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B RS ANES WS REBEE HLA - B*1502
EEZAMHR
BA IR AT, FREEE B S, SRMDE, T

(HEEFRBERARERGSH ¥E 5EAF 830001)
WE:BH M BEE R A E RN E =Rk LS R I Lk BR AR B AT &89 HLA - B¥1502 B % ik,
Tk R RKRERAL R AAN HLA - B¥1502TA #= HLA — B*1502TB & B % &, St oAt L le km AR G5R  HLA - B*
1502TA(C > G)GG %, VA% HLA - B*1502TB(C > T)# CC B A CT BA L C A THFEEARGME L ANRAE S THALFZH
(P <0.05).5 #1(19. 23%) @1 #% & & HLA - B*1502 kB e h F (&b REL K& RE), AR Y Tilkay 82 4 (34.75%) 4
B /R 70 41 (38. 04%) % 1F Skt 31 41(48. 44%) , Z 4 ¥ A it FEL(P <0.01) A2/5 3 MRAEHMELHF Z 7 (P>0.05);
BRESREAS S Toha RLA AT HIA - B*1502 I 8,322 43 A B &3 4 A 5138 =k, A 25 10 R K £ BB R OB 58 49l 2
S A B AR AR R AU 69 AR R RT S T S 180 B e o R B AR L P 3T B A E =k, PN 3 A AR Ak
B3, P AR BRRAIE | H1 G ATRAEE R BSR4 NRARM A4 3E =R Rt K AT & 89 HLA - B*1502 kB
$EMA—REF, L BRR BB 0 K AR — R, BOH b e A Al et 2R B 5 AW, VAR B 3R 45 5T AR 8 12 3R R
B KA R
KA AL ERAGR S Kok, SR AR 3038 Z vk KRR BB HIA - B¥1502 A B AR % Ak
HILA - B*1502 Gene Polymorphism in Multiethnic Patients with Bipolar Disorder Using
Lamotrigine in Xinjiang
ZHAO Ting,LI Hongjian ,WANG Tingting , FENG Jie , ZHANG Huilan,YU Luhai
(Department of Pharmacy ,People's Hospital of Xinjiang Uygur Autonomous,Urumgi,Xinjiang ,China  830001)
Abstract: Objective To analyze the HLA — B*1502 gene polymorphism in Han, Uygur, Kazak and Hui patients with bipolar disorder
using lamotrigine in Xinjiang Uygur Autonomous. Methods The HILA — B*1502TA and HLA — B*1502TB gene polymorphisms were
tested by the fluorescence in situ hybridization (FISH),and their clinical application effects were analyzed. Results There were
significant differences in HLA — B¥1502TA (C > G) GG type,HLA — B¥1502TB (C > T) CC type and CT type,HLA — B¥1502TB C
and T allele frequency distribution among the four ethnic groups (P < 0.05). There were five cases (19.23%) with positive HLA —
B*1502 gene (including homozygous and heterozygous mutations) in the Hui nationality, which was significantly less than 82 cases
(34.75%) in the Han nationality,70 cases (38.04%) in the Uygur nationality and 31 cases (48.44%) in the Kazak nationality,
with significant difference (P < 0.01) , while those in the last three ethnic groups were similar (P > 0.05). Moreover, the
heterozygous mutants of HLA — B*1502 gene were more than its homozygous mutants. For HLA — B*1502 gene, 322 patients with
wild type continued to use lamotrigine,and no adverse skin reaction occurred during the medication;eight patients with homozygous
mutant were adjusted to drugs with other mechanisms in the treatment of bipolar disorder;37 of the 180 patients with heterozygous
mutant continued to use lamotrigine, and three patients occurred maculopapule and one patient occurred toxic epidermal necrolysis
within three weeks of medication. Conclusion The HLA - B*1502 gene polymorphism in patients with bipolar disorder using
lamotrigine from the four ethnic groups in Xinjiang Uygur Autonomous is somewhat different,and is associated with the occurrence
of adverse skin reactions. Therefore, it is necessary to perform the HLA — B*1502 gene polymorphism testing before medication to
timely evaluate and reduce the risk of adverse skin reactions in patients.
Key words: Xinjiang Uygur Autonomous; multiethnic; bipolar disorder; lamotrigine ; adverse skin reaction; HLA — B*1502 gene; gene
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SN, 3 25 W) L 2E A E (DIHS) | Steven Johnson
ZEBAE(SIS) A bt 3R Je SR AU ffAE (TEN ) 45 ™ 5 £
FAE A EBBEEA BN S 2R B JE B ARIAR S
N (5 AR A OC) 0 H A el B R 5 259 i Uz
B 5E A A o) NS Al i e R (HLA) J& — 41 T
5565 YL (O R4 6p21. 3 LAY FEIA, oA B AT B B 1Y)
FhEERRPED ) E A Z TS 7R HLA — B*1502 3 [H
5555 B WGP 259075 K 10 K IR AN B R iy LA 3+ 56
P, HAFTER G 22 S -8 i 22 RO R4 | 52 b3 (]
R, JE R A G 2 S A X A 2
L NN D SR BURIWER 18 e e N E M D S PN E & 4
() 4~ B (UIE A% 5 J 4 T IR T L [ Je ) UAH 17
B fig B HLA — B*1502 5557 & R PEAL B85 1
$7 B8 =R R ™ B R AN BRI AU, A LI R
S 2 LAY LR AE R
1 #ZREFHE
1.1 —|&ER

