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Abstract

AIM: To investigate the association between
HLA-DRB1*08/16 alleles and familial aggrega-
tion of hepatocellular carcinoma (HCC) in a
high-incidence area in Guangxi, China.

METHODS: Two hundred subjects from families
which have had two or more than two patients
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with hepatocellular carcinoma (FHHC group)
and another 200 subjects from families which
have not had patients with any malignant tumor
(FNC group) were selected. Polymerase chain
reaction/sequence specific primer was used to
determine the frequencies of HLA-DRB1*08/16
alleles.

RESULTS: There was no statistical difference in
the frequency of HLA-DRB1*08 allele between
the FHCC group and the FNC group (6.0%
vs 5.5%, Xz = 0.046, P = 0.830). The frequency
of HLA-DRB1*08 allele did not significantly
increase with the increase in the number of
patients with HCC in the FHCC group (5.4%
vs 6.5%, xz = 0.120, P = 0.729). However, the
frequency of HLA-DRB1*16 allele in the FHHC
group was significantly higher than that in the
FNC group (24% vs 15.5%, xz =4.559, P = 0.033),
and the frequency of HLA-DRB1*16 allele rose
significantly with the increase in the number of
patients with HCC in the FHCC group (17.2% vs
29.9%, x* = 4.401, P = 0.036).

CONCLUSION: There may be a significant cor-
relation between HLA-DRB1*16 allele and fa-
milial aggregation of hepatocellular carcinoma.
However, HLA-DRB1*08 allele may not be as-
sociated with familial aggregation of hepatocel-
lular carcinoma.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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FEEARBRL ) B R AT @RI E
(hepatocellular carcinoma, HCC) K 7% & & 449

Fik: ) B SR X BT R B R & A
FARR I« TR R & 200460 18 4 BF 7
. BN RA BRI S
(polymerase chain reaction/sequence specific
primer, PCR-SSP)#% i #F % 3+ % P HLA-
DRBI1*08/165 12 A B 53R &, 54 5%
I S o R X I e Rk R R K A&

%R (HDHLA-DRBI1*085 15 4 B £ 1 % 3
KR AR LA W F(6.0%) B R A% R
200G HE A (5.5%) 2 b £ 5 B4t & L
(x* = 0.046, P = 0.830), mHLA-DRB1*16%
A AR B L T R & AR Ak 2835 A R (24%)
R & T KRR A (15.5%), ZAEAHE
BB HHAREEF(y = 4.559, P =
0.033); ()KL& & K Kk ¥ I & & H A4l
3, HLA-DRB1*08% 1% 2 [ 69 & A 90 & &,
Z3(5.4% vs 6.5%, x> = 0.120, P = 0.729),
HLA-DRB1*165- 45 3k B 89 £ 38 90 00 27+ 5
(17.2% vs 29.9%, * = 4.401, P = 0.036).

258 HLA-DRBI*087T 4k 5 ) AT /& Rk &
E R E X%, HLA-DRBI*167sc 5 )~ B AT
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AR SRR (E£5%) MR, A7 HHB-
sAEIRIL AHFATEIREE . AH R A TGS AF.
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HGH(RZ)

%5 CAGTGCCTTCCCAACCATTCCCTTA

SR80 432

Nis ATCCACTCACGGATTTCTGTTGTGTTTC

S

R4 [RIDNAJK S % 4 30-50 ng/uL, JE T--20 C
RIS UIHE P R A7

1.2.3 314894 % LLOlerup”s"”. Bunce®s!'3C
BRAE K IR THHLA-DR B1*08/16“5 0 FL 4 1)
s Y% — X GRD). st —xh AR
K7 5|#%)(human growth factor primer, HGH)
B R 2 BRI BTPCR WY Ak 2 A2 15 1685 . 4556
PEEEDR 5 190 e 5 e AR A KR 1 9 2 7518
A T A TR BR A A A .

1.2.4 PCRE AR R BB B &8 (1) R NAKR
4325 pL: TaKaRaA ] [f)Premix Taqff12.5 pL,
DNASEHCKH2 pL, HIFSER S FL 0.6
uLGREEI A 10 umol/L), WS KG9 . R
Wi $50.2 WL JES A 10 umol/L), ddH,0 8.9 uL.
(2) [ N 4 1A 194 °C 3 min—7E 194 C
30 s, B KHAMAREE K R Wk 1, GEAf72 °C 1
min(35AHH) —~ K IKAEAH72 °C 5 min.

