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Abstract

AIM: To assess the association between the leu-
kocyte antigen (HLA)-DRB1 gene and clinical
outcome of Tibetan patients with hepatitis B in
Qinghai.

METHODS: Polymerase chain reaction-
sequence specific primer (PCR-SSP) method
was used to determine the frequencies of HLA-
DRB1*3/7/12/13/15 alleles in 30 patients with
hepatitis B virus (HBV)-associated cirrhosis, 55
patients with hepatitis B and 15 healthy controls
from Qinghai Province, China.
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RESULTS: The frequency of HLA-DRB1*12 dif-
fered significantly among the three groups of
subjects (P < 0.05), while the frequencies of the
other alleles showed no significant differences
among the three groups (all P > 0.05). The fre-
quency of HLA-DRB1*12 allele was significantly
higher in patients with HBV-associated cirrho-
sis B and those with hepatitis B than in healthy
controls (GF = 90%, 98.2%; RR = 13.5, 14; both P
< 0.05), but showed no significant difference be-
tween patients with HBV-associated cirrhosis B
and those with hepatitis B (P > 0.05).

CONCLUSION: The HLA-DRB1*12 allele may
be associated with susceptibility to hepatitis B
in the Tibetan population in Qinghai and may
correlate with the development of cirrhosis in
patients with HBV infection.
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1B H (B SSHIIRME TR £ & (C)
Fo 15 % 4 B thAe & (A20) 3 ATHLA-DRB1
B AL & a9 ], SF B AT, AT IRHLA-
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LER: SSALRALE P RAHLA-DRB1*12 £
FRF, BARITFEL, AL RE S E
FARRH; MAFHLA-DRB1*12 32 A6 7
Wb, B SR & 4 90%, 5 AZE(6.7%)4R
Yo 2 Z M3 (P<0.0125, RR = 13.5); CZ A R
IR FE H98.2%, 5ALA(6.7%)48k B E I G
(P<0.0125, RR = 14); 5B41(98.2%)48 1, £ 7
R R (P>0.0125).
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LU 980 S 48993 5 (hepatitis B virus,
HB V)G 5| A1, 7 5 Hh g b AATT ) 5.
ANFARIERHBV G H A 0 &AM, BS54
TR 98 FE R A 0%, AH = SR T AR 1 iz
SONARBE. 1 AN E 41 Pt )5 (human leukocyte
antigen, HLA)JE M4 3 G e V25 e ) IF) B 2L
WAL R AR RI I R 2 R 98 S
T BAT KGR AR ), HAT 38 4% 5y S PR AIE.
WATSURHL A-DRB1 I IT OV 28 Ji FF, {H0 5
T NBERF ST AT 5 s R 2 R B
PERF R 0 B IX, A 3R R i X R
JGRHB VG2 ) 2% w5 B N1 7K(10%), H.
Ji DU MTHBVIE YL Z I BT I i 22 . Al
A 741 S PCR(PCR-SSP) [ 77, %}55
BB VIR G i3, 30658 £ AT 4% i il
e 5 S 15491 1E 0% B FJHL A-DR B 1S K]
HEAT XS BT, LA i A 40 a4t R DR B1JE [
2 A0S T IR HB VYL (1K) 305 (1K) A S

1 #ER0SE

11 AR ST g At e A e A 2 15461
S BEZH (A4, S 2 B 98 0 AL, 52530
91 0 AL AL (BAL), 184 LB R S8 55451
CHFAL(CHA), FRARE F A 5 VYN R B B Al
R M B e, 2 FEAIEFEAK 20004 7
LARUEREAT!. TagDNAZE 4. 10X PCR Buf-
fer(JtMg”*, 100 mmol/L Tris-HC1 pHS8.8, 25 C;
500 mmol/L KCI, 80mL/L Nonidet); MgCl,(25
mmol/L). dNTP(10 mmol/L). Marker. 6X
DNA Loading Dye(“:T); PCR™#4lifb [l ek
Fr(7E T SK1261); 10X TAE(400 mmol/L Tris-
acetate, 10 mmol/L EDTA, pHS8.0). PCRJ N4~
1%; DK-8D%Y Ft il KA, DY Y-8 s s A
HIVKAX; YXT-2850oAL; HO- 1R FL i Mg
BRG; B

