D000 http://iwww.cqvip.com|

HEEEERI KSR 2003 £ 28 £ 8 4 3 (Journal of Chongging Medical University 2003. Vol. 28 No. 4} — 477 —

LEHS 0253 - 3626(2003)04 — 0477 - 04

HLA - DQA1 & 2 8Pk 5 ILE Graves’ i FH R EDFSE

AT, REW , K F, & K

(ERERRE B MR EIR 400014)

[# E] 86 4 E KKK ILE Graves”#§ (Graves” disease, GD) 5 A A 4IMEHTIE DQA1 ¥ H (HLA - DQA1) 5%
RIS, ok AR AR RN - BB R LS (PCR - SSCP) & DNA il Fr 7 s, 3 B 2512 = BIUE GD 8L 85 4
FIE# % B 50 ZJLEMSNE M 4 FEH DNA 8 HLA -~ DQAL HEZ EHH#T700. 4R .76 GD Afxt BaFim
Bl 7 #pAg a5liihabede f g A . GDAP d(HLA- DQAL * 0102) . f(HLA — DQA1 * 03020501 ) F#HF B 45 & (43
5% 43.5%,VS8.0%;27.0% VS 8.0% ) BERM TIEH XL (°=18.79, P =0.001,RR=8.86; y* =6.80, P =0.009,RR
=4.27),Ti b #% (HLA - DQA1 * 0101/0301)55%(8.2% VS 52.0% ) BEK T IE ¥ XT B4 ( 42 =29.43, P<0.001,RR=0.08),
# it :HLA - DQAL » 0102 F1 HLA - DQA1 * 0302/0501 " 45 GD S5, T HLA - DQAL * 0101/0301 FTRES GD A%
PERESC, R Bk 3 BEM S fE A AR EHH R UL ILE GD M SR SR AR EE,

[X81A) Graves' 95 ; AR RIMHR B 5 REME RN - RN LN

[FEBBSEZHES] Q343.1 5;R729 [X##RIRED] A (B BER] 200211 -20

The association between HLA —DQA1 gene polymorphism

and Graves’ disease of children
CHENG Xinran ,et al
(Department of Endocrinology , College of Pediatrics , Chongqing Medical University)

[ Abstract] Objectize : To seek for susceptible and protective gene of GD by analyzing the allele frequency distribution of HLA —DQA1
loci and to evaluate the association of HLA — DQA1 gene polymorphism with GD pathogenesis in Chongging children of Han race.
Methods : Eighty — five children with GD [lincluding 21 boys and 64 girls, mean age (8. 84 +2.51)] and 50 racially matched healthy
controls were recruited for the study. Both groups were of Han race. Genomic DNA was extracted from venous blood samples. Geno-
types of HLA — DQA1 were detected by polymerase chain reactions with single strand conformation polymorphism (PCR — SSCP).
The results were identified by DINA sequence typing. Frequencies of HLA — DQAI1 alleles at eath locus were compared between pa- g
tients and controls using the y? — test. Results : 7 kinds of HLA ~ DQAI conformations were found in 85 GD and 50 healthy controls, l
respectively marked with a b ¢ d e { g. Compared with control group, the frequencies of d and f conformation increased significantly
[43.5% VS 8% ,xzi 18.79,P =0.001, relative risk(RR) =8.86;27% VS 8%, xz =6.80,P=0.009,RR=4.27], and the fre-
quency of b conformation decreased significantly (8.2% vs 52%, x2=29.43,P=0.001,RR=0.08) in GD group. DNA sequence :
analysis showed that d conformation was HLA — DQAI * 0102, f conformation was HLA — DQAI * 03020501, b conformation was f
HLA-DQAL1 * 0101/0301. Conclusion : The polymorphism of HLA ~ DQAI1 loci in Chongging children of Han race are different
from that of Caucasian, American Black, Japanese and Hongkong Chinese. It shows that different race and area have different alleles.
GD is significantly associated with HLA — DQA1 * 0102, HLA - DQA1 * 0302/0501 and HLA - DQA1 * 0101/0301. It suggests
that the HLA — DQAI1 * 0102 and HLA — DQA1 * 0302/0501 might be the genetic markers for susceptibility, HLA — DQA1 *
0101/0301 might be the protective genetic markers for GD in Chongqing children of Han race.

