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[(WE] B SAFERE T T RE Foxp3 (A T @ X RIRFFH 2T K (CIA) Mk € 2 Jo %0 B ¥ & &
AENL., HiE KA CIABA, 5 hatma CIA #8m CIA#A + REAREH S E A CIA 4 + 7 285 (MTX) 4,
CIA AR + i AR A CIA R - P AR RMLE., A XA N MK EmIE P Foxpd ik, &k atn Foxp3 £ K KB %
TEEme PRk, R CIABA+20mg-kg ' -d '"FHRBAF Foxp3 EMHEC@MEAREARFPHEALANR G TR
Ho R B FE sEms 4 CIA B A + B # A5 A (P<<0.05),%5 CIA BA + ¥ AR R ABAEMKE ML L P H £F(P<0.05),
5 CIA A+ FRAMSME £ F(P>0.05), &g FHEEHKTLEATHEBRAFK T Foxpd ¢k, L5 F 2 EH %,
BHBZALE20mg kg '~ d 'HEARZNAR,

[FgiR] AV L, 8 2% £, LNEB;Foxpd; & & b5
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Expression of Foxp3 in rat collagen-induced arthritis through artesunate intervention”
Hong Xuezhi ,Liu Jia s Zhuang Chenchen sLin Dong s Zhu Mengya s Mo Hanyou”
(Department o f Rheumatology ,Af filiated Hospital of Guilin Medical University ,Guilin,Guangzi 541000, China)
[Abstract] Objective To investigate the expression of regulatory T cells expressing Foxp3 in rat synovial cells and T lym-
phocytes of collagen-induced arthritis(CIA) through artesunate intervention and their significance. Methods The CIA model in SD
rats was established and divided into the control group, CIA model group,CIA and different concentrations of artesunate groups,
CIA and methotrexate(MTX) group, CIA and hydroxychloroquine (HCQ) group, CIA and methylprednisolone (MP) group. The
lymphocytes were extracted from spleen. The expression of Foxp3 in different groups of CIA rats were detected by flow cytometry
(FCM). The immunohistochemical method was used to detect Foxp3 expression in rats ankle synovial cells. Results Foxp3 expres-

'« d7! artesunate group was obviously higher than that in

sion in spleen lymphocyte and synovial tissue in CIA and 20 mg ¢ kg
other artesunate groups,CIA and hydroxychloroquine group(P<C0. 05) , but the expression of Foxp3 in the CIA and spleen lympho-
cytes had statistical difference compared with CIA and methylprednisone group and had no statistical difference compared with the
CIA and methotrexate group(P>>0. 05). Conclusion Artesunate can up-regulate the expression of Foxp3 in T lymphocytes and

'« d7', the effect is most signifi-

synovial tissue, moreover is positively correlated with the dosage. When the dose is 20 mg kg~
cant.
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R ST 48 (rheumatoid arthritis, RA) J& —Ffg ¥ b @5 3EER A AL AE I i X NF-«B 3 % ) 7 55 30 1) s 2 8 (LPS) X
PR R S0 B0k A 5 1 — b 42 B SO B A B T R ¥ 5% 40 % 0 8 20 PR IR BE B T CTNE ) -o 9 BE TR S 316
FOw AR R R I B Y B B B PR A DL R SO R R 20 A 2R (TL)-17 VTNF-a 19430 » e 2 W 2 1 B [ 48
B3 B PEA DL OB R MERERY . RN 0 BN A 4 0 S PR U o T 0 i B B I R
T v AR I TR B AN P A R TR R A R L DG T AR HECE R RMET, AR T ok B 40 M 5% 5 N AR B AR
W, BTG PR DL A R0 e TR B b 4 M TR R T LA W # PR IR B bR 3O BB e / 3 Sk % 5% R - (Foxp3) 1
TARLFR T, CDAT AT M T 400 72 40 i B 5 Bt 2 A B 8 1 VR 5 B T s SRR A DR 9T SR AL Oy DL I K 52
T i G 98 - A R G 938 T A7 7 T B SC R IO VE ™Y . ESh B i R 7 8 BE R TR T RA SR AL IR 5209 IR K40
RS AN W T g 848 Sk <0l B & 1 ##HE5F%
PEPE 1Y & AR L TR ST M T 40 M R 4 45 S A S e T % LA L1 5238y SD KRB HEME. 70 H LR BTE 100 g 247, B
TR P - 7 R B R EAE A, Foxp3 J& CDA™ 7 T W4 J . REARDE 2 B SR S P SR AL
I E 0 O e S R AR ZE B CDAT A T A R R 1.2 FZREH KRS B S : Chondrex 2 A (R ED , &
FoE R IRER R AE T R EEERTY . BRI S i 5 mL; 3 [G5E &£ 7 (complete Freund's adjuvant, IFA) : Sig-
BEHE o —Fh AR R L 5 AL AV AE T AR e R s R T L ma A (& ED AR 10 ml s bk T 20 M 80T 700 2 8 2R i A BE.
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Wi 5 (BD) : BD Pharmingen 2 ) (3£ E) ; $it K Bl Foxp3 #Hi &
(PE) .41 K Bl CD4 14k (APC) ., K Bl 1gG2a [F] # %f g (PE) ,
Foxp3 % 5% Bl F Y% 8 2% #l i : eBloscience (3£ B ; 5 & 95l £
MR 20 % 0 A BR A ] 5 T (KPS (methotrexate, MTX) , A
2.5 mg, B EHHZ) s H R EJE M e (Prednisone, Pred)
32 20 mg. 1 b3 B 25 A R A B 5 B R 2 E e Chydroxy-
chloroquine, HCQ) . % J+ 0. 1 g, ¥ FEHl 25 A A ™ . An-
ti-Foxp3 P& (Abcom 2 A . £ EH) .,

