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HBeAg FHM: 12 £ T % 2 & B e 1R i \HLA-DQA1
HH Z 5 & Peg-IFNa 387 I 25 i) A S 1

dAA P XOBH B i 2R 4%

WE BHr MEFTENEARRS HBeAg Falti ik LA A X (chronic hepatitis B, CHB) &% R ¢
ZEBEFHA o (Peg-IFNa) %77 R ABRA R G @it /R (HLA)DQA1 A 3 ABe LR KT P ERARA
FETFHRELFEAFUMER, FiE KEFT Peg-IFNa 657 49 120 #) HBeAg Mt CHB &% ¥4, @it
Ry EPIZPEARRER)GE A R R4 (59 4)) F=3E 1 & e (61 #)), ™3 )R Peg-IFNa-2b
(1.0 pg/kg #h %) &K Peg-IFNa2a (180 ng) K FEH,FA1 k; 6 MABKFRLERL(CR) R4 R
B (PR) ¥ FI BT 4387 AR, A 697 B4 F TR Fr4, RARESBMAR LI 4 7135 4% (PCR-
SSP) #il HLA-DQA1 A H A, W RR B A L EFZ KRR LA ;A A AR A RMEY 27, GR =
R4k R £ 7 CHB &% Peg-IFNa 7877 A/ 25, B R HA 2% [61.0% (36/59) ] A RAK T 3E 1 &
JR[78.7%(48/61) ], £F H it &N (P <0.05), CR &% HLA-DQA1 * 0501 %1% % B 47 % 4
14.8% (8/54) , P A& F £ 5 4 (NR) & % # 30.6% (22/72) ; HLA-DQA1 = 0601 % 1= 2 B 7 % 4
18.5% (10/54) M % F NR % %% 5.6% (4/72), 2 74 A%t 3 &L (P <0.05), M &K &EH HLA-
DQA1 #0301 {5k B4 % [2. 5% (3/118) J4& T 3E M it & %[9. 8% (12/122) ], 7 HLA-DQA1 * 0501
S A FIRE[33.9% (40/118) | & TAEM E R4 2 H[18.9% (23/122) |, ZF A A LT FEXL(P <
0.05) A2k EJE £ F L4 FEL (P, >0.05), &t + EARAF HLA-DQA1 A K % 5% % HBeAg
fat CHB % 4% x+ Peg-IFNa #9 5 25, B & 4K it = HLA-DQA1 = 0501 B B B R A F 5 24 {2 i % A A 4%
A

KR A BFWAT K HBeAg Fadk; b BARR; A ;ARG @i R AX G @ieii/z-DOAT; A
HEAM;RL_BFHKE
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ABSTRACT Objective To observe the correlation between constitution of yin deficiency syn-
drome (YDS) and polymorphism of HLA-DQA1/treatment response of Peg-IFNa therapy in HBeAg posi-
tive chronic hepatitis B (CHB ) patients, and to explore constitution of Chinese medicine (CM) in re-
sponse of interferon therapy. Methods Totally 120 HBeAg positive CHB patients who were treated with
Peg-IFNa were enrolled, and assigned to YDS group (59 cases) and non-YDS group (61 cases) accord-
ing to classification of CM constitutions. All patients were subcutaneously injected with Peg-IFNa-2b (1.0
ng/kg body weight) or Peg-IFNa2a (180 wg), once per week. Effective efficacy was primarily judged
when complete response (CR) or partial response (PR) was obtained at month 6. Those with CR or PR
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completed 1 year therapeutic course. HLA-DQA1 gene types were detected by polymerase chain reaction
sequence specific primers (PCR-SSP). The distribution difference of CM constitutions in patients with CR
or PR and their inter-group HLA-DQA1 allele frequency were compared. Results
sponses of Peg-IFNa were observed in CHB patients of two different CM constitutions. The ratio of CR +
PR was 61.0% (36/59) in YDS group, obviously lower than that in NYDS group [78.7% (4861), P <
0.05]. Patients with CR had a lower allele frequency of HLA-DQA1 * 0501 than those with no-response
[14.8% (8/54) vs.30.6% (22/72) ] with statistical difference (P <0.05). Patients with CR had a higher
allele frequency of HLA - DQA1 « 0601 than those with no-response [185% (10/54) vs.56% (4/72) ] with
statistical difference (P <0.05). The allele frequency of HLA-DQA1 = 0301 was lower in YDS group than in
non-YDS group [2.5% (3/118) vs 9.8% (12/122) ] with statistical difference (P <0.05). The allele fre-
quency of HLA-DQA1 = 0501 was higher in YDS group than in non-YDS group [33.9% (40/118) vs
18.9% (23/M122) ] with statistical difference (P <0.05). Yet statistical significance was lost after adjust-
ment (P, >0. 05 for both). Conclusions Both constitutions of CM and HLA-DQA1 gene polymorphism af-
fect HBeAg positive CHB patients’ response to Peg-INFa. Constitutions of YDS and HLA-DQA1 * 0501

