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FfTA) i, CK M0 2 f5IEH _FBRA LB 22 7 0G4 2 (P > 0.05) . PN ATG L s, HBV DNA /KB 70k TR
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Efficacy Comparison of Tenofovir and Entecavir for Nucleoside-analogues Naive Chronic
Hepatitis B Patients for 60 Weeks
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Abstract: [Objective] To compare the clinical efficacy and safety of Tenofovir Disoproxil Fumarate (TDF) and Entecavir
(ETV) in the Nucleoside-Analogues (NA) for NA naive chronic hepatitis B patients(CHB). [ Methods] 33 NA-naived CHB patients
treated with TDF (TDF group ) and 65 with ETV (ETV group ) in our follow-up clinic were retrospectively investigated. HBV DNA
levels, the cumulative rate of undetectable HBV DNA and ALT normalization, incidences of adverse events were evaluated at week 0,
4,12, 24, 36, 48, 60. [Results] At 4th week, HBV DNA level was significantly lower in ETV group than in TDF group (TDF ;4.26
+1.37 vs ETV; 3.47 £ 1.06 logl0 TU/mL, P = 0.005), while no difference was found in other time. The differences between the two
groups in the cumulative rate of undetectable HBV DNA, ALT normalization rate were not statistically significant (P = 0.114, P=
0.656). HBV DNA levels persistent declined and the rate of undetectable HBV DNA continued rise in each group and the differences
were statistically significant before in the first 24 weeks (all P < 0.05), the same as ALT normalization rate in the first 12 weeks
treatment  (all P < 0.05). There was no significant differences in the incidences of CK more than 2ULN in TDF and ETV.
[ Conclusions] For NA naive CHB patients in Mailand China, both TDF and ETV can suppress HBV DNA replication very quickly,
with a high rate of ALT normalization and lower rate of adverse events.
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&P LRI & (Chronic Hepatitis B ,CHB) F
LIV R R 7E (Hepatitis B virus, HBV ) B YL 5 | AY
ERPEA L T A R, H 2 R 4L (HBY
DNA ) 857 110 & A= JFPRH OGR4k BT 114 £ o 1
i, AEREAELZ 100 J7 B HBV &Y i 56
T2, HHENAYY CHB /Y G i K IR EE 4 HBV
S, HHETHT HBV 259 i 45 5 (Tenofovir
disoproxil fumarate, TDF) 1K 5 (Entecavir,
ETV) J& il 3¢ [ 1 4F 2 (AASLD ) AR 9 AT i
AE2s (EASL) #EFE I — 2B #2549 1°' . TDF
FARC AR E R BT, SR AR 5 e 3R
S Bl A R ] PR 36 AR T RCRE R, AR
i [ Bk WL EE CHB d1iA & fEH TDF 5 ETV
I RCRE UL

1 #H#57*

1.1 fRBNERE

AT o 4811220 >k ) e Ll R 2 B s 2 — I e Bl 1
5T BAS, BEVIET A B 2012 4F 7 H % 2014 4 7
A ARRBEDTIFIE b, AT A BBV i 2
IV 26 B AL 98 i, Horh TDF ®WI4HIA YT 4 33
%, ETV ®IiRIRIT 4L 65 i, i g e 3 4~ A
F/REYT 1K, I B B O S AG I, g B
BIFFA 2010 45 Hp AR B 4 2 JIF R 27 4 2 5 IR YLk
o WA TIT I rh ER YR R By a8 1)
ZIARIES
1.2 fRBINIEFR A FIHEBR FR

ABERRE . D2 W 8 vk R % s, REAFE
AAd AT A R A7 i AT RIS A U 8 24 s OFF
G 2010 4E AR B 22 0 T o O 4 5 IR g 2 oy
SR TITT B v R v 2 T 4% B IR 1R RS A TR
BEFEAE, HEBRARE . QAT 5290 B T B R &
ARG . 29w . A B Rse kT
93 ;s QITE IR FLI 0 2, ASWESE BB 53 By v
R MR 55 = BEBE [ 2012 4T A il F 2 4
F AR R WA B AL 321 B (& 1), Hofik
ABRBIBETT 120857 4 HAT A A e br i S HERR
FRUEBIRI LR AT B ELRE DT ] T2 4R A 3L 98
], ARFEABEDT AR5 2 T RO 545
AR 1 I AR A VTR . i &t A
AWFFE TDF WILRIAR YT 41834 33 Bl ,ETV IR IR
J7 R 65 il