1.3y

1.3.1 CIA Shysm gl 4 SCO0 AT 7E vk ook 1T R R 4%
P O S AR i £ 5 4 4405 CCF A vp 3 J 7 4 448 38 0 7L
Ak A5 B R A O 1 mg/mL ., K i A5 47 B B D RN AR R TR
BVEFK FRAERE . MR AEE L L Z 40 (0. 1 mL/100
@) R K B, 15 2 AR 3 BB FH T AR D B, CIA AL 20 K R
257 0.2 mL Y i JE LA R AR FB Bz P i S X B i R K R
AR LA TS AR PR K B AT R e s T T R4
T A 2H X0 AR RN R A B 0. 1 mL A FLAL IR L ST R4S T
Sof R MR I A i A AR B AR K . BRI AT A6 421
M B PR RO AT 200 A 56 R ) .

1.3.2 B d HXRWRIEDER 6 4L B CIA B
KEBEPLS R 7 AR 8 H) I 5 4 BE X B K B9 D 3k 4y
K8 AL A TSR R 25 ISR . LR - fg EE R B IR
ZH (A 1) s CIA BB % B 4H (B 20D ; CIA BB + 35 35 58 i (5
< d7') O C o4l CIA B + 3 # 38 g (10
«d") h D4 CIA 5 + 75 % 35 R (20 mg -
kg ' d™") S E 41 CIA BRI+ B R 3% &0 (40 mg » kg ' -
d"D F 41 CIA BT 4 H 0% (BEJA 2.7 mg/ke) g G 41 ;
CIA BRI+ IR B B G mgekg ' «d ') N HHA,

MR S AT B g BEIIR e A 0 KL EB A2
TR B G55 14 K H b BAREE 18 )8, Bk R AT 3E
Pt 20 J& .3 F R 1 AN R, T R A S B R R A
W IR IR SRR R FHHE S 45 25 ALB 4 B T A B AR AR K
VR S R K
1.3.3 R AIMAREARL TR B2 E4M. 4 5mA 0.5 uL
WRE YIS R . R4S .37 CL5% CO, ¥HRMTME 6 h,
A 1 mL 3% 2 28 vh % (FACS buffer), % .0 1 500 r/min, 5
min, 3 FIEWR . ARG A KA 200 wIL FACS buff-
er AT B AT T &Y G F fin A CDA-APC 3 Ifif 42 4,35
75 pL RS TEIERMBEAE 30 min, [H & 5 6884 50
A 1 mL Foxp3/Transcription Factor.fE 4 ‘C &b &1 T H
40 min, ZOMIP Y AN 100 pL BB buffer, i J5 78
ML g h A B A 5 pL KR TeG2a [R] #4 %F B8 (PE) 1 5
pL Foxp3-PE 3 6Hi K, 5 MR A G T 4 CREALIEE 30 min.,
BHEmMA 1 mL B 5] buffer,1 500 r/min B.[>» 5 min, F |
T 0 5 B 40 M TE L T 200 wL FACS buffer H1, EHLAMT. W=
YA G AF AT CD4 077, 1 52 CDA™ T bk B 40 i 5 25 i 5
SUEL ARSI RE B E CD4™ foxp3™ A7 T 4IMIE 40 . AR)E
FH EVFR G5 2 - AT 404
1.3.4 e il BB B BOb - I8 B i 5938 5t i K
B A SR 5 SR DG SIUATE B 9 A B8 K B BREUA T R VDB
105 S5 AR L ST YV BUS BR T i B R S R A BB OG, H
PBS it J5 2 F PBS o, B US55 5 HUBE 4G | A0 i

