KON T IR IGTT HBeAgPH L
15 1% L TIRT 5 A 24 8 1 N2 TR

AN, I, 28, XA, AR, i A, RE (EER KRR R =8, Jbx
100015 )

WE: BH Wil B TIER (pegylated interferon, PegIlFN) a-2bjhJrHBeAgfH LM 2 BT 48
(chronic hepatitis B, CHB) 85248 [ N E 10U TR 2 . 735k [B1EE 734716445 PegIFNo-2b
18T HBeAgPH It CHB & 35 24 A IAH G Bkt . AR IR0 o0 A B HAN TR A A H . R4
CHB$%‘E’U\D$T'§7@\ FLBIR T R A S SR AR DL R IR IT 12 S 26 K AE LSRR 2 R 8
Tob 22 1) 52 B A il B VT A B L TR 48 b 1) IO A 1 S e FE o B — 240 A A [R T i A
KRBT A REE . B RE . AT FETNE S TNE. &R RPN EE 1646, H
HIECE B ALTH, TEEREH 1476, PHEEELHBY DNA, HBsAgHIHBeAg SR Ir % 7 i %
(P¥J< 0.05) . NEHEBEHIRIT12HHBeAgE EMHBsAgE BT EMNEH (PH<0.05) , NE
HEE1BIT 12 HBeAgE & 5 HBsAgE R ILLL T MK TN EH (PH<0.05) . JRIT12
HBeAg/KF LA B A3t 4R R Bk SR T 06 & B BHPE TN i i, 23 10R0.286.50.324 . JE28 K iRyT 12/
HBsAg/K- VX FEA M2 I B M TOME I =, ¥9°M0.986, 4538 PeglFNo-2bify T HBeAghH 4 CHB &34
24 R LI N10%, HEE KIRIT 5 12 HBsAgFIHBeAght T~ R A — & B il 08 -
KA JFk, R, 18BM RAOZTENATIER:, JRRARSEREDR: LBFRFRedRE

Response prediction in chronic hepatitis B patients with HBeAg positive treated with 24 weeks
pegylated interferon therapy

YANG Song, LI Yue, QUAN Min, WANG Xiao-mei, OU Wei-ni, XING Hui-chun, CHENG Jun (Division 3
of Center of Hepatology, Beijing Ditan Hospital, Capital Medical University, Beijing 100015, China)
Abstract: Objective To investigate the predictive factors in chronic hepatitis B (CHB) patients with HBeAg
positive treated with 24 weeks pegylated interferon a-2b (PeglFNa-2b) therapy. Methods Total of 164 CHB
patients with HBeAg positive who finished 24 weeks PeglFNa-2b threrapy were enrolled. Patients were
divided into combined response (CR) group and non-combined response (NCR) group. Baseline demographic
characteristics, virological and biochemical characteristics were compared between two groups. Dynamic
changes of HBsAg and HBeAg at 12 weeks were also compared. Receiver operating curve (ROC) were built
to evaluate the predicative efficiency of different characteristics and the best cut-off values. The sensitivity
(Se), specificity (Sp), Youden index (Y1), positive predictive value (PPV) and negative predictive value
(NPV) of different characteristics were furtherly evaluated . Results Total of 164 patients were divided into
CR group (17 ceses) and NCR group (n = 147). There are significant differences in baseline HBV DNA,
HBsAg and HBeAg between two groups (P << 0.05). Levels of HBeAg and HBsAg at 12 weeks in CR group
were significantly lower than those in NCR group (P << 0.05). Patients in CR group showed more significant
decrease in HBeAg and HBsAg at week 12 than those in NCR group (P < 0.05). HBeAg level (PPV = 0.286)
and decrease from baseline (PPV = 0.324) at 12 weeks showed the highest PPVs. Baseline (PPV = 0.986) and
HBsAg level (PPV = 0.986) at 12 weeks showed highest NPVs. Conclusions About 10% HBeAg positive
CHB may achieve response after 24 weeks PeglFNa-2b treatment. Baseline, HBsAg and HBeAg levels at 12