‘ NA-naive chronic hepatitis B (=321} |

|
v ¥

‘ Treated hv TRF (=114 ‘ ‘ Treated by FTV (=205} ‘

Excluded
1. n=20 1. cirrhosis 1. n=42
2. n=16 2. autoimmune hepatitis 2. =14
3. n=6 3. Druginduced liver damage 3. p=9
4. n=2 4. hepatitis C 4. n=5
5. o=0 5. hepatoma 5. n=13
6. n=39 6. Incomplete data and follow-up 6. n=57
were less than March
3 ¥

Research cohort in ETY { =65}

Research cohort in TDF ¢ =33

1 M BEMIFRA AR
Fig.1 Flow chart of patients in TDF and ETV group

1.3 BT A%

TDF 414 L “BintEHi A (B,
Gilead Science 28 A A4 72 42 77 )300 mg A K 11K 5
ETV 41 835 1 B R R (g e s s a
A7) ,0.5 mg BER 1R,

1.4 #&i7 AR RERER

JIF "5 2 B K R A H AR B9 Hitachi 7180 F1
Olympus 64, ALT 1E# ¥ 5 ~ 35 U/L, I3 HBV
DNA (J7IH IR 2 P 28 w) ) KR BRAE 2 A% %)
BAH(IU/mL) . WELHE bR . 25 2H 8 E Y TE I 24 i e
NRZ5J5 4 .12.24 36 .48 A& A b F8h5, WEEs~
TRV
1.5 EHFEEE

JITA A OB (8 E RS R &) AF
e Ny P U Y (L S A A R 5
BB E TR ARG R E
1.6 ZitZEFHIE

I PR K53 SR FH SPSS 13.0 SE 24 84 #4743
Brabs, it BRI A S IER AR ¢ f
5, AEIER 5376 K F Mann—Whitney #2536, P2
AN [R] B 8] 5 9 TS b A R FH EE D 6 T 25 4%
B THECTERER A % K5, HBV-DNA B2 BUAT]
il 22 A ALT SRR 28k HAE 47 53 i Kaplan -
Meier J5iETTH5 . BUMKL S, P < 0.05 A2 54 4
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Table 1 The baselines of TDF and ETV therapy of CHB patients [x 5 or %(n/N) or M(range) ]
Factors Group Patients included Patients excluded
TDF(n = 33) ETV(n = 65) (n =98) (n=223)
Age/yoars 35(26-61) 39(20-67) 37(20-67) 39(18-72)
Sex(male, %) 69.7(23/33) 81.5(53/65) 79.6(78/98) 75.3(168/223)
Body mass index/ (kg/m?) 22.63 +2.73 22.85 +2.86 22.60 +2.69 22.55 +2.68
Follow—up/months 8.4(6.2-15.0) 9.6(6.0-15.0) 8.8(6.0-15.0) 5.5(0.5-15.0)"
The proportion of alcohol history/% 18.2(6/33) 24.6(16/65) 22.4(22/98) 29.6(66/223)
The proportion of smoking history/% 42.4(14/33) 35.4(23/65) 37.8(37/98) 35.0(78/223)

Family history of hepatitis B/%

ALT baseline(U/L)

lg (HBV DNA baseline) / (10 U/mL)
Rate of Hepatitis B E antigen positive/%

33.3(11/33)
136(56-597)
6.50 + 0.69

60.6(20/33)

30.8(20/65)
130(41-878)
6.15 = 1.36

55.4(36/65)

31.6(31/98)
132.5(41-878)
6.27 £ 1.19
63.9(56/98)

29.6(66/223)
132(53-911)
6.26 + 1.16
72.6(162/223)

1)P < 0.001 vs patients included.

2 & 3R
2.1 SRR

TDF 405 ETV 411 & AL AR IS 430 35
(26 ~ 61)%, 39(20 ~ 67) % ; i Bifi 15 B 8] 43 5]
9 8.4(6.2~15.0)H, 9.6(6.0 ~ 15.0) H ;HBeAg
(+) B E 5N 60.6% (20/33) 1 55.4% (36/65) ;
HBV DNA FEZ 7KV XFEE (U/mL) 53514 6.50 +
0.69,6.15 + 1.36, FHUIZ ST HBeAg I iE 4 #%
53904 . TDF 6.1%(2/33) 1 ETV 9.1%(5/65) , %
BEERMBORA YN 0, DL L& TR R LR P4
W ALT BEZK V-, S RGO AR sl 4 2%
ST AE L (R 1), BN THER AL
VEREMAS , WAL B R A B AT A Y
et lbd (32 1), BBl I Rl [F 40 (P < 0.001),
HpKWifatr 2 R RGIFE X,
2.2 HBV DNA 7k FBE#i% 58T B 1 T BE4F =