mg « kg !
mg * kg !
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22 BRI R0 10 I A5 A5 BRI R LB OG0 T I ZH A Foxp3 7KF-.
1.4 GEil2#AbP  SPSSI7. 0 e it 24 Btk F 3 % B 15 £ 4y
Mr T B R A T RN BN R T 220 M T AL A L
B PIREA Z 8] B LR TP AL SEREAS ¢ 45 36, DA P<C0. 05
ZEFA LI

2 %5 R

2.1 CIA KREIGRFI  AHT T8 R TR AR B2 N I 5T 9 7
HERIER B G REIG 9~21 d. A 56 HE s H (56/61) .,
FIWAIE 9 d 5 TP i BT JRAL - 32 B4 /) Bk 0 BR OE 1 1
BLAT Al (&L 1) 5 3020 R Bl i A BE AT B0 Hh SR SRy 4 b . 7
BREIE A 42 KA CIA BRI 575 445 KUk 21 i 16 LG 2
Wi e M . BT BB S AR 10 JA C SR R AEHATE 9. 0
A D HET RAGHAE 7.0 A E R RIGHAL 5.0
EACH RWRIERAE 3.0 £ 4, G H R RAGHAE 5.0
G374 F AT RAGEAE 7.5 43 7645 - B ALIC T 48 $AE10. 5
EEA . MIRRBEIE S 21 Ji . C R RIGHAE 7.0 72 47D
T RAGEAE 5.0 43 Ze A E R RAGHAE 3.0 4 A4 H
HATRIEBAE 3. 0 3 AA . GHRTRIEHAES. 0 /- A4 F
MR RAGBAE 7.5 70 4. B H R RAGRAL 1L 0~14. 0 4
FEAT AT L E 2 AR B0 O A AR T T T R

AAgﬂﬁﬁ!BBgﬁj{aa
I KRBRXTHEER

2.2 MR C4H MR IK Foxpd WA MM =M A~HAH
Foxp3 BT/ (%) 435124 1. 17140. 191,0. 529 +0. 138,
0.72940.095.2. 34240, 217,3. 47140, 123,2. 371+0. 162,
3.771£0.109.4.014+0. 271, 5 A #H % ,Foxp3 7& B 4+
FIKREMR(P<<0.05) ;5 #8 C.D.E & 41 & v & B Foxp3 ik
B AR PR E 4P Foxp3 ik by, HALR 2% 7 H 4
B X (P<<0.05):; i DS FAMERLLE I #EX
(P>0.05 ,fH E4l 5 F 4|2 5A %1% 8 L (P<0.05);G
415 E4L 2 F AR L (P>0.05) ; H 41+ Foxp3
BEEE. S EA.GAEERG R ¥E L (P<0.05),
WY A AE R CD4 T ik L 4l b Foxp3 MY RIA LI 2,
2.3 s A SN0 2 R I DR BB O T B A1 4 TL-17/
Foxp3 [W3Rix B LULE 44 R B IR . Foxp3 B T £ ik
T A 2 Rl R AN R R A Rk, K R
7T 20 B A% B M3 v AR AR SR . A~ H 41 Foxp3 {8 4351
47:0.048 74-0. 008 6.,0. 018 47-0. 004 3,0. 037 9=0. 009 6.
0.043 440,004 2, 0. 061 720. 007 2,0. 034 3 £0. 008 4,
0.054 3720, 008 2,0. 065 974=0. 008 2, K 24 HF % B 4l
Foxp3 235 ] BAK T H 40 (P<C0. 05) ,E 4 Foxp3 #£ik5 G
H.CAHNLEZERFIGITFEL(P>0.05), FHKREYHE
fitf Foxp3 e b geta WA 3,
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A:Foxp3 [l B B B: A 43 C:B 43 D:C 41:E:D 4 F. E41:G.F 4 H.GC 41 1. H 41,
B2 wNEMEFHRN CDL THEMEME Foxpd BIFRIE

