E 587118418

T RHE R .2006.15(7) :481-492.
ZHANG JP, LIN QD, LI DJ, et al. Diagnosis and treatment of
recurrent spontaneous abortion [ J]. Progr Obstetr Gynecol,
2006,15(7) :481-492.
[2] MR NK 4050758 AR 09 43 01 L. o B b A= 9036 97 e i,
1999,6(1) . 1-3.
TIAN ZG. Analysis of NK cell research status[ J]. Chin J Cancer
Biother, 1999,6(1):1-3.
(37 =2, A SCmi. 1A Rl 22 M db gt AR A ) iiat, 20130 47-
49,168.
XIE X, GOU WL. Obstetrics and Gynecology Sciences[ M ].
Beijing: People’s medical publishing house, 2013:47-49,168.
(4] EER PR E™R ML AR AR T B RRHE, 2010. 311 -
313.

CAO ZY. Chinese Obstetrics and Gynecology[ M. Beijing: Peo-
ple’s medical publishing house, 2010:311-313.

AU B2 2017 4F 9 A 4R 33 B4 5 M

(5] rh 2 2516 R 58 4 5 B 0 G A7) [ML b 5 . v 6 B2 25 B4
ikt ,2002:253-256,385-392.
Guideline for Clinical Trials of New Patent Chinese Medicines
(Trial Implementation)[ M]. Beijing: China medical science and
technology press, 2002:253-256, 385-392.

[6] KEE. hEEEF 2 (M. dt 5. B [ o B2 25 1 k4, 2002 208-
212,217-220.
ZHANG YZ. Gynecology of Chinese Medicine [ M ]. Beijing:
China press of traditional Chinese medicine,2002:208-212, 217-
220.

(7] Rscu. B2 W2 [ ML A6 5T . o 5] o B2 25 1 iR 4, 20072 189 -
191.
ZHU WF. Diagnostics of Chinese Medicine[ M. Beijing: China
press of traditional Chinese medicine,2007:189-191.

(8] st Bt [ M. AL st b 2 vy 88 1 At . 1999051,

XIAO X. Profound Scholarship in Gynecology [ M]. Beijing:
Traditional Chinese medicine classics press, 1999:51.

L] FFMhili R A ML R RERFH ARk, 199951,

QI ZF. One Hundred Questions on Gynecology[ M. Tianjin:
Tianjin science and technology press, 1999:51.

[10] kA F=. SHEE LM LM . LW RHERAR R 1959:657.
ZHANG ]B. The Complete Works of Jing-yue[ M]. Shanghai:
Shanghai science and technology press, 1959:657.

[11] AREAE, WR AR 4. 50 PR B3 &2 % M 3k ™ 5 B iR SR T B e i 32 (1) .

AR IA TR, 2006,41(3) 1 145,
LIN QD, QIU LH. Studies on the relationship between unex-
plained recurrent spontaneous abortion and immunotolerance at
the maternal-fetal interface[ J]. Chin J Obstet Gynecol, 2006,
41(3) :145.

[12] PARK YP, CHOI SC., KIESLER P, et al. Complex regulation
of human NKG2D-DAP10 cell surface expression: opposing
roles of the yc cytokines and TGF-B1[J]. Blood. 2011, 118
(11): 3019-3027.

[13] MORETTA L, MORETTA A. Unravelling natural killer cell
function: triggering and inhibitory human NK receptors[]].
EMBO J, 2004, 23(2). 255-259.

(147 A Z0M, WRAR K, £ 3C#E, . A 3 10 AR R8I NKG2D

TGF-B~ NK 20 Jg i /K ¥ I F T 45 R s 2y [ 1], BLAR G g 2%
2011,31(2):139-142.
YU QM, CHEN LL, WANG W], et al. Interleukin 10 can
maintain the low levels of decidual NKG2D" TGF-8~ NK cells
and is beneficial to the success of pregnancy[J]. Cur Immunol,
2011, 31(2):139-142.

C157 et - it , FLALAE , 45 40 4R 8] uNK. pNK 40 il NKG2A 5
NKG2D fy 2 ik B Ho A 94 3 SO B 5 [T ). b [ G e 2 45
2005,21(7):518-520.

ZHAO LL, QU X, KONG BH, et al. The expression of
NKG2A and NKG2D and their biological significance on decid-
ual NK cells and peripheral NK cells in pregnancy[]J]. Chin ]

Immun. 2005, 21(7):518-520. (B# . AER)



