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Relationship between HLLA-DRB alleles and primary biliary cirrhosis in patients living in northern China
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Ye-dong'" . CHENG Yun®?" (1. Third Department of Infectious Diseases, No. 302 Hospital of PLA,Beijing 100039, China; 2.
Department of Immunology, Beijing Institute of Infectious Diseases, Beijing 100039)

[ABSTRACT] Objective: To investigate the relationship between HLA-DRB alleles and primary biliary cirrhosis (PBC) in
patients living in northern China. Methods: The HLLA-DR genes of 40 PBC patients and 67 healthy controls were genotyped by
using DNA microarray technique. The subjects in the 2 groups were matchable in their ages and gender ratios. Results: The
frequency of HLA-DR7 was 50% in PBC patients, which was significantly higher than that of healthy controls (10.4%) (y*=
20.77,P=0.000,RR=28.57) and those reported in another 2 literatures (23.2%, [N=2342, P=0.000] and 29% , [N=255,
P=0.008]). The frequency of HLA-DR8 was 22. 5% in PBC patients, which was significantly higher than that of healthy
controls (7.5% ,[XZ =4.980,P=0.026,RR=23.60]) and those reported in the other 2 literatures (11.2% ., [N=2342, P=
0.038] and 10. 2%, [N=255, P=0.025]). Conclusion: It is suggested that the morbidity of PBC in northern Chinese citizens
is associated with HLA-DR7 and DR8. DR7 has not been reported in literatures outside China.
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HoAth DR FE P iyt B4 ¢, 245 DR12 . DR1,DR11,
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Tab 1 HLA-DRB allele frequency in
PBC patients and healthy controls

Frequency( %)

DRB allele PBC Control RR P value
(n=40) (n=267)

DRBL1. DR1 10.0 03.0 3.61 0.127
DR4 17.5 26.9 0.58 0.268

DR7 50.0 10. 4 8.57 0. 000

DR8 22.5 7.50 3.60 0.026

DR9 17.5 31.3 0. 47 0.115

DR10 2.50 03.0 0. 83 0. 883

DR11 22.5 9.00 2.95 0.051

DR12 15.0 35.8 0.32 0.020

DR13 2.50 09.0 0. 26 0.191

DR14 2.50 7.50 0.32 0. 280

DR15 25.0 20.9 1. 26 0.622

DR16 0. 00 06. 0 0. 00 0.115

DR17 2.50 11.9 0.19 0. 089

DR18 2.50 06. 0 0. 40 0.411

DRB3: * 01 10.0 16.4 0.57 0. 355
*02/03 40. 0 50. 7 0.65 0. 281

DRB4:. DR53 77.5 61.2 2.18 0. 082
DRB5: DR51 25.0 29.9 0.78 0. 589

®2 PBCEESNHMENPEILT
2R A\ B HLA-DR E & H I35 3 (% ) B b 8%
Tab 2 Frequencies( %) of HLA-DR alleles in
PBC patients and those reported in healthy

northern Chinese citizens

HLA- PBC Reference 12 P, Reference 13 Py

DRallele (n=40) (n=2342) value (n=255) value
DR1 10 6.4 0. 397 3.9 0.093
DR7 50 23.2 0. 000 29 0. 008
DRS 22.5 11.2 0.038 10. 2 0.025
DR9 17.5 28.9 0.126 24.7 0. 319

DR11 22.5 35.8 0.097 11.8 0.062

DR12 15 15.2 0.973 16. 4 0. 815

DR16 0 4.6 0.162 5.1 0. 144

DR17 2.5 5.2 0. 447 8.6 0.179

P.: PBC ws Reference 12; Py, : PBC ws Reference 13
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Kt 3 77, 5%, fm TR X AL 0 57. 7 % R (g R
XFREAH Y 41 % . F I8 F L& M T DR53 5 DR7 Z 1]
FEAE AT AR 7 B AN SF- 4 3 1 1T 9 9F DR53 il 5
PBC 5 A X,