YR ABRE < AR CIR B 43285 (45 10 Ji) ) (ICD -
10) 12 Wi A SRR SR A5 s 217 HIA — B*1502 3£ 275
PEAG I - 1 5L PRSI i 25 5 ¥ T 7 SRR i B =Ry
WITUR AT FH o A 97 28 I e P 2 A B 2% B3 25t ofe (f8 PR AL
152014037) , 838 SH 5 @ Y28 B i W i .

HEBRARE : AH AT 5T BORMER IS 5 AR HE AT 25 PR A )
KA M HIA - B*1502TA (C > G) 5 HIA - B*1502TB
(C> )2 Bl R = =Ry 2 M A LA E .

I e 5 5 4 2 - RIS B 2019 4F 1 H % 2022 4F
8 HUSCIA B SR 155 8% B A LA 400 U Bl 5 = g iy U
FE HLA — B¥1502 3L R 22810 5235 510491 (U6 K s 4
FIR AR IX N3 L B 44 R MR SE A I 2
BB (BHMEZS R RS W E AR AR e AR 2 (s
BNy A RASHRAE GRAR ) AN [F) RO - (A
W PERITC P22 R (P> 0. 05) , {H A4 5 45 %% (BMI)
TFAEREZEF(P<0.05) 3EE L,
1.2 U&BE5iRA

% < Qubit 3. 0 7Y o 2 A% R o 1 A (38 [ Life

FR1 FRRKREE—MABILE
Tab.1 Comparison of the general data of patients from different

ethnic groups

# A WA (B 1 de, ) F#(Xes,%)  BMIX £5,kg/m?)
R (n=1236) 38/198 21.52+11.39  19.59 +4.46
BhER#%(n=184) 18/166 20.23+8.48 18.19+3.39
i 2k (n = 64) 4760 19.89+9.79 19.41 +4.25
B#%(n =26) 5/21 25501227 19.41£2.53
X 1FH 7. 696 2. 446 4,547
Pi& 0.053 0.063 0.004
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Invitrogen A F] ) ; TL 998A T EAG AN (V44 KR
A BRAT]) 5 DY T A 2258 Fe Yo o iR A% R 53 B R 52
(b F BRI R R A BR A ) .

IR DNA $2BOR 5] & (ALt RARA b 28 7] i 5
DP319 - 02) ; I J3° /2 1 ik 5 & , PHARM - GENE 01
SNP F3 B ARAEIR (4 0, A% R B39/ 10 mL) , PHARM -
GENE 200 SNP Z3 M A b B 55) OFE 4243, BLAs k4
%25 pl) B A st e AR S R B R R A TR
YNGR
1.3 BHARESLE

TR R S 25 I AR R DKL 2 ~ 3 mL, B L
Jie P PR (EDTA) LS, $& U DNA, I % DNA ¥ 2 A1
G L, TR N 30 ~ 40 ng / WL, G I (Ayg /
Ayo) A 1.70 ~ 1.80, ¥ DNA 7= ¥ & - 80 °C vk 4 4
&