1.2.1 ShAFARLE: IS A6 4h i 42 1S mL,
EDTABUEE, T--20 CAHEL IR AT
1.2.2 DNAZR I SR ORAF IR IR, 71 4 R
SK1261 45 B4/ TDNA 42 H).
1.2.3 314 # & 5280 H 5519 F W
WG Y L T AR, B3
S P AR, NS G )T 5 INC-F:
5-TGCCAAGTGGAGCACCCAA-3', NC-R: 5-
GCATCTTGCTCTGTGCAGAT-3', 41 Fi B¢ 796 bp.
1.2.4 PCR-SSPA&M: SEIG P RS U i) 4%25
uL RN ARZR: HIFHERB G F(10 umol/L)0.3 uL,
F LA G IHR(10 pmol/L)0.3 pL, NZIE51Y)
F(10 umol/L)0.3 pL, W Z 5| #R(10 umol/L)0.3
puL, dNTP(10 mmol/L)0.5 uL, Taq Buffer(10<)2.5
uL, MgCl,(25 mmol/L)2 pL, Tagl(5 U/uL)0.2
ul, H,O 18.1 uL. PCRJN 44 g FAR P il
95 °C 3 min, ZZMEIEL 94 C 30 s, B ki ES59 C
30 s, 21172 °C 60 s, B R LEM72 C 8 min, Wk
TEERIS UK. b e LA 10 BRORH 91) AR AT 5
1E. PCRZWIL1.5% I IE B HLUk, 150 V. 100
mA 20 minHLIK, 7B R RGEMEE.

Boit AR 1 H 34 N R K BH )
B, G0 ATSPSS 1150 341 F5ANFE R s HEA T
KA. XS 3L LR ST HARATR X C o
5, KgAK o = 0.05, 2 JrakiAT B3 1k 2 LN
R AT o BN T AL B, 567K o = 0.0125.

2 8

2.1 PCR-SSP#l AZ4{HLA-DRBIIEEL K57
RN BATESE R, BAL*03 47 i N BATE, #0747
RUBHPE L, * 1247 sCBH 2745, * 13457 i FH 2491,
*1SA7 A BHTE6, CZH*0347 25 BHE2451, *0747 45
BHAE4H, * 1247 si A BHE, * 1347 s BH 1k 7491,
#1547 55 FHPE 76, RIHHLA-DRB1*1247 25512
PE CTURFJR B AT EAb B DA G (B ).

2.2 HLA-DRBI1*124% & 6443 BAIILFSIE K
90%, 5 AZ(6.7%)H b 22 T & (P<0.0125,
RR = 13.5); CZHBERI % 498.2%, 5 AZ(6.7%)
AL &35 PETF 1 (P<0.0125, RR = 14.7); 1fiB
4(90%) 5 CH(98.2%) M, TREMER
(P>0.0125, 2).

3 e
HBVEG NS5 R I TCREIRAS T 2 R 5
RHPUREN A 12V ORI 58 . AL KT
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HAH, & SBBIEABHLA-DRB1TERNS & BT INGEIER 4 1901
*® 1 ZWENERSY L PR XA

BHERS Y L5 B3I KE(bp)
DRB1*03 TACTTCCATAACCAGGAGGAGA TGCAGTAGTTGTCCACCCG 151
DRB1*07 CCTGTGGCAGGGTAAGTATA CCCGTAGTTGTGTCTGCACAC 232
DRB1*12 AGTACTCTACGGGTGAGTGTT CACTGTGAAGCTCTCCACAG 248
DRB1*13 TACTTCCATAACCAGGAGAGA CCCGCTCTTCCAGGAT 130
DRB1*15 TCCTGTGGCAGCCTAAGAG CCGCGCCTGCTCCAGGAT 197

bp

T s S e — G S—

1 PCR-SSPHEMIER D BRI ARIRE. A: HLA-DRB1*12AZH9—150FEA; B: HLA-DRB1*12BZ11-8fIFEA; C: HLA—
DRB1*12CZH49-55FFEAS; D: DRB1*15AZH1 -8R A%, E: HLA— DRB1*15BZH1—8fFfF4A; F: HLA— DRB1*15CZH18—24/5
FEAS; G: HLA-DRB1*07CZH49-55(5F£4; H: HLA-DRB1*03CZH41—-48/5JEAS.