PBC & 5y B A 5] 1 1 72 4% X5 PBC 1 95 XL A
RARAILE B A B R B . MHC 48 X F L
R B S N AT DR, MHC T KT 5
CD4 " WY T 4H A fo i 25 VI AH O L i 45 i3 72 PBC iR
R 05 0 A ) R R e A L CDA T ) T
g E= L I AE R EME A
HLA-DR 43 F i 528 2351 Wt xt PBC 9 MHC
11 25 5 B S R s BT I 43 1 L A B B0 0 5 1 ik B2 &%
o7 240 B4 AR B A FH G 2R R 0k — 2B B 5 L A AT S B
I B PBC & 3 IR 5 493 i HL AR ML . ko0 AN H i
152 kLR L PBC & 5L 8 5 B vl fe OF AN e 7
B — LR TR AR T 22 A R DR O A B L R
A B AR AE B R S L B0 HLA SR IJE R 2 FOE
(A B0 55 L R 5 B0 3 R A T — o 8K F £l
ARZS HE % HLA 5 PBC KBERYBTST , n] ik — 2
T HLA % 850 H b 35 E IE i 80w 3L,

T ARG 55 PBC B E AL 40 1, H A 55 45
WA A TF T HE— 25 3 KA I A A B0 ok E A7 300
SZ X PBC &y B3 Y i — 20 98 W1 A PBC K
PR 2 A ST AT T JE Al I S 908 0 T 32 W 0 T 97 4
e B,

[Z % x #K]

[1] Jones DEJ,Watt FE, Metcalf JV, et al. Familial primary bili-
ary cirrhosis reassessed: a geographically based population
study[J]. J Hepatol,1999,30:402-407.

[2] Tsuji K, Watanabe Y, Van de Water J,et al. Familial primary bili-
ary cirrhosis in Hiroshima[J]. J Autoimmun,1999,13:171-178.

[3] Manns MP,Bremm A, Schneider PM, et al. HLA Drw8 and

complement C4 deficiency as risk factors in primary biliary cir-
rhosis[ J]. Gastroenterology,1991,101:1367-1373.

[4] Morling N,Dalhoff K, Fugger L, et al. DNA polymorphism of
HLA class Il genes in primary biliary cirrhosis[J]. Immuno-
genetics, 1992,35:112-116.

[5] Stone J,Wade JA, Cauch-Dudek K, et al. Human leukocyte
antigen class ]| associations in serum antimitochomdrial anti-
bodies (AMA)-positive and AMA-negative primary biliary cir-
rhosis[J]. ] Hepatol, 2002,36;:8-13.

[6] MullarkeyME, Stevens AM, McDonnell WM, et al. Human
leukocyte antigen class [ alleles in Caucasian women with pri-
mary biliary cirrhosis[ J]. Tissue Antigens, 2005,65;199-205.

[7] Donaldson PT,Baragiotta A, Heneghan MA., et al. HLA class
Il alleles, genotypes, haplotypes, and amino acids in primary
biliary cirrhosis; a large-scale study[J]. Hepatology., 2006,
44.667-674.

[8] Onishi S,Sakamaki T, Maeda T, et al. DNA typing of HLA
class [l genes; DRBI % 0803 increases the susceptibility of Jap-
anese to primary biliary cirrhosis[J]. J Hepatol, 1994, 21.
1053-1060.

[9] /A b |, Jr e =, 5. J5 & PRI T 8 4k 15 HLA-
DRBI1.DQBI 453 2 P i A 3¢ 5 WF 52 [T 1.+ 48 JiF M % 2% A
2004,12.436.

[1o] Xz, & we, ke BE, &5, J5 & M IR v T8 4k 55 HLA-
DRBI 45 5 A DG VE 73 [T . 58 42 B R 24 2 ik, 2004,
25:1292-1294.

[11] Heathcote EJ. Management of primary biliary cirrhosis[]].
Hepatology, 2000,31:1005-1013.

[12] #&EME BAE IDEXR EH. HLA 20 T HEW 5 KGR
CMI. Kb 8 pi B R 2 A, 1998 240,

(137 B 3¢, 30 30, A Sz BE, 4F. oF E Jk J7 W% AN HLA-DR 1)
DNA 73 BI[T]. ARl A A G e 2 2 35, 199313 : 43-45.

[14] Invernizzi P, Battezzati PM, Crosignani A, et al. Peculiar
HLA polymorphisms in Italian patients with primary biliary
cirrhosis[J]. J Hepatol,2003,38:401-406.

[15] Shimoda S.Van de Water J, Ansari A, et al. Identification and
precursor frequency analysis of a common T cell epitope motif
in mitochondrial autoantigens in primary biliary cirrhosis[J]. J
Clin Invest,1998,102. 1831-1840.

[16] Van de Water J, Ansari A, Desumer V], et al. Expression of
MHC products by normal and abnormal bile duct epithelium
[J]. J Hepatol,1987,3:310-317.

[KFsEH] 2006-10-24

[AxgmE] MWHEdt

[(EEBH] 2006-11-30



