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Study on Efficacy of Adefovir dipivoxil in HBeAg — positive Chronic Hepatitis B Patients and its Correlation with Serum Levels of Tumor Nec-
rosis Factor o. ~ Gao Haibing ,Lin Minghua, Pan Chen, Lin Taijie,Zheng Ling, Yuan Jinjin,Fan Jiankai,Zhou Rui. Department of Hepa-
tology , Fuzhou Municipal Hospital of Infectious Diseases, The Affiliated Infectious Diseases Hospital of Fujian Medical University, Fujian
350025 , China

Abstract Objective To investigate the efficacy of Adefovir dipivoxil in HBeAg — positive chronic hepatitis B( CHB) patients and
study its correlation with serum levels of tumor necrosis factor a. Methods 203 HBeAg — positive CHB patients were recruited into the

study and were administered with ADV ( Minzhen) 10mg once daily for 48 weeks. The efficacy including HBV DNA negativity, alanine ami-
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notransferase ( ALT) normalization, HBeAg loss and seroconversion, and response at the treatment times of 24 and 48 weeks were ob-

served. The serum levels of TNF — « at baseline and week 48 were examined by enzyme linked immunosorbent assay. Results The rate of

HBV DNA negativity, ALT normalization, HBeAg loss and seroconversion, and response in patients at the treatment times of 24 and 48

weeks were 31.5% , 59.1% , 15.8% , 8.9% , 13.3% and 58.6% , 78.3% , 29.6% , 16.7% , 25.6% respectively. And meantime the

median reduction in serum HBV DNA loads was 3. 56log,, and 4. 35log,, copies/ml respectively. Furthermore the therapeutic effects at

week 48 were all considerably better than those at week 24 (P <0.05). There were lower serum levels of TNF — o at week 48 than before

treatment in different therapeutic effect groups,which had statistic difference (P <0.001). Conclusion ADV can effectively inhibit the cop-

y of HBV ,depress serum levels of TNF — « during the treatment times of 48 weeks in patients with HBeAg — positive chronic hepatitis B.

Key words Chronic hepatitis B;Adefovir dipivoxil; Tumor necrosis factor o ; Efficacy

1% PE HBV B L A5 02 4 Bk 0 3 TR R 8, B A4
SR F O 4 {4, B SE T HBV A SCH8 M 9 19
k50 5, Bl s 4 = 1 (adefovir dipivoxil, ADV)
I i I 2 R T A 45 B A S AT 24, H IR S AT AR
HRK A Ay B A A 5 10 % 4 U BE VR T, X HBV B 2
PRFNL K R i 24 748 S ik S 06 M, EL 2 M4, A
Sy BT 25, 18 1 2 B JIF % (chronic hepatitis B,
CHB) J& A e A5 o 3 09 e 28 M 45243 , o9 IR 9K
K+ o (tumor necrosis factor oo, TNF — o) fE N —Fp &
B RAEVEAME +, B ENRENRZ — £ 4
BRI T T — RAVRAE M5 R IFHR . 4
SCHt HBeAg BHM: 2 1 2 BT 48 35 ADV JR YT YT
BRI 5 MM TNF — o K224 19 ¢ R A— R0

BRI EHAE

L WFFERT 5 B $5 2007 ~ 2008 4F 7¢ 48 M T 4% Y 55 = B il
121 HBeAg fH M CHB (2 Wi 77 & 18 ¥ & BV R P ik 48
FE) ) B 203 iR BT AT 4, (1) A BE AR #E: HBsAg,
HBeAg HBcAb BHPEH: 42 6 A~ A LA 1= H HBsAb [ 1 ; 4E #% 18
~60 % ; HBV DNA #; & = 10° £ ll /2 J}; ALT =2 x ULN,
(2) HEBRARE : 2Pk QBRI 58 5 I 2 0 5 R I A s IR PR s &
FELG I RS I a8 A R M AR 105 5 6 0 e B B (HAV
HCV HDV \HEV .CMV \EBV HIV ) J H:fili /™ 5 %2 9 (™ 5 L
it B 95 R LG A, P TR B RO A ) s AETT 3 A H
FABURTE 25 s ATETT 6 A F P9 53R 7 01 1 452 32 9% 3 i 54
SV RIAIT s B0 B BT Rt B B e R
WG I YR R 2T B 1 < 100g/L, (4 40 M348 <3.5 x 10°/L,
/MR <70 x 10° /L,

2989 T F ADV VLR IE KR WS 25 Iy A BR 2 W) AR
77T A 44 O 44 TF (BT 4 A 5 1 i 28, it 5 - H20060666 ) , # 4%
 10mg x 14 %/, YL 10mg/d Bz, 97 B2 48 JA 1697
Vi) AN fof D o TG % S 2 91T 25400

3.MZRTH M EEL R YT 12,24 .36 .48 JA Y I T BE
HBV Il #4559 HBV DNA #& FDiEe SR & H i+ .