[Key words] Graves' disease; HLA - IXQA1 gene; Genetic polymorphism ; PCR — SSCP
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HLA-DQAI i ZEHNSILE GD HEFHX X R
HTTHE,BREWT.,

1 XRRE5FE

1.1 ##i4a

H 1999 & 12 A E 2000 F 12 AXREHDWE T2
BWesH GDRBIL.BBEL 6 MAUL, FHEKEERN
(8.84+2. 5% HISEARALREREMFAILE
Graves’ ¥ 2 %’?*TFE 2]

1.2 @4

FRBILRITLHS0 GEREILE, FHER(7.19
£3.20)% EUREMALENLEIRE , AARRKF
HEBR THUR ISR R € A 5 R thi , PRI DY 8 B
EEEEE.

R A BE R 3 S8 BT B VL2 R Bl 2 iR 4, 1
HERE DK, EMEZXR, HEMEFS HHNHNEEE
EUER., TERHAR-MS AN, ER B EHR—A
TR, BEE 3 5K,

1.3 Fik

1.3.1 SMEM A4 EE DNA FIER BEER 4 A8
# B 3ml(EDTA %), B AR b7 k020 SR B 40 i 5t
4 DNA. TE %% . 4C R .

1.3.2 PCRV #

JEit GENE BANK #{ HLA - DQAl B 2 4t 2 74
FolL s mrmki4,5], BitslmFEa A LSl S -
GGT TGT AAA CTT GTA CCA G- 3", F#3181 5° — TGG
TAG CAG CGG TAG AGT TG -3, ¥ # HLA-DQAl &
HEZSNRFRHRERBRKEN 224bp, 510 m L4 T
EMIBRAEBRLEE M. T8N &MH:94C ZH Smin,
80C#43 B, I Tag DNA B 1U B2 8% B s, 94°C 45s, 64
1min 3t 30 P EH,72C E M 5 min, FRIEIF . KA Watson
7~ 8] Gel Extraction Kit Xt 338 F= 4 sk T4 {b 4L B, LY 3E
SSCP #1 ¥ 7| 3 5
1.3.3 SSCP 4+#7il¢

PCR @ik #5 & 95C 10min Z#H )5, B THK ERB®
15min J&7 , ZEKHRAET LB Spl RV A5 MEE B wh K 2l 3
SRNERET 10N RAFEBEER 90V HE, #ik
14h, HMMYE  WRERIFEY.

1.3.4 DNA 38z

HRE SSCP MM A MW A 40 %, s 8 8 )L A3t BR 41

hAERHERENER MMM PCR Y aibtnd, 179

B S E, &R R AR DNA STAR 5IRE M
Lot LA B Y A R B
1.3.5 Sit¥aw

WA RARREAMEN L, RA BB .#
SPSS10.0 AU #T,. U P<O. 05 REERAEBEREH,
ik Wolf 2R HERFHMBERE(RR).

2 &5 R

2.1 HLA-DQAl £ B $ &AL R

Xt 85 %l GD B JL K& 50 % & JLE HLA -
DQA1 X FH {7 5 417 PCR— SSCP &8, &t} T 7 #
HLA - DQA! ZERHI R, 5351654 a.b.c.d.e.f.g 3
RED,#BR.EXMBKX GDHILMER ILEHEF
£ HLA - DQAl £EHM S EEH,
2.2 HLA-DQAl AR & SSCP # &2 & GD 4 &