A:A4; B:B4; C.C4; D:D4; E:E4; F.F4; G:G s H:H 41,
B 3 BEKRR KT FE Foxp3 BBALFE(X200)
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3 a9t B
RAJZELINCHTIRAE R FEIGR R LR K251 &
vk B B PR . RA (995 B & e LRI i =R B o i B
H A CIA SRR B 5Y RA B MR Rt , %R
&/H\mi%m*ﬂ?wym 57 U T S M K T Y R B A AL

L2259 . BRWE I T R — R A AT AEY . R
LTRSS %)Xzﬂmi%TﬁauﬂﬁﬁﬁMﬂﬁafﬂw1’!5

. ATHIBESE & B, T SRR BR A W NF-«B {5 5 & 12 30 4l
LPS % 5 RA ¥ 5540 g 43 W TNF-o &b, Hoig ol F 9 1L-17
P 5 R R A T . AR ST T i B 4T i A S IR T A R
PH R ) R S T Foxp3 19323k i T & ¥ H 4 s
THEM .

AR SCR U RSP B R AR 25 ) T B iy CTA K B 15 240 fifd &%
PPy CD4 T 3k I 48 B F 5%k B0 . 75 8 R TR g B 0 400 1) 25 XUV
KT R LT A A W A0 M A B A L I HOR AR . 2T
EIERR T W, B8 & 5.10.20 mg » kg ' - d VAT _F KR
T R L AR T B R BRI T bk L 4 B X Foxp3 &3k, Horh
PL20 mg - kg '« d TN B, HAIE TAEG AT IR
RN R H S WP Z e AR (K Tk e e .
S5 A UMAESEI T R ROR S B 1 E 5 SEER AT W) WA R BROG T
i i K 00 & 30 L RT A 4 T-17 \TNF-o . MMP3 &5, Z&BF5TIA

BEWRAE 2 ) S 22 M CIA KB R A W AR L 4
%IJ IL-17 \ TNF-a . MMP3 J 4 1% K ¥~ 19 2 ZAL I v) g 2 i b
P4 Foxp3 fY AR B M 4 1 38 MU 3K 2 40 i 48 v I 7 iR T 38
ST R H KT,

NN AN AL lIR U R RN N R 2 R R R ]
B, %S CD4AT T 4 g & 35 3% Foxp3, #F M 8 # CD4" Foxp3'
Tregs MMM AR o0 b 5 %5, WE S K2 EY S 7L
KPR e e DB #EAT I Y . ARBESE 30T 7 F SRR AT Ag
FIIE YT B A, 8 7 W DR TR AL T TN T 40 i £ AR 3 50 B itk I Ry
HAHT RA I IR IT TR AT 2 LS AR 410

&% 3k
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miR-137 BEEEFUEEPERA ARBHROREN KK EF R

Fhia' AFRX.EZHF . m#Hgs
JAEHRFWBER L. o A;2 42 AE;3. higEd o, Rz 524001)
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[(HZE] BM RKATE@F ARAFHEANS miR-137 LB S SRS L EGMARRTHRT, Fik KE 944 Hl 4
A B e B b 4 3L 20) & 938 ) 4 B st BB 5 (i BB 41) S B dn ik . R ) SnaPshot 3 R #F rs1625579 45 & 347 2 B 4 A, s 4%
AL B F AR R IRR A EAGAY S LR A AR N A A SR EEFERT I, ATH LT, GR Ao eal
SRATARR A EFHATZEL( = 4.426,P=0.035) , FH AR A 2 F A4+ FEL (= 4.813,P=0.028), #
WA EE kA R E S RAZ A AR S H £ F A LT FEL(=3.928,P=0.047) , 54 K B 5 A £ F A %t
FENL(F=3.957,P=0.047), & AALERIEELT miR-137 A8 $ AR SHW 5 Amagin kK, 6 LR T miR-137 £4
AP o B K s R AE T AR P e A A R