4. 97 3PP - LG HBV DNA %4 ALT &% HBeAg %% [}
PSQIIRE Y E I e W L RS B! e A2 N L R A= s 5
TS 25 T TG L 225 4 oK K 1) 58 4 25 R 43 18 2%

- 66 -

5. WA ADV AN R B I 3E 17 B0, 3
T AN R ) KB I HE B T LAAH N b 3

6. SCI T (1) B AL AR B B i 35 A i 0 kI : A 2 g SR
FH 2% &l Beckman CX9 ALX 14> [ 3l A= £k 43 B {3 S e 22 35
e, HBV i 35 b 2 99 78 4 R A ELISA A (3 70 &0 )& 1)
i AR TR W] 7 ), HBY — DNA 2 4 2R ] 52 B 28O0
i PCR KU (570 &5 A SR I DG I A= 1 4% &1 7= &, K 0T BR
500 $5 UL/ 22TV ) o BT R DU 34 7 A i R R U6 IH S i AT
fEo (2) M3 TNF - o ZKF BRI < SR FH B8 3 1) anthos /23 w] /Y
anthos2010 FF4RALHEAT ELISA U %2 528 K R 97 48 JEl i v TNF
—a KV, BRAETT R R LA A TR A R A A
TNF - o ELISA 35 &3 W 5 .

7. 532 U545 H SPSS 13. 0 B # AT S it 4. ANFYT
FEIR —IF 3 e B SR A xR, A — )7 RA YT AR TNF - «
TRV B HE R FHBE X ¢ K38y, P <0.05 22 A Gt 5 L,

& ES

L. B 58 X 4 0l PR IE 00 203 o) f 25 H, BB
71.4% (145/203) , L (5 28. 6% (58/203) , - Iy4F
% 31.5+9.6 % V-3 BMI 21.4 £2.3kg/m’ | JL £
¥ ALT 208.5 = 156. 1U/L HBV DNA # & 7.57 +
0. 94log,, ¥ U1 /Z F} \TNF — o /KF Ky 213.5 £35. 3pg/
ml,48 Ji] TNF — o /K2 191.3 £26. 5pg/ml,

2. TARMTEM IGYT 48 B AR & LR E 3
T WURF B 58 T St 803 AR RS R A

3. R[RITT AR BT R M e %5 <24 8 HBV DNA % ]
FALT &8 % HBeAg % [J] 58 [ ik i 58 N 2% 8 41
Wk 31.5% .59. 1% 15.8% .8.9% .13.3% ,48 J&
HBV DNA #:[J] 3 ALT & % % HBeAg ¥ [ 5 J %
Motk R A4k 58, 6% . 78. 3% . 29. 6% .
16.7% 25.6% ,24 J& 148 J§ HBV DNA # & 54k
T REB R ALE 53 502 3. 56log,, #5 D1/ 2 T FlT 4. 3510g,,
PEOL/ 2Tt LB & 24 A RN 48 JE ()97 Rk K, 48
JilBF HBV DNA % [J]54 ALT & % % HBeAg 7 [J] 3 |
HBeAg 4 d3e WA LB T 24 F, W HEZFHAS
IR (R,



BEAERSEeiE 20104 10 3 4539 % 45 10 )

e B

X1 ADV 5772 24 [FF0 48 FHIT L&

FFAL (n =203) T S X P
HBV DNA # % (%)  31.5 58.6 30.095  0.000
ALT 5% 3% (% ) 59.1 78.3 17.428  0.000
HBeAg #: B % (% ) 15.8 29.6 11.019  0.001
HBeAg #: % (% ) 8.9 16.7 5.646  0.017
RiZ& (% ) 13.3 25.6 9.823  0.002

4. I3 TNF — o 7K P 28 4k b B [F 97 20
ADV J&Y7 TG LG TNF — o /K FRAS 1L, & BH 48
T A BF 98 % 4 CHBV DNA B B 4 ALT &% 4 |
HBeAg % B2 J oK 5 91 41\ HBeAg %% 4 21 Jo oK % 4t
2o B A TGN A A B R L TNF — o 7K T
M, A it 2 3 X, i HBV DNA K& [ 4 (ALT
KEH AWM TNF - a KEAB TG 2E R L (F2),

®2 48 AR AREITRHA ADV BT /FMiE TNF - o 7k F B L

TNF — «( pg/m],; +5)