Different treatment re-

was not favorable to response, their association needed to be further studied.
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PIRZ ZBE TR a(Peg-IFNa) AR T
WE T REAIFEAN NS SIREEN 2, R
—E K i HBsAQ FH &% 55 41 o5, & TG 28 2 E 11
HBeAg FHM: 12 1 £ BT %8 ( chronic hepatitis B,
CHB) 4ERR B E Himd Rt r e k> . HHmER
RSP RORBEAR AN RN 2, T il By 285 22 53 T 1 i It
LU 07 I R B T 7 S A
AR X BE AR S R (HBV) 18 1R R 25 )
KRAMFRIIWEFE R, rf B 287 ) 32 18 1 HBV
JE 1 R s B E J A 5 09, S5 LA A4
JaBTE (HLA ) -DQA1 JEH AR 1 S e i 1y L 2
SR —E AR OC, o 1B i 512 1 HBV &y
B2 RIG IR 54 ¢, 7+ 5 HLA-DQA1 * 0501
SESLRIATAE S S {H A EA A P B T £
JEWLEE IFN N2 25 S i . B 1A o3 2 45 52
CHB B 1 IFN JA77 B A B2 s R UE S . Rk, 78
H TAE AL b, AF %k #: HLA-DQA1 FEHAE R
wAARC, LR R 5 E [ 2 2 HBeAg [H % CHB
B Peg-IFNa 797 N2 19 22 57 ) 5 HLA-DQA1
FEIR 225 1) (4 S K , 448 3+F B R 14 J5 4 Peg-IFNa i
J7 CHB A2 W A (B0 e L350 43 40 A= W 2 il
4 CHB B3 I TR MBI 3R AR 2 4l

BRERHE

1 ZWikrifE  CHB 2R 2005 4E(18 12
ﬂﬂ?%%iﬁ?ﬁf‘ﬂwifﬁiﬁiﬁo R AR TS I o
(RN R Ve

2 A SHEBRRE  ASRE AT IR 2 W
HERI R (4EIE =18 %) CHB M IUK; 25 % IFN
PUR R IR YT ST S S R 2 B HERRARE: (1)
BIFA O B IR AR G S I A S e S A &
K pis B (2) iR FL I 104 (3) B4l 4125k
G AN R L 5 (4) HBeAg B
PE CHB FIZE S5 [ " | ot YR ¥ T 5 M A Joi 28 7Y
S VBT i PR R B S HBeAg FHPE CHB i3,

3 R 120 13k 2010 456 H—2013 4
12 AT PR BB Be ) I 11245 Peg-IFNa $U7H
FAITH) HBeAg FHME CHB B, Irfs B AR IR
LE1E HBV JEGe (HEIp R S AR —300) i 19 ~46 4/,
F34(32.87 £6.55) &, Hrh B 1483 4], 4l 19 ~42 %7,
F(32.63 £5.38) %, Lok 37 1], 4E#Y 19 ~46 27, F-Hy
(33.18 +7.84) % ; 34 HBV DNA (7.23 +1.08)
Log,, IU/mML,ALT (246 +184)IU/L., ¥ 5 HErHIFEA
HEO M R AR HE i 2H . e BRI R 59 ],
T 39 B, Lk 20 B, ik 21 ~46 %, F-45(33.31 =
6.68) % ; LBk UL 61 1], Bk 44 ], Lok 17 1,4
W19 ~45 % F-1(32.44 +6.45) % FALME ] AFIS HE
B, ERIgEE L (P>0.05),