1.2.5 PCR= #4742 ¥PCR™HIINT-3%5i I
BB AL, BIET0.5 X TBEW - HE T HLiK, {f
FHEEI BB R R 45 RIF EMarker gk iy
EL A1 A0 0 5 BH R 2= . oK BE R = % ik
AR TR B w AT I, W 25 5 5 0
NCBI GenBankAr 2 1 4H 3 5 Ky 51 3547 B x)
BLAST, HATEI£95%-99%, BE— L Fri 1
=4k H LR B
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HLA-DRB1*08FIHLA-DRBI*16EB3KE. A: HLA-DRB1*08, M: Marker; 1, 3, 5: 9FEMEIHar=4); 2, 4: BHMES-Hr=4);
6: BREERRMERTIE; 7: ARERHEERTIE; 8: ToNSIIBHEERSIE (214 bp); 9: TC HIELRIFINZ B (432 bp); B: HLA-DRB1*16, M:
Marker; 1, 3, 5: PHMGBEP=49); 2, 4: BEMED BEP~42; 6: ArfEBRMTIR; 7: AREBE:HIE; 8: TEN 2 RYFIMH B (137 bp); 9: TLH
HIEERIIINZS I (432 bp).

Bt AT RS SPSS16.0% K 34T 73 4.
X} B S5 DR (W R AR AT R B, &4l
Vi) S5 37 35 DR T A0 56 (1) 2 5 FH o P e, 5 B AR
HT<1B<T<SHE T EOC T ks 720 1/5 0%
HiFisherffi VAL P, B /K#Ea = 0.05.
I B SR P EE A EE(OR) S 95% ) AT 435 X 1]
(95%C KK R, P<0.05K Z 534 Geit 2 5 X

2 B8

2.1 HLA-DRBI1*08/16#4 ¥, i 25 & PCRJ M. [1] )it
P09 AR IR ARTERHPEXT IR TE 2
PR I G H BB 9 2 J(432 bp). Mark-
ertIDNA A B 4500, 400, 300, 200, 150.
100, 50 bpZH i 3t74545. 46 Marker &XPCRJX V.
F i, M0 2 HLA-DRB1*08/16FH 4™
Sy K SRS 4 ) (1 D).

2.2 HLA-DRBI1*08/1689 545 £ B | Chro-
masi A HEHLA-DRB1*08/163 ¥ 45 5 (&
2A. B), JEHH 5 NCBI GenBankii & 1) 4H N 5k
R 71T E A B LA STHA SE T 58 F By 5 4%
A HLA-DRB1*08/16Z5 4 55 A (4]2).

2.3 HLA-DRB1*08/16% 45 3k B /2 I 8% &5 &
T R R AL 6 3R R 5 A e B BT
REE A THLA-DRB1*08/16 3 P 4
I3 516.0%(12/200)F124%(48/200); G J# 5% ik
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Ja ) - 3 F BB AT,
3 A & A

J um A AN A

JUU (VAEL LA LY AF L1

2 HLA-DRB1*08FIHLA-DRBI*I6URBLER. A: HLA-DRB1*08; B: HLA-DRB1*16.

x| HLA-DRBT*08 HLA-DRBI*16
FHESRZHERER 12(6.0) 48(24.0)

B FIERR 11(5.5) 31(15.5)
1B 0.046 4.559

PE 0.830 0.033
OR(95%Cl) 1.097(0.472-2.547) 1.722(1.042-2.844)

B B PHL A-DRB1*08/16 3 P 45 2% 43 il b
5.5%(11/200) 15.5%(31/200); HLA-DRB1*08/16
FE L ) B RIS 1) 2 5.8%(23/400)
19.8%(79/400). Z:4t 1153 THLA-DRB1*08%5
7 DRI PP v A~ G SR B 3 201 1) 1) 93 AT
A L TC I B 22 )(R2), MIHLA-DRB1*16%%
7 DRI JPF9R v A~ G SR M B 3 201 1) 1) 3 AT
R LA 22 B AT Ge vk 24 38 30, T S G4 B
e TG A (R2).

2.4 HLA-DRBI1*08/165 42 % F 5 & X Rk &
AN 00 % A B T v R 58 F IR 4 5 e
SNBSS OB R KR
O S N B4 N, HLA-DRB1*08%5 (v ik
IR 2R A TG 22 5)(23). TTTHL A-DRB1*16%5
7 DT ) R AR A3 B A e R 7 v e R N
HG 0014 0 T BE N (3 4).

3 11e
HLAE & ie N2 SIS 5 stk R4,
T I X 3 JCLLHLA-DRBIAS A 36 K £
kb AR, FRNLA GBI T ofiTfE X 85K,
U5 G W8 e Rl Y. HATHLA- 1138
FEDR 5 3 A OGP LR ML AT 48, K25
2 U HL AL J5UR Pk T 40 g 6 S L1
AR AT i A2 T 3 5 0 L A 1 98 i S R, A i
144

kR £ 3
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Jeq FL A TR TR A 5 MR AL IR RE D SR SR, HLA-TT
KT 5AMAM LR 38, Prlade 20 e
FHLA-I-IKE G 5 CDA% 1 HAEME &
JECDA" T4 43 WA AN [ 1) 40 i DXl -0 Bt 2
M. CDS” TH M. NK4IAE. CTL(40MH
BEPET A0 ) 55 A FE 5% B IR 80, Dy e A (w472 il i
J6 A0 L 1 G B . A T SN IR ITH L A- 11 5
DRI FRAN A BT A 3 1) G VRSB RS RE 70 S A T
Jors WEE 2 MR R () B8 1 AN —FEIY, 5 I
KA R EE . Jook, WRE. Bk, A
[ (FTHL A~ 11 55 DS 28 S0 o n] SR H I8 S 5%
AR a5 I KR A C .