weeks showed predictive values in these patients.
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g BT %8 (chronic hepatitis B, CHB)
BITHIRBE PR EIRT, RO _BUTIE
(pegylated interferon, PegIFN) J&4HjCHBEE
PURTIRIT I — R 22— H Al E pNsME R i
PegIFNVA YT CHB & # FIT F2 5 A 14, X T4 i
HEVOE Y EKIT DB ERER . 5,
ISR A $2 7R HBsAg fIHBe A g45 $8 bR 7EPeglFN
PO B 1097 N & B A AR, (B
GRSz A, T PeglFNFIAS K I 8 K FHoAth Ji A,
i /D7) i R 5 48 B PegIFNYT A2 . H Bt
TITFEA L 48 ICHB i & H PegIFN UK 1A T
L1 O % B2 TR L v A 22 Lo BEAE: ) — T B
Ml TR, £t ATHE M PeglFNa-2bif T HBeAg
FH 1 CHB & 3 [l PR 7, k16445 5 R A
T PeglFNa-2b 1.5 pg / (kg i) JATr24)J8 3152455
Vi24R 77 5o B IX 4 BB PR B R T B
TE 10 DA B S TR R 25 04T 40 M, A EE AT I R B
PeglFNSL By FE 11K T-48 /8 (1 CHB & 34 197 R4 LA
JJG SRIRIT T R NE RS
1 BEREREE
1.1 AFg st & B BORRRIET —OiENL. X, £
fRuly . FTBEMEPeglFNa-2biA T HBeAgPH :CHB H
G ARBE T ORI EM 5 : NCT00536263)
B NHERRHE S 5 M 2 ek iz g3k 4 A3
H, 75K PeglFNo-2b 1.0 pg / (kg J&) 7724
Ji . PeglFNo-2b 1.5 pg / (kg-F) 1BI724E LK
PeglFNa-2b 1.5 ug / (kg J&) ¥y748J. ¥ F1164
% FiPeglFNa-2b 1.5 pg / (kg-J&) 97248 1) &
ENNAHF . BEWEFERIAERZR, XA
PegIFNo-2b 1.5 pg / (kg i) JRI7 248 31525565
24fH, VM PeglFNa-2b )T 25 224 .
1.2 AR5 7 ik AW FE Xt 1% 41 58 3 B8 1 gk AT (]
T, SIRACHE RS, MM (serum
response, SR) & X N{¥#j24H HBeAgl ¥ If
Pi-HBefHM:; g NE (virological response,
VR) & XUN1E2524HBV DNA < 2000 TU/ml. Hk
& Ri% (combined response, CR) & X N{E#j24
JAFEIN3RFSR 5 VR . MR B 2 IR CRKG
IINERENZA (CRAD HAEBCA& R Z 4 (NCR
) o AR NAY SRR A N A A R Sk A D
4ehr. HBVIEK RS, ALT. HBsAg. HBeAgh
HBV DNAZ AR 2 5. Bt DUl E 1
VRIT 12 HBsAg S HBeAg € & M A Fe 246 T [ 1

2R

1.3 =R Aem WEEEREL., WBIT128 . 245 L)
F A6V 24 (W S REAS, AF70T-80 “CUKAR M
Gi—HKlll . HBEHBsAgE B R ¥ K2 BiElecsys”
HBsAg 11 & & A &7 l; HBeAgiE &
K% K2 WiElecsys” HBeAg 11 5E il A Srdk AT 46
Jil. HBV DNA# & % i % [KCOBAS" AmpliPrep/
COBAS" TaqMan48 &1k 7 &; HBV DNAG T
FRA6 TU/ml. HBVHEK AR A INNO-LiPA £ PR %
A G AT R

1.4 it 3432 RiHSPSS 11.58% 4417 451t 4y
Fr. IfiiEHBV DNA. HBsAg. HBeAg&logh% i )m
BEAT M. TFEBRILL Y + s3RoN, PREARELL
BRI RS ATk 6 5 7 22 55 TEAR 36 45 5 K i o
5. I B Wilcoxon R AL o THEUEE R L ER
P B A 5 AH B K FH Pearson R 7 K 36 5 Yates = 7 #&
4. @i 2 E BRIE 4 (receiver operating
curve, ROC) LA RAR AR 17 25 T 18 JF 4%
M K28 4840 (Youden index, YD) i€ & fEIE
FE o 13— 28 2 B iZilis FHE X T T CR I R B RE
(sensitivity, Se) . FFFJ¥ (specificity, Sp)

YI. PHPETIMAE (positive predictive value, PPV)

MG (negative predictive value, NPV) .

PAP < 0.05 82 7 AH Giih 5 5 Lo

2 &

2.1 BFH ey —EL KR L640 B R, {54524
FBEVT 3176 (10.4%) HEIFMCR, Hp14741
(89.6%) HBEHIANCRA .. MNEH ST B HE
ZAKAGHR I LB W 1. WL R P aE e .
A, BMIAHBVE R M (1) 2 R L a5 X
(P¥J> 0.05) . HCRABFHLALTE ZH T
NCRZH (t=2.486, P =0.0139) , F#ZkHBsAg.