N ORI £ 5 25 Ar s SR (16 2) , P
BEIWBIT G Y P HBV DNA #E47E T (P <
0.001) , A[RIWLLL R[] &5 HBV DNA 7K V59005 5
25 R B 2 R Y 22 BRI A St L (P <
0.001), TDF 201 ETV 21 b4, e R Tuse it
BEXH(P=0.089), 735k, D\ 1 ) £ 9 24 LU 5 3
N5 4 TR PRZL A TEYRYT HBV DNA 7K 25 5%
BG4 (P =0.005),H5 12 .24 36 .48 .60
Ji, Wil HBV DNA /K FEE S LG22 E X,
M 45 2H P9 RIS 45 B[R] 5, He 48 7R, TDF 41568 0 J#

=
=]
T

6.00+

lg (HBV DNA level } / (1U/mL})
=
=
T

2.004

1.00+

T T T
0 4 12 24 36 48 60
Duration [rom anlivirus therapy / weeks

HBV DNA levels were decreased in both TDF and ETV Group (F
= 220.375,P< 0.001), lg (HBV DNA levels) in ETV Group
significantly lower than in TDF Group at 4 weeks (TDF;4.26 + 1.37
VS ETV: 3.47 £ 1.06 U/mL, P =0.005)

B 2 TDF 45 ETV £#) HBV DNA /K F L&
Fig.2 Comparisons of HBV DNA levels between TDF and
ETYV group

55 4 8 K DG A I RS L 25 A iR X
(P<0.001) ;MM 4 F55 12 8 55 12 B 55 24
JAERA G FE L (P<0.05), M4 24 A5 36,
48 .60 JH b2 R g i=A = X (P4 >0.05),
METV 21 A5 45 B ] LR, S5 R 2540, (26
12 JA 5 LUR £ ] s 22 R eG4 L
2.3 HBV DNA RN E

TDF 415 ETV 410 85 B REH T 57 R (1) 48
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K H B4 ULER IR ] 5 R A HBV DNA /R ] 460 %
RO, R AL #1 Kaplan—Meier P4 4 Y
HBV DNA RN AIAG I 280 240 L 45 25 R o4 it
RN (P=0.114), EAFHE R oK TDF Hik
#| HBV DNA Bi%% (ik %] HBV DNA Ik F A T
FR ) 2] A 15.57(3.71 ~ 56.57) i, ETV /Y
HBV DNA B %% v 5[] & 13.29 (4.00 ~ 60.00)
Jil o PIZ NI £ WAL ] s b A2, TDF 4P efs 4
J55 12 25 L5t E L (P =0.289),
M 4 55 24 IR L Z S A RIT¥E X
(P=0.001), 55 12 5% 24 W2 R A 5811
SEHE (P =0.012), 55 24 A 555 36 .48 .60 i kb
BESW TG FE L (P >0.05), METV 4]
(AT I 45 UL B 1] s AH FE A, 26 4 R 558 12 8
e 22 F G242 L (P < 0.001),58 12 A 55
24 .36 .48 .60 Ji b2 S G FE L (P >
0.05;1€ 3),

100

=]
=
1

o
=
1

da
=
1

[
=
1

HBV DNA undetectable rate / %

=]

T T 1
24 36 48 60

Thuration from anlivirus therapy / weeks

=
—_
b3

There were no significant differences in cumulative HBV DNA
undetectable rates in ETV and TDF groups by Survival analysis with
Kaplan—Meier( Log Rank x*=2.501,P =0.114)

3 TDF /A5 ETV 4/ HBV DNA RA[# iR L4k
Fig.3 Comparisons of HBV DNA undetectable rates
between TDF and ETV

2.4 ALT 7K BEH% 5 B 8 T fEds =

MNEE 7 A A R (1 4) v AL R
BITIE Y B ALT AKCE A8 R R (P <0.001),
ANFEIWLEE ] 509 ALT K- S50k a2 Wit i
B8] () 28 BN TCGe 12478 L (P = 0.507) , TDF 4
FLETV 48, o ALT K2R R IEG i EE X
M (P=0.201), 2B SPZH B H ALT KF-25 5
TG X (P4 > 0.05) , 4% 20 P i 4515 )

LB TDF 4156 24 R LLNARSE P 5 22 5 A 50
TR (P <0.05), M5 24 85 LG 094 S8
P2 R TG+ L (P Y > 0.05)  ETV 24
ZER—,

200+

150+

100 4

ALT level / TI/T.