1.4 HLA - B*1502 Ao

PCRY 4 : SOWAR R , 4 35K 22 wL, R 1. 0 L,
FEACDNA 2. 0 Lo W 251F,95 °C 10 min; 95 °C 10 min,
95 °C 305,62 °C 75 s(50ME¥R) ;72 °C 5 min,

FE DR 43 B < R 9 g € J5 A6 2% 32 kil g 3k, 3 ik
PREFIEAT HLA — B*1502 F£ R 43 R W B 138 DNA BEA
2.0 wL, 23S A HLA — B*1502TA(C > G) Fl HLA — B*
1502TB(C > T)JEF AL 005 ) LR, 5], Bk
R T, B A AR IT 3847 3.5 h, SR PEOLIR N
F A AT UG 4 5 55 AT

S5 ILREE CR AR T R G UG, 15 1 4%
B WS LSS /246 B BUE (2. 5) 73 B 1) B 2
PRI AR« W A R AT 5 2 A RUER AR S E A L E (R 5
H/NE) /G5 AE KA /INT 2.5, FE 1/ 0 i 2 &
T AR T 2.5, FI 2k M S0 15 5 (8 K AR 5
X R B Al o
1.5 Sit=4biE

SR FH SPSS 25. 0 e 251 /43 HT o T BB A X £ 5
TR, Y1) AT DR 2R 5 25 53 BT o ik PR R A 3 A 4
A7 S PRSI 2% R FH 3 PR T 140 11530, R SHE sis — online
A (http: // analysis. bio — x. en / my Analysis. php) #
17 Hardy — Weinberg V-5 46 , B8 LA (%) Ko , 211
AT YRR P < 0. 05 N2 A Gt X,

2 #R
2.1 EFESERZHR

HLA — B*1502 K& PR B A7 232 01 55 o i PR AT 38 53 A
¥ 45 & Hardy — Weinberg V- fiif 22 (P > 0. 05) . Hi
HLA — B*1502TA(C > G) I HLA — B*1502TB(C > T) %
Pl 78U 1 3 0 4 A6 5 DR A A6 DL 3% 2, AT WL, HLA - B*
1502TA GG FEH B K2 HIA — B*1502TB CC A1 CT 3 [K %Y
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R2 HLA - B*I502 R K EMEREME S [65] (%) ]
Tab.2 Frequency distribution of HLA — B*1502 genotypes and al-
leles [ case (%) ]

A AR/ , WEhE BEAE  mE WPl
A . Y3 ERY e b LR %
LR : *
HLA-B*  CC 211(89.41) 157(85.33) 50(78.12) 22(84.62) 4.729 0.193
150274 €6 25(10.59) 25(13.59) 12(18.75) 3(1L. 3.156 0.368
(€>6) 66 0(0) 201.09)  203.12)  1(3.85) 86.653 <0.01
€ 447(94.70) 339(92.12) 112(87.50) 47(90.38)
4,055 0.256
G 25(5.30)  29(7.88)  16(12.50) 5(9.62)
HIA-B*  CC  177075.00) 139(75.54) 44(68.75) 24(92.31) 16.900 <0.01
150218 CT 54(22.88) 43(23.37) 19(29.69) 2(7.69) 15.552 <0.01
(€>1) T 5.12)  2(1.09)  1(1.56)  0(0) 2228 0.526
€ 408(86.44) 321(87.23) 107(83.59) 50(96.15)
8.173 0.043
T 64(13.56)  47(12.77)  21(16.41)  2(3.85)

WA 4 RGBT A 3 25 5% (P <0.05) ,HILA -
B*1502TB CHIT 8 LT BE 25 (P <0.05),
2.2 AEREEE HLA - B¥1502 EE &5 LR

B HLA — B*1502 e RRG N 25 5 32253y 3 R
R R AR (BAME) , HLA — B¥1502TA(C > G)CC A H.
HIA - B*1502TB(C > T)CC BY ; Z= & 578 B (PH ),
HIA - B¥1502TA(C > G)CGRYH HLA — B*1502TB(C > T)
CC % , HLA — B*1502TA (C > G) CC %4 H HLA - B*
1502TB(C > T)CT A, HIA - B*1502TA(C > G)CG %I H.
HIA - B*¥1502TB(C > T)CT #Y ; 4li & 5 A& % (BH M),
HLA — B¥1502TA(C > G)GG Y H HLA — B*1502TB(C > T)
CC Y, HLA — B*1502TA(C > G) >} CC #Y H HLA — B*
1502TB(C > T)TT &L ; HLIA — B*1502TA(C > G)GG A H
HIA - B¥1502TB(C > T)TT#l,