20 55) (48 JHI7 30 n o 28 il t p
FEA W5 %t 4 203 213.5 +35.3 191.3 £26.5 8. 644 0. 000
HBV DNA % 21 119 217.9 £37.9 183.0+19.8 9.446 0. 000
HBV DNA A% B 40 84 207.3 +30.3 203.1+30.2 1.95 0.055
ALT &% 40 159 216.3 £36.0 189.2 £26.2 8.791 0. 000
ALT R ¥ H 44 203.6 £31.0 199.0 +26.5 1.644 0.108
HBeAg % 141 60 231.5+37.9 184.0 £24.3 8.798 0. 000
HBeAg A 41 143 205.9 +31.3 194.4 £26.9 4.917 0.000
HBeAg #3141 34 230.2 £36.5 181.5 +16.1 6.726 0. 000
HBeAg & # # 41 169 210.1 £34.2 193.3 £27.8 6.645 0.000
IRl 52 234.8 £37.5 182.1+22.5 8.988 0. 000
TCR A 151 206.2 +31.4 194.5 +27.1 5.208 0.000

i it Jil HBV DNA #5850 48 B i v 62 B 43 701l /2 3. 56

ADV 24k HioK R e Z 5 19— R % R 2 Bk 75
254y, % HBV BF A= #f R R7 K 9% 5 it 25 48 S #R 25 7
Pk o Marcellin 25 JE AT B9 — 0 22 H 0 (Bl AL L 22 88 51
XfHRAIE Y, A 515 i) HBeAg FH 4 CHB i & iE A F
58,8 H 34T ADV 10mg 30mg F14% B 515 J7 48
JH . 5B B8, ADV 10mg 30mg 41 42 & 57 46 1 1fn
15 HBV DNA KPR B (4 A2 {8 53 51y 3.52.4.76
0.55log, ¥ Dl /2, ALT & %43 5k 48% 55% .
16% , Il HBeAg #: %43 5 H 12% 14% 6% , It
LA 2 3 Ry ) R 53% \59% \25% , 5 2 R R 41
FALC B Gt 22 5, ADV 10mg 20 55 %2 J8 57 20 1Y
LARMEMPL, B B &R IT R R E S ADV
FHICH) HBV DNA R &R HE N AR 5 (H 4 H 30mg 4
MERZHARFMNMEINGESH R A5 H
ADV 10mg/d % 203 fi] HBeAg [H 14 CHB & I477 48
JE, 3 24 J&§ HBV DNA %% [J]3 ALT & % % HBeAg
BRI AR L e g 0 N B R ) O 31, 5% .59 1%
15.8% 8.9% .13.3% ,48 J& HBV DNA %% [f]% ALT
SH A HBeAg B [ 28 B 5 6 6 L & AR 4y il Dy
58.6% .78.3% .29.6% .16.7% .25.6% ,24 J& Fl 48

4. 35log,, ¥ Dl /2 T}, t #2758 ADV X} HBeAg [H 4
CHB 8354 W 1 s 0 ) HBV DNA EH], L 48 JHy7
A5 B N R A G () ADV YR YT HBeAg FHH: CHB
ETT RO . A BESE B ok 48 J& HBV DNA
IR CALT &% % HBeAg %% B 38 T 1% 4 % N 2%
REMT 24 J, W 22 R HA G E S R R ek
ADV 597 48 J& n] £ 57 84

TNF — o 0 3 2k 3F 20 J 5 A 1 3 42 410 1 3 B
HBV, HXt HBV 45 ¢ CTL $ A= K Bip [a] H: Al 20 it A
TR HBV L Z " . T % & ADV &
RUBNS AR ISRV T 48 AR [RY7 8441 ADV R 97
A5 I3 TNF — o K7 948 4k, & BT A BF 98 X 42
HBV DNA %[ 20 . ALT % # 40 . HBeAg % B 4H J2 &
SEI2H (HBeAg #5460 20 Fo oK e e 21 | 7 2% 2 % JE g 2%
HIEIRYT 48 JAJS MW TNF — o AKE TR, 34
it 2g i X, 1 HBV DNA REG B4 (ALT K& % 4
) TNF — o /KSF-AE4 TS24 X, 8 ADV §E i
WOl A T JOE 2% A, 412 0 BT T e K &2, i HBV DNA ok %
Falk ALT K& 5 &, 45 ) 68 A7 15 55 W 5 9 1 U 4 i
05, 33t 150 W e A B K 300 400 ) 5531 B HBV 1)

- 67 -



* iE E * J Med Res, Oct 2010, Vol. 39 No. 10
FEMD . HiX 5 Renate 22 % F ADV 597 3 ~6 Med,2003, 348(9) ;808 —816

1B B BB B R A BB it S
A A= L HRH T ORI A e W g T IE , 2007 (5) ,12:423 - 424
BT R IR W E T REBE I - 12 & TNF - o 7K :