HBeAg X HBV DNA# &) & E K FNCRA (¢l
A RH2.331, 2.331, 3.195, PE45190.021,

0.021. 0.002) . W1,

2.2 7697128 £ HBsAg 5 HBeAgt gh A Ak HE—
A LU CRAH 5 NCRA 35 1697 12 HBsAg 55 HBeAg
ERAE MG RIL, CR412J8HBsAg5HBeAg
K RFMCTNCRA B (r=3.303, P=0.021;

t=4592, P <0.001) . CRAHAEIT12/HHBsAgS
HBeAg /K ¥ i3 = FNCRA (¢ =1.800, P =
0.0369; t=3.724, P=0.0003) . %2,

2.3 PegIFNa-2bJ4 77 24 ) ¢ b1 AT B & 541 HLCR



H 5 NCRA [ A7 75 2. 2 2 5 138 b5 7 Al 22 HIROC
mzk, VRO AHSCTR bR TCREY TN AE . V89T
12/ HBe Ag/K-F-% T CRI HLM M B B K (AUC =
0.813) o WM R YUERUG FHE, FFAHR. 2> BT %
I FHE AT CRFM ASe. Sp. YI. PPV NPV,
YBIT 12 E HBe Ag/K ¥ J 35 3t 28 71 P06 - CR I FH 4
TRAE B mr, 4> N0.28650.324, L2k K aTT 12
JAHBsAg/K -4 T-CRIGNPV &5, #1°40.986. I
3.
3 g

PeglFN/Z 4 HCHBIAIT I — 4z —. Hil
N ANCHBAH IG5 B $5 HEFEPegIFNYT F2 2220 948

. 25
RN BFEIGIRSE R, 5 BURE BT SR R
T SE AT FEIRTT » FHIT FEPegIFNIRIT BN &
15 1 DA 87 225 Tl R 25408 v A 22 WL, B 3 4
BE N T EERT T RNEREE &
M. AHFFE 4T T 16445 PeglFNa-2bi5 724 & 1)
HBeAgPHPE B E BB, 45 R I10.4%1) &
FH A HRAFE 224 FICR, X T IX &4 5 3t g 5L 1A
TR, XFFEEiaIT T RER R —E & X

BEAE AF 7T $2 75 PegIFN VA 7 CHB I 3 28 F il [4]
HAFEHLHBsAg. HBeAg. ALT. HBV DNAF!
HB VI A B 25 hr >0 JLrh R SE B K e 22 412
~NHBsAg{EPegIFN#U I 7 W & B A 5 21 Fii

x 1 BE—MRIBERRELIEIRELR

s . EXTS R[] (%) ] HBVARA [#] (%) ]
(x*s, %) 7 4 B C HA
F AL (n=147) 27.52 £ 6.90 105 (71.43) 42 (28.57) 67 (45.58) 78 (53.06) 2 (1.36)
FLALE (n=17) 29.82 + 8.26 11 (64.71) 6 (35.29) 9 (52.94) 8 (47.06) 0 (0.00)
sit 218 t=1274 7 =0.087 £ =0277
Pih 0.278 0.768 0.599
205 BMI (7 +s, kgm®) ALT (% +s, UL) HBY DNI’?J /r(nl;)“’ logy, Hl?;gflé/fnli;’ HBeAg (¥ =5, log,, IU/ml)
FJL %L (n=147) 22.04 +3.32 173.93 £99.17 7.79 +£0.84 4.18 £ 0.60 2.50 £ 0.66
JE (n=17) 21.56 £2.77 237.73 £ 109.11 7.10 £ 0.87 3.83+0.44 2.07+0.86
gt 2Mh t=0.573 t=2.486 t=3.195 t=2.331 t=2.460
PE 0.567 0.014 0.002 0.021 0.015

WE: BMI: RERE: ALT: WRRZIEHHEE: HBsAg: BN RMERINHI: HBeAg: LU 257 e Hili

&2 AT 12 BBERXEREL

a5 B HBsAg HI}SAgﬁif&éﬁ T, B HBeAg IEBeAgﬁ'j;iEéi T
(x *s, log,,IU/ml) (x %5, log,,1U/ml) (x *s, log,,IU/ml) (x £s, log,,IU/ml)
T BB (n=147) 3.76 £0.78 -0.42 +0.64 1.61 +£1.20 -0.88 +£0.98
R (n=17) 3.11 £ 0.65 -0.72+0.74 0.23+0.89 -1.84+1.22
%itE1h t=3.303 t=1.800 t=4.592 t=3.724
P 0.0012 0.0369 < 0.001 0.0003