HLA- T 28R DN 5 50U 1 P40 i 2 TR R 0%
I L2 B N 22 B AT TR B RO, 1R
N2 EI-ChennawiZs! "WF 57 & BRHLA-DRB1*04
FIDQB1*0255 7 S PRI 7E 50191 JH 41 Mt Jif £ 3 41
(1 0% B ik v T S 049 1E 5 N R JRCZRL, B T A1
HLA-DRBI1*04FIDQB1*02 7] i K15 ke N1 5
J&FE[A; DonaldsonZ5" A\ yHLA-DRB1*1501.
DQAI1*0102. DPB1*0503 = A>%& {7 3 A &
HHs N ) L, TIDQA1*03.
DQBI1*0302. DPB1*0201 /& ABEMI TR BT
S BRI R R IHL A-
DRB1* 174547 3 PRI BRI (R 18 4 8 JHE 98 Rl 4 2
JH- 98 JFF A A 555 25 oy 7 Ay T A g ;. 25 X0

F kAR B
K%k R HLA-
DRB1*08/164%
B, AR
HLA-DRB1% 4%
AW ET B E
B KRR %
RAEFHER.
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HLA-DRB1*08

A = 1B% — 2 %
RIRPEBATEGIE  » TR P B PrE OR(95%Cl)
2-3 93 5(5.4) 88(94.6)

0.120 0.729 0.812(0.249-2.649)

=4 107 7(6.5) 100(93.5)

HLA-DRB1*16

KIEDEBATRERIE B ——— OR(95%CI
KRIEPBATEGIE » —" e ViE PE ( )
2-3 93 16(17.2) 77(82.8)

—4 g 4.401 0.036 0.487(0.247-0.960)

SR AP R IHLA-DRB1*07 /13
S FE DR AT RE AL 7 M X UK T S P
[5l, HLA-DRB1* 1455 (v K& R W] A 2y SRS DAL 46
2 TinZE P R BIHLA-DRB1*140101 7 fi§

TG IS £ 7R I 58 58 5 A Jee SO 1R 9 1 XL
B, Tt A e DX, HAE AR WS 00
FIRREIN G, AICEFET Ph m A L A HL A -
DRBI1*16. fLAi# S KIHLA-DRB1*083 1T f)f
FE, TR 5 I SR R A TR G R S 45
Y 7RHLA-DRB1*08/16.5 £ kA% 4 5.8%
19.8%, Mt — DI S H O AR H K o A5 FE I
HL A-DRB1*083 DA 7 8 e & S 06 i 03 41
ToIE G ) 53 AR 53 ) 4916.0% - 5.5%;
HL A-DRB1*163 K 7T JH- iy A S5 R 53 41 )%
oS 2% T S D3 AL ) 43 AT AR 53 3l i 24 % 15.5%;
LG5 HTHL A-DR B 1*0845% o7 45 PR 7E JH
F R~ TG SR R 28] (14 23 A7 A5 LG A TG
BZRHP = 0.830>0.05), MHLA-DRB1*16%:41
5 DRI JH- e vt R~ I 008 1 3 201 ] 1) 43 AT A3
R IR A Giih 2 L@ = 0.033<0.05), if
et AR T R D% 4 A v T G S I A 41(OR =
1.722, 95%CI: 1.042-2.844). B T i R S0 1k
SR I Ny R 2-3 B4 48 e LA
|41, HLA-DRB1*08%5 47 KL P (1) & TA 4 11 P
A5 94 5.4%. 6.5%, HLA-DRB1*162{7
SEDRAE b3l i 4 (1 Rk A 43 R 17.2%
29.9%. sMHTas R R R S T e R
NE 3N, HLA-DRB1*08445 A7 Jik P (1) ¢ 15 45
FLEZEMEP = 0.729>0.05), 1l HLA-DRB1*16%
A7 FE DS [ IR AR B W T = (P = 0.036<0.05, OR
=0.487, 95%CI: 0.247-0.960). LA_LHF7T 45 5L [H
# W], HLA-DRB1*08%5 (v KL K W] g 5 ) V4 -
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FIRBETLW B KR, MHLA-DRB1*16%(7 Jt
DA AT e L5 ) V8 e SR M R A A KK

PRI A A IR A HOMURE (0 RO M
¥, AWFSTIAHHLA-DRBL*16 7] fig 5 P4 T
i R %, MIHLA-DRB1*08 1] GE 5
O SR s SR SR AR M AH OGS IR AT B IR A A2
H B 7 RO R FEAE L, mIREJE 2 /M fik
IR R A B P ] BRAS BT AE T R 8 S SR
A7 A WTHL A-DRB125 A7 SE R4 R RE A =
BEAT RN IR SR

B BT EAE. FAAERRBEFL T
KA.
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