6 Puro R, Schneider RJ. Tumor necrosis factor activates a conserved in-

B fh o S M ST 15 - Iy ~
SF‘}I"E“ E]/‘Jén e {u%ﬁ%’% ’ %%Tﬁ UHIJ ADV in ﬁ 3~6 nate antiviral response to hepatitis B virus that destabilizes nucleocap-
/|\H Eﬁﬁ%ﬁﬁ % E/‘J _F IK% , H—L M: E"J %fiiﬂ ﬁg ﬁ FJ?‘VI( sids and reduces nuclear viral DNA. J Virol,2007,81 (14) :7351 -

52, MHT TNF — o 55 AH OC 40 M 7K ~F T+, A7 B T 7362

ﬁgﬂ}ﬁp %ﬂ %H?jﬁalg//% HBV , ﬁzﬁ%” 48 }%}a HBV Ej(%%ﬁ 7 Kasahara S, Ando K, Saito K, er al. Lack of tumor necrosis factor — al-
N NS ha induces inpaired proliferation of hepatitis B virus — specific cytotox-

SR R I IOE S 4505 A, TNF — o A R ' peited profferation of heparts et et

ic T lymphocytes. J Virol,2003,77 (4 ) :2469 - 2476
2% 3k

1  Maddrey WC. Hepatitis B:an important public health issue. ] Med Vir-
ol, 2000,61(3) :362 -366

8 Pasquetto V,Wieland SF,Uprichard SL,et al. Cytokine — sensitive rep-
lication of hepatitis B virus in immortalized mouse hepatocyte cultures. J

Virol,2002,76 (11) :5646 - 5653
2 Tillmann HL. Antiviral therapy and resistance with hepatitis B virus in-

fection. World J Gastroenterol ,2007 ,13 (1) ;125 - 140

3 AR A S T A A o R 2 0 2 AR M Z BUIF S B IR 4R FE
AR TR 2% 7 ,2005,13(12) .881 — 891

4 Marcellin P, Chang TT, Lim SG, et al. Adefovir dipivoxil for the treat-

9  Renate G,van der Molen, Dave Sprengers, et al. Favorable effect of ade-
fovir on the number and functionality of myeloid dendritic cells of pa-
tients with chronic HBV. Hepatology ,2006 ,44 (4) :907 — 914

(YR :2010 - 04 —22)

ment of hepatitis B e antigen — positive chronic hepatitis B. N Engl J

HARNE - 18 EXXNEXTREE
ia B Y FRE R e PR 53 A

£ OB AWAFE OB F O owm FLE

# E BB WAl R 18 (interleukin — 18, 1L - 18) 7£ 28 KR G T 4 (RA) B3 ML iy 3R 3k K, I — B4R 4
TN SERIEARI LR, FiE B 63 il RA JF 440 A4t CCP FHE 4L AT PR 4H , 7 ] ELISA J7 B K6 I 63 {4 H 2 A1 27 f3) %) BE
Y IL - 18 RIKKF-, &R TL-18 7E RA Hit CCP FHMEZH B4 21 F0 ) B2 4R K 213,27 +49. 60pg/ml 192, 03 + 32. 88pg/ml
1 185.42 +44.93pg/ml, 41 CCP B AL kK F 5 T4H0 CCP M2 Fixf B4, 22 A G312 3% X (P <0.01), RA #i CCP
PFHPEZH 8 TL - 18 /K5 DAS28 2 HAE(r= -0.28,P <0.05) , 55N il WBC 1HE 2 A6 (r= -0.51,P<0.05) 1M 5
ESR .CRP LA KM (P >0.05), RA $i CCP BIPE4L i IL - 18 /K55 DAS28 B HAHE (P <0.05), £if IL - 18 KF7E RA
BAELIBTHR L IL - 18 /K5 DAS28 2 AR IL - 18 ATRES 5 T RA I &l 2.

KRR ORKEBXTR MEET ANE-18

Expression and Clinical Significance of IL — 18 in Rheumatoid Arthritis Patients. Ren Min, Wu Jiabiao, Xiao Jing,Tang Li, Jiang Lix-
in. Department of Rheumatology , Wujin Hospital , Jiangsu University , Jiangsu 213002, China

Abstract Objective To investigate the expression of sera interleukin — 18 (IL —18) , and analyzs its clinical significance. Meth-
ods 63 rheumatoid arthritis( RA) patients were divided into two groups according to anti — cyclic citrullinated peptide (anti — CCP) anti-
bodies ,and 27 normal subjects were enrolled as control group. Levels of IL — 18 in the serum were analysed by ELISA. Results In anti —
CCP antibodies positive patients, IL — 18 serum levels were enhanced compared with two other groups and the levels of expression were

213.27 +49.60pg/ml,192.03 £32.88pg/ml and 185.42 +44.93pg/ml, respectively among the three groups, and this changes were sig-
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