4  RFEEARIPER Koy 4 W BRI R B AR
FIE H LRI O BHURRAE | R T[] B % A0 IR 3
REJI5 5 DT T LR G HIWr, W kSt 3 D F iR
2 L HRARBIE 58 A G2 430 A 572 8 ) B E L A A B
L 2 551 S5 D B 5 i D) il S e e AR S 2 AU 1 B
A DRI B i 3 DRABTZ 1 58 N B R AT B, s 5
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J& FH TR,

5 WIYHE A BRFEHYN Peg-IFNa-2b
1.0 ng/kg AT 5 Peg-IFNa-2a 180 pg &% ik, 4
JA 1 W 6 A A EWIE WAL, A WA e 1 AR
JrRE . TRITET A A B REAGI U RE s Va T R
B4 JE KN ITShRE, A 12 K Z i = & HBV
DNA K HUARBR I AE PR H L OS5 . 7 FE 45 A )
WA TR (1) 58 2% (CR) : 51 #l HBeAg
ML 5% 4, HBV DNA % E, I REIE %5 (2) #4
N (PR) : #5 HBV DNA S [, JF DI REIE &, {H K
M HBeAg IMLf*- 54 ; (3) L% (NR) : 5Kk 5
IRbRUE. B ROE CRIRIT AR 3k 1% CR B PR,
BITARCE (%) = (CR +PR) 105514 x100% .

6 MRAUE  FTHE A HE FKCR M 10 mL,
5 mLAT/E LG, AT HBV it B AT Sh e A ;
% 5 mL EDTA $ilt - 70 CIRAE4 10, #E4T DNA 12
(i 22 B A RHCA R A 7)) A HLA-DQA1 5k
PRI 2

7 HLA-DQA1 JLHAIGI 2 S 3CHk(8 ],
Wit 11 xR 51 Y ( BB AR A RA
a]) N PR ST |9 - G lE 5207 (polymer-
ase chain reaction sequence specific primer,
PCR-SSP) Jy k%5 HLA-DQA1 JL[H Y

8 Sl ik K SPSS 13.0 Sit2#i it
PEATEE Mo AL TAAR R LR F x 2 K, it P
{ii.OR {H ) 95% CI . L) Bonferroni 8 1E P {&
(Pc , P {li7fek HLA-DQA1 SZBra: H 25 for Ji PR 4 i)
) <0.05 hESFAGIFE L,

& 5

1 JRITNENESL JRIT AT, 27 fEE B

CR,57 | PR,36 il NR., CR ¥l PR &3 ALT

HEHEET NR B# (P <0.05) , ARGYTF RV H
FVER AERS B HBV DNA {H FL#, £ B 825

Y (P>0.05),

2 BAREANAEA AR CHB 67 DA% I
Fbds BHHER 4 CR 11 i, PR 25 fi]; JE FA K i 41
CR 16 fil, PR 32 fil, B M it 4136 97 A A F N
61.0% , Bl B AR FAEBI B R 4L 78. 7% , 2 R A 51t
27 Y (x?=4.460, P=0.035),

3 HMEMAEB AR CHB % HLA-DQA1 %
PR A AR L (£ 1) BB R HLA-
DQA1 #0301 S5 HE A, 2. 5% , B BAR TR k&
21 9.8% (OR =0.239,95% CI =0.07 -0.87, P =
0.020, P, >0.05), BHME T HLA-DQA1 * 0501
SENHERII RN 33.9% , BH i = T 3F B R T AR
18.9% (OR =2.207,95% Cl =1.22 -3.99, P =
0.008, P, >0.05) .

4 CR M NR % HLA-DQA1 25 {3 KPR 43 A5 45
LI (F2) CR HE#E HLA-DQA1 #0501 ik H
14.8% , It F NR 411 30.6% (OR =0.395,
95% Cl=0.16 -0.98, P =0.04, P_>0.05)., CR
3 HLA-DQA1 * 0601 iK% 4 18.5% , B & & T
NR £ %1 5.6% (OR =3.864,95%CI =1.14 -
13.09, P =0.022, P, >0.05) .