[X@BR] 250534 L8045 2% ;miR-137;rs1625579 % At ;3%

[FESZES] R749.3 [xx#triRfg] A [xEHS] 1671-8348(2016)13-1733-03

Association of miRNA-137 polymorphism with schizophrenia in a southern Chinese Han population”
Luo Xudong' ,Fu Jiawu® ,Liang Aiping®,Yin Jingwen'®
(1. Department of Psychiatry ;2. Department of Neurology ;3. Department of Hemodialysis A f filiated Hospital
of Guangdong Medical University ,Zhanjiang ,Guangdong 524001, China)
[Abstract| Objective
Han population. Methods

To assay the association between miR-137 gene polymorphism and schizophrenia in a southern Chinese
We genotyped 944 schizophrenic patients and 938 controls for the risk single nucleotide polymorphism
(SNP) rs1625579 by the SnaPshot technique and compared the clinical profiles and neurocognitive functions of different genotypes.
Results Both the genotype and allele distributions of the rs1625579 SNP were significantly different between patients and controls
(y*=4.426,P=0.035;y"=4.813,P=0. 028). Gender-stratified analysis revealed the significant difference in genotype and allele
distributions in female paliems(x2 =3.928,P=0.047; X2 =3.957,P=0. 047). Conclusion

miR-137 gene polymorphism is associated with schizophrenia. It is discovered that miR-137 has the gender specificity in the regula-

The results of our study verifies that

tion process of schizophrenia pathogenesis.

[Key words] polymorphism,genetic;genes;schizophrenia;miR-137;rs1625579 polymorphism; Han nationality

Kooy ZUAE R 23R 5 5 1 2 RABRY L 2 B BRIk
HRJAMR R N SN RENEERSGY . R RS
o miRNA Gl F N I 12 2 4 i &k B 5 5 8 % 2 A
S PR 1 2 3 28 TATRS 20 1R 15 R AR 0T B4R I i b 2 kA L 58
fil R B A SR A R B 5 T A 4 T W 4F AR
miRNA £k LS5 RN LW MRS H 2, 306 # 4>
FE SR FRUG 7S AR OR miR-137 554 w4y Z4AE 1Y 56
F NI AL, miR-137 PR Y SE B R 2 5 K i 4548 & & F
T BE B 25 AR BLHE G B2 A iE 1) 18 0 L A Ak L B 28
i VT S R 2 T B ) A S T I L2 AR N S
BEUE S 5K P o RLRE AR OC (48 T 40HL A 1~ 4T cell factor-4,
TCF-4) M L #4553 «1C I 3L (caleium channel, voltage-de-
pendent, L. type,alpha 1C subunit, CACNA1CO)M*' s H 4
804 A (zinc finger protein 804A, ZNF804A)!'*)  CSMDI1 (CUB
and sushi multiple domains 1) {1 C100rf26 Chomo sapiens chro-
mosome 10 open reading frame 26) "4 A i, miR-137 A fig
A Sy K B 43 2L A DR 42 T 4 ) A% 0 TR, TE A 1l 4 BL0E 1Y R
R E EEE.

miR-137 JEF G F 1 SR AR 1p22  FEZ AN RE TR Z

* EEWHEEZARPEESEHIHEG1171219),
WF5E . A @IEE . E-mail:amysays@]live. com,

SR . Hirr, rs1625579 754 B D 40 R IR PE B 5T (GWAS)
BRI 5 R P 4 4 DRI e SR I o 5 (R TE B R Y
WFSE AL SR P A3 BAE 1 56 R AT R LA — B 4551,
FEFR 43 B 9 N HERE AR P o s iy 25 07100 i A A N B
REA T i1 BF 98 R BRI AL 2 55 RS A 3 B4AE A7 AE DGR P
1B Hy 76 R [ e A B b 45 0 B RO R 1Y 22 7 ) 5 B 2 45
SRR S BUPE AR )R rs1625579 L sl A AL HE B G IR EAR.
TG TR AV — 2 8 KA A & 78 T B e 7 AR
HIGIE rs1625579 50 i 43 R4 A A SC M BUARIE AN F .