iE: HBsAg: R SUWRERIIHUR; HBeAg: LA R e 1

J5

% 3 WXIERX TG ME RPN &

Foml 464w AUC 16 F A8 RAE SRR EOLE iR e FeLPE TR A AP T {E
JREALT (U/L) 0.679 200.004 0.706 0.706 0.411 0.218 0.958
# %&HBV DNA (log,, [U/ml) 0.720 7.489 0.706 0.708 0.413 0.218 0.954
#ZHBsAg (log,, [U/ml) 0.703 4366 0.941 0.476 0.417 0.172 0.986
12 HBsAg ( log,, IU/ml) 0.756 3.984 0.941 0.483 0.424 0.174 0.986
128 HBsAgéi S 4, F 4 0.651 -0.234 0.824 0.490 0.313 0.157 0.960
A #%&HBeAg (log,, IU/ml) 0.670 2.819 0.941 0.435 0.377 0.162 0.985
128 HBeAg (log,, IU/ml) 0.813 0.613 0.824 0.762 0.585 0.286 0.974
128 HBeAgiz Jh & T 14 0.730 -1.973 0.647 0.844 0.491 0.324 0.954
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Wrfe, T E A BT K B BRHBsAgsl, HBeAgfEJk
25 TR 7 I AR AR I AR A TR B ) T 1
U2 7k {25 E PegIFNa-2a34 7 CHB & 3 [ i f4
fath, 24/ HBeAgH) T FEFE T BE A48 7 2 1)
T abr. [FRE, AT LR EPeglFNo-2biG )T
CHBHEFH L FEr, 24 HBeAgh) T BFFEE Al i
W48 JE %, I HA$HBsAg 5 HBe Ak A 18 F ] fi
H R LA B TAEY . HBeAg AU AEIFNSL
RN E A TIOME, EZE (R KuUiasr
IR FREA AN B . 1E) S PR i HBe Ag )
AT BT R B R IR B R R LS
M. AW e T HBeAgdk £ K 697 125K
SFECRA SNCRAFFERZEEZE R, VAR
HBeAgx T & RFCR A TN E . AT 523k
— B IHIIROCHIAUCHIH T ¥4 77 12 I HBeAg/K “F- 5%t
FCRGTMANE A (AUC = 0.813) , HEEAEE
AR DA 725 R AL . 3 HTHBeAght T [ CHB &
T B R PUREE S E TR R, A4S S ECHB
BAARATR N E A XM, RIECHB & T
F LR 2 25 1 FHHB VY 2 24 713 5 BR 56 [ A7 AE %
R, HAMRECHBE R 2 T B4 LBy, Lt
MK, HBsAggmhdH:R B & L8, ARS8
HBsAg/E f 0 £ 2 L K T A1 T A,

IR E CHBY: B 4 i 1 PegIFNYATT 24 J& I HBsAg
SERAN> 20 000 [U/mI, #ii{% 1-PelFN aiiyr!. A
W9t 45 B W HELEHBsAg > 23227 1U/ml (4.366
log,, IU/ml) KiGJ712HHBsAg > 9838 1U/ml

(3.984 log,, IU/ml) X} FCRAEINPVHIX0.986. 2

NIRTT 24 3R15 CRIF B 38 75 IR B R HBsA g7k
PR IR U HBsAg R B AHF SRS M TR
[FFE bR T-CRIIPPV, L rRify7 12 A HBeAgii 3 2k
NP T CRIFEME TG 590.324 . T — B4k
A KEAERHRRIKE Z A 188, WHBsAg.
HBeAg. $i-HBcHiifk. IL-212640 8 AT 5miRNA
SR B v PHPE TIOAEL, O /D T A T AR
PeglFNVATT RIGFCRIA A NFF,

g5 TR, AEE TR 3BT T 1644 HBeAg
PH 4 CHB 8 2 B H PegIFNIA 7248 Y B2 5 dE, 45
FARIR24 H PegIFNVA T CRELIN10%, FLL ik
J7 12 FHBsAg/K X T CRA K ENPV, JEIT12/H
HBeA g 2k T B I 0 0 T CR B AT — & FH £ S0
M. THEVIRRE, AR R R — K CHB &
& N PegIFNARIT AN AR AT T R, AE6 T DR A
JE PR A RE 52 548 JE PegIFNYT AR 1 H 5, AKHIT 95 &5
AR BHRYT T RIS %
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(—) BAWE: (D BHBXHIEN, AR () ESRRSORESRH RS RHLS, REHE
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BSOS, HEE R SRR e, Egm R AR R OR S PR S . R L 44 PR B I TG R I T R O A R
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