50+

T T T T T T T
Q 4 12 24 36 48 60
Duralion from anlivirus therapy / weeks

ALT level was decreased in the two groups after treatment from
the results of repeated measures ANOVA (F=91.0, P < 0.001).There
was significant difference between 0 week and 4" week, 4" and 12"
week , 12" and 24" week in both two groups.

4 TDF A5 ETV @A ALT KEELE
Fig.4 Comparisons of ALT levels between TDF and ETV

group

25 ALTEEXR

BEPU R (R AEH , PRALEE ALT BRI R
R E (E5) il A7 H1 9 Kaplan—Meier
GETTH AT ALT R W R 22 RG24 X
(Log Rank x2 = 0.200, P = 0.656) , % 4N HL#%
KAoR , TDF 4056 4 Ji 555 12 A i 5 A geit
(P =0.022),%5 12 5% 24 WA E R LS
TEEE X (P=0.084 ), 1fi ETV HHTE LA,
A HE R HBEESARITFEL (P<
0.001) ;%5 12 JH556 24 b ERAGITFE L
(P=0.009),
26 AREBGEER

PRZH 3 TE DU BEIR YT SRR T T 32 PR A BLAE
BT AT ¥ O S InE AT, TDF 4 LR
fiftg (CK) M 15 A 1 FR 2 £% (2 ULN) A 1 6,
eSS 36 JR BT e ik 308 U/L ANAER B (GREG I ZY
BB ER TS5 55 ) AR 48 AWK IE R, H
KERFLKRNP CK i 1IEH 2 ULN,ETV 483
CK EFKTF 2 ULN B°F4#4 2.3%, 565 0.4 .12 .24,
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Duration from antivirus therapy/fweeks

There were no significant differences in cumulative ALT
normalization rates in ETV and TDF groups by Survival analysis with
Kaplan -Meier (Log Rank x* = 2.501,P = 0.114). The difference
between 4" week and 12" week (12.1 % vs 36.4%, P =0.022)was
significant but in 12" and in 24" week (36.4% vs 57.6%,x* = 2.981,
P =0.084)was not. In ETV group, there was significant difference
between 4" week and 12" week (10.8% vs 55.4%,P < 0.001) ,and in
12" and 24" week (55.4% vs 76.9% x* = 6.734,P = 0.009)

E 5 TDF A5 ETV A ALT RIMEFRMLLE

Fig.5 Comparisons of ALT cumulative normalization
rates between TDF and ETV

36.48 .60 &3 K 3.1%(2/65),1.5%(1/65),
1.5% (1/65) . 1.5% (1/65) 3.4 % (2/59). 1.7 %
(1/58),4.2%(2/48) #5HA] 5 2 R LG4 5
M (x*=1.827, P=0.969), Hrp CK f i H7ES
12 JEm} CK FTHAE] 474 U/L, A BEIRE 2~4
JAJE AT TE R . A B R B CK A G
AN R AR L% FLERIR th 55 T
2H BB IR YT S B v 2 R W 2 it v WL (CR)
HEE L IE W S %A LR (ULN = 180 mmol/
L), 55 AN A I 21 i BT REAR TR I R B (LLN
=0.74 mmol/L) 5% .

3 4 ik

TDF J& H At R F5 ETV 35 h—Zdit 2 AT
SEEAOL R L7 B S S Tl i 5 P s =% B
KT TDF I R 25 AU 7R X T A% 12
PIZ IR B A ROR R A, HAERA a0 7 6l
HBV & il 1 F K oo 38 I 21 2 Ak sl 6 4L 1) fig
HRL_EWFSE 2 A X RS ARER) HBY 83y | i
A I RAR CF s B R 5 A R . H i3k E TDF

FEHFETRUMAIE CHB B34, £ ik
TDF BphiGyy , s B A TDF 1897 A4 mi
WFFE R X TR A 2236 1 & TDF Bzl
BIT HERAIRIT 2R G L, X TR
) CHB,TDF 5 ETV B4 HL R I PRI 5% 75 [ 4b
WAEAEHEABR . AT B Fe g T 3 KRS b
[X. 33 ] TDF #15 65 ] ETV 24 4R 477 CHB )
G RFE R, S50 WoR PRl 7 22 3 R fii 36 [E K
Rl A\ EESR AL H s 3 HBV 42 ), IS B4 = iy ALT
SER SRR NI IR 2= I A B 22 ) TR IE IS 2 IE
o