1 #REFE

L1 — %R Ko 2O AR B 20183 4F 9 A &
2014 4 11 J ABE RS Pioc BRRL LA i 2255 422 B2 Be IR YT B
Ly XS 995 B i e 944 1), o 53 603 M), 4 341 4], F- 4 4F
W (35.37£13.79) % o A ARRIUE: (1) FF 45 5% [EORS 1 s 75312 I
S5 F WA 4 BCDSM-TV ) K 1 43 ZLAE 1912 WA o, R L 45
4 R PR 35 3R (structured clinical interview for DSM-IV,
SCID) , dy W5 4% E IR BURR LA A pi R B 0 3 [ 58 1l s (2) 2R 2%
ABEH R DM 5 (3) RAGAF IS 18~55 % . HERRAR M (1D FF 45
DSM- IV 12 i 7 i 1) 43 280 IR B 1% L0 358 R T NG Pl K 7 B i

PEZ B v WA (1980 — ), F23f B W, Bk, 2 %0 A S0 i 73 RUIE 19 e PR 15 4 il
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VB 2E IR S L AHORS P RIS 5 (2D 1 T T SORS MR R 5 (3) S
AT B R Fe A KA 5 () AT IR S FL A 0 . % IR AT i
TBOREAS SR AR B8 K A o 0 T 300 1) 7 1 2 938 il Hoeh 59
565 i, 4 373 i, - B AR (36, 29 £12.55) % . 44 A bR ik
(1) B AR f B 5 (2) AR 8] TG 1M 5% G 3R 5 (3) A W 2 AL B S TUTE
HEBR AR « CLO AR P52 95 0 ORGP0 3 5 T e T ¢ Wik Pk i A%
Jod 55 (2) SR A ™ T AR PR R 28 R e e L s R 5 (3D
IR B LI 1A L o A P 2L 2 0N 2R 8 4R 0 0 S
MEFLGEH¥E X (P>0.05) ., BiAHRHI%EEMERES,
AW E WA B P2 5L i A

1.2 Ji

12,1 MURFEACSRAE 75 RO R B L il RS i e
2mlL,Z Z M Z R (EDTA) $it B, — 20 C {f 77 & B W A
DNA 21,

1.2.2 A4 DNA 28 % i TIANamp Blood DNA Kit
(RARAEARHE A R A A o ED SR R R 41 DNA, [ ] %50
JrOEIE BE TG 3 P 4 DNA F¥ 2

1.2.3 R4 SNaPshot SNP 43 Bl 3% AR i 47 rs1625579 {if
SR BB R A AE 4R Primer3 $K{F. rs1625579F:5'-TTT
AGT CAA CAT TTG CAT TTG GAA GC-3';rs1625579R; 5'-
CAA CAG ATT CCA AAG GTC TCT AGT GTG C-3', PCR x
NAR & (20 pL) 4% 1 X GC Buffer I, 3. 0 mmol/L Mg™" ,0. 3
mmol/L R A =8R8 (ANTP),1 U HotStarTaq R & [if#
(Qiagen Inc. ,f8[),1 L B4 DNA f1 2 4L PCR 5|#). PCR
PEFHFEFE 95 °C 2 min; 11 cycles X [94 °C 20 s, (65 C 40.5
C)/cycle 40 5,72 °C 90 s 324 cycles X (94 °C 20 5,59 ‘C 30
$,72 °C 90 $)372 °C 2 min, PCR 4y 28 0 i i} #1040 G 1 20
)5 . I SNaPshot Multiplex kit ( Applied Biosystems Co. ,
Ltd. . 5 [ i 47 4 il 52 R . A& A 5141 F %) & 5'-TTT TTT
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I'T GT+GG G P P
JERIN 4,426 0.035 4,813 0.028 1.344 1.031~1.751
K200l 944 845(89.51) 99(10. 49) 1785(94.54)  103(5.46) 0.564 0.453
Xof MR 2 938  810(86.35)  128(13.65) 1741(92.80)  135(7.20) 1.097 0.295
5 1.477 0.224 1.774  0.183 1.246 0.901~1.724
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x2 miR-137 BEF rs1625579 S ERHORERE ERTENXBEES
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R (T, %) 845/99 35.10413. 74 37.66414.07 1.715 0.089
KA (TEs, %) 829/99 25.1049. 10 26.06410. 18 0.902 0. 367