Jari. LA U A2 BTN S e I AR, T
N2 A0 M0 i 2 5 Wi 1 = e WY 25 e g 1)
Bt N . HLASAEAE 2480, 1 DRBI
ZAVER R A, MO S SR T D). Xt
HLA 5HBVIE X R ML T-201H 40 704F
R, 0FARKI AATIF Uy NI R KPS HLA 5
PRI A SCHE. INE MK F, ThurszZ5mF50 &30
HLA-DRB1*13025 X LU WP )L# A AXTHBV
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SRR AT SR, BRI N X 5 2 s
TH SR At ] 50 R X% 12 25 57 5 DR PRI 5 45 TR
— T P R IT T 6 % T IS, A
DRSPS P L X R IVHL A-DRB1*07 7] fig
JEITE FEME LR R Sy EEFEIN ;#5250
TR R XS LT B EH, RIMHLA-
DRBI1*07 1] G& 418 4 BT 5 1) 5 IR L IR, IF
(CE NG E2 T MIEE St A4 e S 18N

HLA-DRB1*12+
A RN
AT K AR,
F) B A T 8 2 3%
ABECRIT X3
JE B AR AL 8 X
BEAL G
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&R 2 HLA-DRB1*12 34R4B/E){ Ty D EEMRLESR

HLA-DRBI*12 PN() GF(%) = il

A/B B/C A/C A/B B/C A/C
A 1 6.70
BIE 97 90.00 13.50 0.88 1470  <0.0125 >0.0125 <0.0125
cA 54 98.20

PN: LHIIBIMELSROVBIEY, GF: ERIMEK; RR: ABNBHE.

JJHLA-DRB1*0301 7] §E & 12 11 £ 0 4 1) 2 Jk
FEH, Yang5 7T K SMHLA-DRB1*03 FIHLA-
DRBI1*07 1] §E 4y Bk 7 X D i NHB VIS [ 5
J&FEI, MHLA-DRB1*15 AR IER; B %=
SECURIE ] i b X P P 2 T R B 45 R R,
HLA-DRB1*1201 1] fig Ay i e i X £ R JH 48 i
(1) 5 JEIE IR 3xX SefF 535 i /RHLA-DRB1 5 £ Y
JH 98 B TS A AR K IR G R,

P 9 2 AR T PR A X DA K
W H S YIS, BN 2154177 42 AN (2000
). 1T R N 2 R T e R, H
FHXIBR A, 15 AP SRl e i /b, e 75 i 1 DX 5 I
NBERIER AT BE 25 B SRR, BATTEES AT
FE LI AT T SIS RIS 25, 6 5 T B 1 A
BE. HBVIERY . LMK 5 R AL 3%
WATHES, 45 I SRR st A HLA-
DRBI*122% 53 3%, HAG4m X, il
R s 22 e AN 2355 TN HLA-DRB1*12#) 9 4
ELfs, BZHIE R 190%, 5 AZH(6.7%)H EL 2
FVETTE(P<0.0125, RR = 13.5); CZILPSE Hy
98.2%, 15 AHUL(6.7%)HH Lb 5 2 Tt 51 (P<0.0125,
RR = 14); 1MC41(98.2%)5B4(90%)#H L, =5
AR (P>0.0125). HIATHENHLA-DRB1*12
AT RE A T I 2 DX ek e N T 2 2 IR E A, (] i
W NHE ST Ja AL 1) 2 L DR (R FCAthg
AL 55 R R B W i

BAVER X AL . B S CHL34H B 545
PR ATR X C o K5 & B, HLA-DRB1* 124 £
Yl N 57.565, P<0.05, 225t W%, AH G5
X, Tf*03(y” = 0.331). *07(x” = 2.929). *13(y’
= 1.569). *15(y° = LA14)IERIfr 25 22 AR
O SE AW, B 7P RS XY
T NP2 R T 6 5y I B i A+ S5 M
FEHTHLA-DRB S RAH ST 5547 BT X, 2 AT 3L
26 e JEU DR T R PR T U b DX e T S At
X, HoA R NBEAH L, B A SR
PUREYE; TR AT BE A T RATIREA T D, 1M
HL AKE R B W 25 I RR AR 2 AT I B 1) 2 25 1,

FL 2 25 PR 1) 2 3 Y 8 AN A B 9 N 2 IR AS ) e
R g R, AT A TAEY KR AR S
b, HE D e X% A BEHB VIR
HLA-DRB LA JCHE [ 5L A7 A5

B, AT 6 g X R A BFHBV
Y () TG 5 s R G B AH DG, JEHUHL A-
DRB1EE R 5N AH A b AT 20 B, RILHLA-
DRBI1* 1247 s 218 HAT W 5 2 e, b4 R o ik
— T MR HEEEHLA-DRB1 S K fEHB VI 4
S i R P R (A TR AL T SEER BEA, Tl
R NTEI B R S Z BB 98 )5 R4k
Ba At T B AR .
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