AT RN, TERHRLYPIER CHB
TE 24 JHZHT, W4 HBV DNA K- 3aE ek
TR, 24 FJE TS, L4 HBV DNA 19
TRE R A TR . (HH T ETV 4/
HBV DNA /KF7E5S 4 AW AT TDF 41, H 22 5
B G S, Il A ZE PR R, TDF i)
il HBV DNA fig /7 Al fig 55 T ETV, {HM 12~24 JA
TG, W2 4m I (HBV DNA)RE AL, H 24 J&
Ji KEB4Y ¥ 1g HBV DNA 34 B £ K60 F R 2
IU/mL K-, B, XTI 2R L0181
CHB,TDF K40 HBV fE Sy il €55 T ETV,{H
12 JHJF T TDF 5 ETV /Y7 CHB Y HA 3t
WEEAE N, HBBFrZe M dlm R 2 T,
Marcellin 55750 8 7R 7255 48 JA BT HBeAg FH
£ CHB #) 1 % 1g (HBV DNA) /K F[ 2 2.46
1U/mL, ifi HBeAg F?%: CHB (% Ig HBV DNA [f]
FEREZR 2.31 TU/mL(CHAGIIRR 7 2.6 TU/mL) , A
WETEAEER 24 FART SRR 2272, AT RE 2114 1Y
lg(HBV DNA) FEZ KPR Sl (LA KT 8
1U/mL), MiASHFFEH) HBV DNA HE£E 257K Ky
6.0 IU/mL,

T —ANEH T R HBV & 1 B 1 B9 FE B
# /& HBV DNA ZEUAN AT R | 2 K32 HBV
DNA /K-y, HAERPE T & AR5 s, R
2B HBV DNA SR BUAS 0] K I 3% 357 Bl 470 05 75 Ao
[i) ZE A 17T T e, (H PR 2 22 S RG24 X, 3 Fh K
A I E] SN PTG I R S LR R, RN
HBV AR AT A #8304 P -, DT AT LA
TDF #1345 ETV ¥4 CHB % #) HBV DNA A
AT RGN 2 B O R R LT, (R4 IE
25 X5 Dogan TR EE R A, 5 48 JH b
ViR TDF 5 ETV HAERI IR Y CHB i HBV
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DNAJHIRAARL, HEAh , AT A5 B ]S A AT E
AR AL IIAE 24~36 JE () HBV DNA A o] kg i
R T, G LR, frte] W %
TR YIBIA B B3 TDF F1 ETV YR8 17
HBV DNA & il /¢

TDF A1 ETV X T#]i6 CHB f3¥% W& m
ALT K- A7 TR, B ALT 32 #7052 1E H /K-
MK 4 F i, AP IR A ALT KT
5 (HFLH B TE 24~36 A /24 928 ALT F
BIK PR ZEIER . R PI4LRE A ALT 2% Kb
IRIT I A P IE R TH R, TR 24~36 JE 2247 1k 3]
e U S5 RE S PR R R A A2 B 2 (E AR A

WEITRE B4 LU, TDF 5 ETV (4420
A%#%éﬁf&ﬁx Lampertico 55 fiff 58 42 7
TDF ¥)i CHB H 3 24~36 JHiA 5] ALT & % % 1)
I, SARMESE TDF 41iY ALT &2 5 56 5 W i ] i
AR, WERTF ETV 489 ALT 2% F 5, Gao

%Wm%mﬁﬁbﬁemmgmﬁb%erm
1 ETV H250096 72 & et  ALT B 5 K255

BG4 5E LH (¥ P>0.05),

TDF A 5% ETV 43697 ¥4 RAF it 52 1 i
ML R R A RAL, AR AR KT
PR R RN 25 B . R CK FHE )
BEMCHRERDET R, 5HL CK LI
SIGE 2 EE L, AR B AR KB CR
8 i ULN Fioaf #% I T LN o, X5
Heathcote %5 R 19 TDF 19 3 ARG 97 ML A
RLAFI 22 A PERF I 2501

g5 L, ARSI RS T E KRS NA )
£ 1) CHB,TDF ¢ ETV A 77 4 GE Pl 1 ] HBV
DNA & il , H ALT &% 385 A R FF kA 214K,
hFE RPN ERIRYT T B EREA RIS EME,
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