LR Z M e 46 2 DL 3% 3. Il HLA - B*1502 %
DRI )2 235 SR 4 dh 2 1 T HoAt 3~ RO (P < 0. 01)
FHAE 28 2R ([ 2% G 58 AR 1Y) B 46 25 I T Ho A 3 A R
(P <0.01) . HHAh 34 RJ% HLA - B*1502 55 RS I ]
PEGER PHPESE RS o 3 25 5% (P> 0. 05) .

R3 FAERKEZEHLA - B*1502 EE 754 (51 / %)
Tab.3 Analysis of HLA — B¥1502 gene polymorphism in
patients from different ethnic groups (case/ %)

Pk 4 R

& ROREM ALREY

A PR 2 R

Lk (n =236) 154/65.25 82/34.75 80/33.90  2/0.85
$%ER%(n=184) 114/61.96 70/38.04 68/36.96  2/1.09
aiE Ak (n=64)  33/51.56 31/48.44 28/43.75  3/4.69
w#%(n =26) 21/80.77 5/19.23  4/15.38 1/3.85
X FA 16. 108 19.077 14.948 4.767
P& 0. 001 <0.001 0.002 0.190

2.3 HLA - B¥1502 ERFE &N PAMEE R
A TR) B S8 B P ) | AR R B BMI XS HLA — B*
1502 3 PRSI BH A R 24 T 35 (P> 0..05) o 1
W4,
x4 TEREEEZEHLA - B*1502 EE RS R LR
Tab.4 Comparison of the positive testing result of HLA - B*
1502 gene in patients with different ethnic groups

%51 AEBWAR PR fﬁ%é B BMI

(% /%,4) Xxs5,%) (X +5,kg/m?)
Wik T (n =82) 15/67 21.23£10.95  19.76+4.55
M (n=154) 237131 21.67+11.65  19.50+4.42

Yk 0.327 -0.286 0.413

P 0. 568 0.776 0. 680
%ER%E  ME(=70) 6164 18.93+7.17  18.62+3.83
M (n=114) 12/102  21.0429.13  17.92+3.07

paayit 0.222 - 1.740 1.300

P 0.637 0. 084 0.196
hiFELE ME(n=31) 2/29 19.61+7.33  19.65+3.78
Bk (n=33) 2/31 20.15£11.76  19.20+4.69

Yk 0.000 -0.221 0.426

P 1.000 0.826 0.672
B Ak (n=5) 1/4 21202217 18.81+1.67
M (n=21) 4117 26.52+13.48  19.56+2.70

Yk 0.032 -1.719 -0.792

P 0. 858 0.099 0. 447

2.4 BERESSHEWIGERKRNA

MG BB B P 5 =R MR T T4 =
Ritii)7 3 A LA _E 0322 5 HLA — B*1502 B A= 0 (B ) B
AR I A5 =8, 1 25 3] [H] 35 K & 4= DIHS . SJS.
TEN FIEE Fr92 55 B2 AN BN 5 8 91l HLA — B*1502 4l &
SRR R H 2T PSS L =g R R S
A BT 37 R S R S ] PG TR 2= A5 5 5 = R AL
[P 259 ; © L 180 19l HLA — B*1502 2% 5 53 A8 A i 3%
FENG RIGYT rh ik g fift 58 =0, v 143 f3i) S 35 R 3
Ry FCAbAE FHBLTI G 254 ABATS AT 37 ) i 3 Ak e fd R B
=R JE B MRE 3 FNA 4490 A HE B IRAS R R, Horh 3 45
(UG 2 ), 4B Ok T 1491 R B 92, 14 (4R IR )
TEN, 457 BM5 25 3 X PREAR B, 1 A A BB 1]
3 Tt