5 PR } NR £ HLA-DQA1 &5 3 PRl 43 A7 it
I (£ 3.4) PR 5 NR BH &AL AR L
B, EZFHLGEIFEL(P>0.05), &4 CR
20N PR 41 ,NR w25 % HLA-DQA1 S5 JE [ 43
M2 FIN TG X (P >0.05)

i

AHFGE & B, o AR R HLA-DQA JEH £ 35
PE14 5 HBeAg BHYE CHB H # %} Peg-IFNa HYIG YT
N O, Hod B R AR A B 2, HLA-DQAT =
0501 AF|F1fi HLA-DQA1 #0601 F|F CR, [ i 4
JHREHIXS £ 0L HLA-DQA1 * 0501 25 JE A, 1iij /0
UL HLA-DQA1 %0301 &5 5L,

£1  BEFAAEBA R CHB % HLA-DQA1 M BEF AR LB [ (%) ]

HLA-DQA1 P4l (n =118) AR (n =122) XM P OR 95%CI
%0101 7(5.9) 9(7.4) 0.201 0.654 0.792 0.29-2.20
%0102 11(9.3) 13(10.7) 0.119 0.731 0.862 0.37 -2.01
%0103 20(18.5) 23(18.5) 0.004 0.948 0.978 0.50 -1.90
%0104 7(5.9) 6(4.9) 0.120 0.729 1.219 0.40 -3.74
%0201 17(14.4) 22(18.0) 0.579 0.447 0.765 0.38-1.53
%0301 3(2.5) 12(9.8) 5.446 0.020 0.239 0.07 -0.87
#0401 1(0.8) 2(1.6) F 1.000 0.513 0.05-5.73
#0501 40(33.9) 23(18.9) 7.014 0.008 2.207 1.22 <3.99
%0601 12(10.2) 12(9.8) 0.007 0.931 1.038 0.45-2.41
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£ 2 CR M NR E#H HLA-DQA1 A BER i i i [ 1(%) ]

HLA-DQA1 CR #¥(n =54) NR % (n =72) Y2 {H P {f OR 95%ClI
#0101 4(7.4) 5(6.9) F 1.000 1.072 0.27 -4.20
#0102 6(11.1) 8(11.1) 0.000 1.000 1.000 0.33-3.07
%0103 12(22.2) 5(6.9) 0.997 0.318 1.584 0.64 -3.93
* 0104 2(3.7) 4(5.6) F 0.700 0.654 0.12-3.71
#0201 8(14.8) 12(19.4) 0.079 0.778 0.870 0.33-2.30
#0301 3(5.6) 5(6.9) F 1.000 0.788 0.18 -3.45
0401 1(1.9) 1(1.4) F 1.000 1.340 0.08 -21.91
#0501 8(14.8) 22(30.6) 4.215 0.040 0.395 0.16 -0.98
#0601 10(18.5) 4(5.6) 5.250 0.022 3.864 1.14 -13.09

&3 PR ) NR#EH HLA-DQAT SEFEF A i [ 1M(%) |

HLA-DQA1 PR ##(n =114) NR % (n =72) X i PH OR 95%Cl
%0101 7(6.1) 5(6.9) F 1.000 0.877 0.27 -2.88
#0102 10(8.8) 8(11.1) 0.276 0.599 0.769 0.29-2.05
#0103 20(17.5) 11(15.3) 0.163 0.686 1.180 0.53 -2.63
0104 7(6.1) 4(5.6) F 1.000 1.112 0.31-3.94
#0201 19(16.7) 12(19.4) 0.200 0.655 0.833 0.38-1.85
#0301 7(6.1) 5(6.9) F 1.000 0.877 0.27 -2.88
0401 1(0.9) 1(1.4) F 1.000 0.628 0.04 -10.21
%0501 33(28.9) 22(30.6) 0.055 0.815 0.926 0.49-1.76
#0601 10(8.8) 4(5.6) 0.656 0.418 1.635 0.49 -5.42