RBFHRESH

GDILEH JWRAEER N 4%, BEST
xtERLH 8% (x> =18.79,P =0.001, RR = 8.86);
HRE (WA 27%, AHEBTHRAE 8% (42
=6.8,P=0.009, RR=4.27); RR KT 4,88
EEMX, BRI IFRARREGD MEBRERW
B, M biHERIAEN 8%, MABHMTEEXEA
52%(y*=29.43,P<0.001,RR =0.08); RR /M T
1L,IERbHERIAAER GD IR ERHWR, U &
HEWNHEAHMER  IFEEHER(E D,

1 2 3 4 5 6 7 8 9 10 11 12 13
e By u mnmnvﬂu_qm.._‘“ww

B,

B 1 PCR-SSCPZ4# HLA-DQAl ZEE 2 A1t
5.8.12:a W& ;3.7.10:b R ;9 11 c W R 4.d WA,
1.2:e 86 fHE;13. g R

£l GDEREBEA HLA-DQAI EE SSCPHEMMESH

2
5 o HERFHE(%)
a b c d e f g
GD 4 85 0.00 0.08® 0.05 0.44% 0.08 0.27* 0.02
bag:¥::| 50 0.10 0.52 0.10 0.08 0.10 0.08 0.02

E:GDAS XM MAMLE . ®*P<0.001 RR=0.08;“P=0.001 RR=8.86;XP=0.009 RR =4.27

b HTT T —
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2.3 DNA @A
ZEBETEMITREAERAE DNAWT R WT -
10 20 30 40 50

b: ATT ACC GTT CC TCT GGC CAG TAC ACC CAT GAA TTT GAT GGA GAC GAG CAG TTC TAT GTG
f.-—-—-—-—-—--— == - - N-—— === == -~ = — = — = = — = G-—-——"—-—-———-—-—--
de—-—-—=—-=--—"=- - - - - == - = = = = === = == =~ = T----C-—--C—-~-=---

60 70 30 90 100 110
b: GAC CTG GGG AGG AA G GAG ACT GTC TGG CGN TTG CCT GTG NTC CGA CAA TTT AGA NNN ATN
fo——--- A-—-— =~ - - - == - = - - AG———~- - —— C——-——-T--NCAG--N-—--— -~
d--——-—=--=-~-== - = C--—~-- AG- - ~-G—-—--~--GA- - -AG——-AAT--G—--GGTT-T

120 130 140 150 160 170

b:CCN CCN GNA NNN ACT NCN NAN NAN CAT TGN TNC NNN ANA ANA TNA NTN NAN CAT GTA NAN
f: = =NN-~C- -NTTNNNA-TG- ~A— - ~ - — TG--T--=--C-~A-~C- -~ -N-— - -
d:GAC— ~ G CAG GG - GCA CTG AGA A— —C ATG GCT GTG~CA~ A-CAC A-CT—GA~C ATC A-GATT

180 190 200 210
b: NNA NNN CTN CNA TTC TAC NGC TNC TAC CAA N
fe-—--C-~----- N--=---- G-—-—-—---
d: AA—CGC TAC AAC—CT AC—GCT GCT AC—N- — -

Wit 58 AR HLA - DQAL EHEBEHFRF
%1 & Genebank 2 WA R HLA — DQAL EHEE — 4
BFRFIIMHELE, #E. { 789 HLA - DQAL *
0302/0501,d # &5 HLA - DQAL * 0102,b # % %
HLA - DQAL * 01010301,

3 37 i

3.1 HLA-DQAl AE#& % A

HLA AV T58 6 SRk ® I (6p21.3), &K
24 4000kb, By — B¥ % V) 3% B 59 5 B 42 AL, e 45 100
AR EL 554 NS ER RS, RBRIFTHA
EEFNAVTRE: BALSEMEEER, T2
(D) EH X K £ 1100Kb, 4 & DR.DQ.DP.DO,
DN.DM &EW X, & WX E BN 5 « 855708
HERY A B ZE R £ 6, 53 589 U N B HLA & Fo
IR TR o B BEEM M R R, W
HYHEAX BEX X AR, BIMNX X4
Jy: O TR (o2B2) M Y T REERE A AR A
X, & CD4 o+ iR 5088 . © i il I 5 18,
(alBl): B o — ¥EHE A B~ R 12K KT R B HE VIR
gEM, B0 IR 45 6 #8 (groove) , TH R 9 S L B A4k
KB RGRBEHMER, XFh B AR.
M RBHEN AR A . BISMEEMREN: |
A NEEH HLA - DQAL * 0301 EF X £ &k