H AT, s ARG SRS Bt 1 2 A R IR 24
Yy, BT AEBEIRYT XA AL TR A
JE i, WA B R A S i T E R AT B
FIHL B — 28 & 7E TR B T 4 T SURA A% 8 e 0 F8 3 1936
7 LA MR EE = YA EAE R/ (25 3l
15 RAFHRE A 0 R AR 25 R RO ISR TR i
DRz JRAS BB 7 258 DL 100 7 o s i) £ B B, L
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J& SIS, TEN 45" 5 fa; K A= i i B kAR BN, FE IR IR 2%
IR VAT PR RE J2 2 FE SR A 2 B 40 LA
B U PR B JERSRIE , T B8 R B ERT PN RS R

3 [ e 0 24 B BRAILA 38 L R i AR
N FTE R B PEF 25 a4 B R I ORI
T B NIRRT 46 R S 78 iR J7 i il 2547 HLA - B*
1502 £ G, BRAE WA B8 I5 97 8088 KT KU, 75 )
T2 85 7 5 PRGN 45 SR by B A S AR08 R S 3R
J7 hr s = BRPUP DR ORI ZE YN S
R VG- )8 05 B2 A2 S5 R AR AL, S 30l PR
FH A B — 2 B 28 LR, SO BAT S BUE A R
7 A B DRSS <

AR Z IS AR SE T HLA — B*1502 B[ 5
R PG T L 5L = B 5 & SIS/ TEN £ 78 38 AH O
PEL2 =15 (B ZANHFIE CUESE HLA — B*1502 2543 3 [R5
5 R P47 R B =0 i B0 9% T8 W AR ¢
PELO 18] R A2 18 IR R PV PEE =R & SIS /
TEN 55 /™ 51 15 S A= i 0 B2 R AN B Sy AU 55 HLA FE [
M Z A AR O, I B A B 0 P 22 57t o AR A
FLERAWUFSL T HLA - B*1502 K8 B Fb i 22 51k

AR AT 44 R B H HLA - B*1502 5 [H
TN PR A 235 SR 1 UH . 22 T PR S5 SR CHIA - B*1502 fHYE
S5 R R LB =R S A A A B RS R S XL
B (G L2 4 58 A0 7 IRURS: 362 15 ), A I A8 3 o7 s 4
FHHLEE = P IL, B 4 A RO AR O 227 1 b7
5= WEHT RS U HLA — B*1502 5: 18 £ 257 . HLA — B*
1502 FE PRGN BF P £8 35 7 1l F 47 52 = %8 1k 7% v DIHS,
SIS, TEN, B 25 45 J2 kAN R 1) & A IXUB A1,
ANHERR 8 B T 9 ke A U, AEL B 34 DA b, R Dz
RN B B & A o AR i 122 45 S B e AR 3 T I % ]
Fir 5 = [RIEE  AR S HLA — B 1502 J5 P3AS: I FH P 4% S
R R BRAS RO R AR, & 3 HLA - B*1502 %%
G SR R R E AR I R IR YT v Sl B =gk (Hrp
37 Ak SL A P 5 =0 A 3 il 4E FH 245 3 R R A 5 B
95, 1] & 4= TEN) , HLA — B*1502 4 &5 5875 1 5 2 5 4%
S H AR AL 259

IEAk, 510 61 3, 180 1) (35. 29% ) A 14~ XU [A]
T (HLA - B*1502TA #1 HLA — B*1502TB JL K %143 51 Ky
GC/CCHELCC/CT),80(1.57%)4 24~ KU R+ (HLA -
B*1502TA Ml HLA — B*1502TB 3£ [ 153 %] & GC / CT,
GC/TT.GG/CTE GG/ TT) , ffi 7 5 = ek 2 v 2 A
HSS .SJS.TEN 5 92 55 B JRAN R S0 118 JXURS: 34 488 1
R 6 PRSI 25 5 | € A TR 4 ok fo (o P o 5 =g, 4
CL A, U ™5 L% Rz JEk B g, B, Ry A4S 24
FUHRE AL B, JF B UG B A LB =

62

25 BTk AW AR HLA — B*1502 B PG I 2%
RELBRIH T e PRI T 7 S BT, 25 AR R
BN B VTAG , HAT 5 9 i PR O S 7R 4 i i PR A

VB RIA YT OSURE A R R A R R AR A Lk

YL 2 AT HLA — B¥1502 358 Z2 25 PEAG I, LA Ny

e PR 22 4 25 S A B AR o [N, I S0 2 v s 4

Sep) RAEA R, IR AR H R AR B
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