F4 P (CR+PR) M NR % HLA-DQA1 A LR ABTCR LA [1M(%) ]

HLA-DQA1 R (n =168) NR ##%(n =72) Y21 P {# OR 95%CI
#0101 11(6.5) 5(6.9) F 1.000 0.939 0.31-2.81
#0102 16(9.5) 8(11.1) 0.141 0.707 0.842 0.34 -2.07
#0103 32(19.0) 11(15.3) 0.487 0.485 1.305 0.62-2.76
#0104 9(5.4) 4(5.6) F 1.000 0.962 0.29-3.23
#0201 27(16.1) 12(19.4) 0.013 0.909 0.957 0.46 -2.02
#0301 10(6.0) 5(6.9) F 0.775 0.848 0.28 -2.58
#0401 2(1.2) 1(1.4) F 1.000 0.855 0.08 -9.59
#0501 41(24.4) 22(30.6) 0.985 0.321 0.734 0.40-1.35
#0601 20(11.9) 4(5.6) 2.257 0.133 2.297 0.76 -6.98

W58 KB, IFNo fE 3% CHB 3% HLA-DR %4
PEST T35 HLA- T 856 A S 28— e B L5g
M IFNo 9730 . 475 HLA DQ.DR W X [
5% 5%, HLA-DRB1 * 04 .DQA1 * 0303 #i DQB1
%07 5 CHB & 1) IFNa JRYT JCR A 5%, 1 HLA--
DQA1 #0505 .HLA-DQA1 * 0303 HLA-DRB1 * 14
{5 T 42 3 IFNe B9 25070 BF 5% & 7R, HLA-
DQA1 #0501 & CHB [ 5 J&%3£ [ , 1fif HLA-DQA1
0301 HitEIEH , #2/8 HLA-DQA1 KL £ 24 1] kil
X P HBV g 5 5 20 HBV SR A ] Y

r“ R, IS ST IR RIEZE R A

ZER IR, CR 3 HLA-DQAT = 0501 #55 4i %
1’[5&? NR &3, 1 HLA-DQA1 * 0601 %‘ﬁ%;m? NR
B IR HLA-DQA1 SR £ 455 5 T Peg-IFNa i

BFESMIE . KIE Pe (H AR BG4 bR, 40
S/ NREAS A 6

RT3 Mt s, BH R 0 A 25 R I T AR
%U@Eﬂﬁ@#lﬁﬁﬁﬁ%%‘,?mxTEPEMS)ﬁI%%%T
Peg-IFNa W& 22 5 T i, 454 AR RE 4 BE A X F
TR 502k HBV JER GR35 A JF B B Fe AR % 051
FRIBIFSE 234 %) 4R XAl B 114 T 2F 4 A 7 % T RS2 B
HEURE TR RIBIT N ERE W E 2 — ., 5 EA
SR B /D> FLE B Lol o B AR 02 A
[ S 15 A FpiE— 2B B R

MRS HLA-DQAT JE R R S 1 19 23 s
WNF 25 5 AR B3 A X 2 0 HLA-DQA
0501 25 B, > I, HLA-DQA1 * 0301 %53 3L 1A,
X 5 A L2 BTG HBV SR 45 o B0 [ B 5% &5
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—38: 5y kK CHB 1 [ R 5t A A 5 Hh B0 AT &1 4
LB T HBV #7417 &% DQA1 * 0501 43 7 451 % 1
w o IS HLA-DQAT = 0501 25 {3 5L A i 5
Sk A 45 e A VRN ST T 3RS B A
0, T 34 HLA-DQA1 =+ 0501 2 305 A FE BH K& 14
JE 434125 Feh, T REJE R R TR R A
Y7 N BN T — R

2: b, P EE AR B HLA-DQA1 35 R 22 25 M 5%
HBeAg fHE: CHB & %I Peg-IFN« Y 1 2, BH K 4
JE AT HLA-DQA1 % 0501 3 PR FI T 1 2, {H H: (i) 56
Rig P I, fE N EZERNE ER R, P EAR
753 HrfE CHB T2 G 7 Hh iy 0 A0 B A R A
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