51%,H K & DQA * 0103 (21. 4%); BIn& A
DQAL = 0301 SR E (23.7%) , HIK & DQAL *
0501(22% ) ; B2 A& DQAL * 0102(26. 8% ) 2 47
FhE. RENEARRKEZREE 84 HLA - DQAL
L HE AR, B AR A DQAL * 0301 FIKAR R
DQAL % 0401 & E 3% A # HLA - DQAL EH
PREESS ARBRAEERERT,

ARG R B ERE KX R ILE S
7 HLA-DQAL EEA , FE58 A HLA- [
IFERFELEREKR, BIETREE L 05 S,
£ HLA-DQAL # 7 FrEEE B o1, b 77 1 (DQAL *
01010301 M EEBBILEFBE, & 52%. 7
RERHMXINEIILEAEPEBE T AL HLA -
DAl B AR E 34 DQAL % 0301, B EH 4 5
B4R B A A TR E MR TRt AR
NBERYTEA T 38 B
3.2 HLA-DQAl £ B & $ A4 5)L& GD A%
&9 48 X M

BT HLA %47 5 H 47 % 5 i FF ZE B IR G R
P, AR A#E GD 2R S5FE e HLA E R RN
XK. Yanagawa EHEEEMEAFEH :GD KA
 DQAL * 0501 H4H 3R i 215, Mth o HLA -
DQAL » 0501 Xf GD BA 5 @45 72 B & A (9 BF
FEH R I DQAL % 0103 MHIRETE GD BF =+ BFH
Bl M E AP R 2B, B E A # 5 A

T T T
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EHERE S5 A AR, DQAL * 0401 BRIFEHR,
DQAL * 0501 X K& DQA1 2HE GD X%, m
QBI * 0303 A 2 E A M 455 a0 5 B U0
WA, BEHEEER T AFKR %M DQAL =
0301.DQAL * 0101 5 GD 5 A%, T DQAL *
0201 5 GD #RPHE,

FATF A PCR — SSCP Akt 85 #i GD & JLi#
77 HLA - DQAI1 ZE[H 53 B3 5 X BB Lo &L,
SRR . FERMIX GD & JL HLA - DQAL ERH b
TN EE 78 HLA-DQAL ZHEA , He d
HHEI(DQAL * 0102) #1 { # & (DQAL * 0302/0501)
FIRRER, S EAHLEREEEER, BRE
GD W 5B, SIRERMEAFH S DQAL »
0501 K GD ¥ 5 REFH—, 5FE AWML LH
Ko T b#E (DQAL * 0101/0301) 47 L %% i B %t
BAGERL BRE GD§REPE X, 5SEREFM
RARWEEHE, FBRXMAFL LTS
F(DEARAR X HLA BEERE M A
Mz HLA 3 FE R ERET AWK EERLES T
BRI RBUR SR, (2)9E HLA Z2HE 0. TSH %
AER T4k g 4% (TCRY) BEH A4 T4
MEPUR(CTLA - 4) 2 H 41 E F &R MK (C,)
EEFWE5 GDERRE KX, Q)R ER,
MAB5 iE 2 78 DQAL * 0102 .DQAL * 0302 H.7]
e GD 5 ERA &, HEKHX JLE HLA -
DQAI EEAULKEFELE, K HLA & T X
H, ESAAFEEEWER, B2, BITNHARER
# 8. HLA - DQAL * 0102.DQA1 »* 0302/0501 ]
it GD B 5 B, 1 DQAL * 0101/0301 B RER
GD WRIFERE ., HLA Ef7E GD 8 5 BARIP &

[PV LIRS

Al el a %4 Yl ZalPat YA T At Fat Pl P

(LF a2 W)
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