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( Abstract )

Clinical efficacy of entecavir therapy and factors associated with treatment response
in naive chronic hepatitis B patients

Myoung Hee Lee, M.D., Sun-Gyo Lim, M.D., Su Jin Jeon, M.D.,
Chang Joon Kang, M.D., Young Ju Cho, M.D., Soon Sun Kim, M.D., Dami Lee, M.D.,
Jae Youn Cheong, M.D., Sung Won Cho, M.D.

Department of Gastroenterology, Ajou University School of Medicine, Suwon, Korea

Background/Aims: Entecavir is a potent and selective guanosine analogue that has demonstrated a
significant antiviral efficacy against hepatitis B virus (HBV). The aim of this study was to characterize the
response to entecavir and to examine the factors affecting that response. Methods: We administered 0.5 mg
of entecavir once daily for more than 12 months to 114 naive chronic hepatitis B (CHB) patients. We measured
the levels of liver enzymes, serological markers, and serum HBV DNA at 3-month interval. Results:
Normalization of serum alanine aminotransferase levels was observed in 685% (76/114), 74.6% (85/114), and
81.6% (62/76) of patients after 6, 12, and 24 months of therapy, respectively. HBV DNA levels of <50
copies/mL (as evaluated by polymerase chain reaction) were observed in 43.9% (50/114), 71.1% (81/114), and
85.5% (65/76) of patients after 6, 12, and 24 months, respectively. Viral breakthrough was not observed. The
rates of HBeAg loss and seroconversion were 43.5% (27/62) and 14.5% (9/62), respectively, after 12 months
of therapy, and 56.4% (22/39) and 15.4% (6/39) after 24 months. The independent factor associated with PCR
negativity was early virologic response (EVR; HBV DNA <2000 copies/mL after 3 months of therapy,
P<0.001). The independent factors predicting HBeAg loss were found to be serum albumin levels (P=0.041)
and EVR (P=0.005). Conclusions: Entecavir induced excellent biochemical and virologic responses in naive
CHB patients. EVR was an independent factor for predicting HBV PCR negativity and HBeAg loss. (Korean
J Hepatol 2009;15:446-453)
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Table 1. Baseline characteristics of patients
Patients (n=114)

Mean age, years (SD) 449 (£9.3)
Male, n (%) 87 (76.3)
HBeAg-positive, n (%) 62 (54.4)

Mean ALT, U/L (SD)
Mean AST, U/L (SD)

1856 (£174.8)
117.8 (£104.7)

Mean duration of ETV (month, 235 (10~38)
range)

Mean HBV DNA, logio copies/mL 7.3 (£1.0)
(SD)

HBV DNA, n (%)
>8 logio copies/mL 55 (48.2)
<8 logyy copies/mL 59 (51.8)

Liver cirrhosis, n (%) 41 (36)

SD, standard deviation; HBeAg, hepatitis B e anti-
gen, ALT, alanine aminotransferase; AST, aspartate
aminotransferase; ETV, entecavir; HBV, hepatitis B
virus.
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2o ow st 2 ASIA A= META-
VIR # Ao whe} #5ske] Zb2F A 2 Fo, 4
“F(no fibrosis)=0%; F1, =29 Ad-f-SH(portal fib-
rosis)=0%; F2, =WFAF A f-3Hperiportal fib-
rosis)=6%; F3, <4 A {r3H(septal fibrosis)=13%;
F4, 7+74 ¥ Z(cirrhosis)=6"; A0, no activity=0;
Al, mild activity=64; A2, moderate activity=11
; A3, severe activity=8% o]l
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HBeAg ¥4 34} 5 HBeAg 3222 6710
1778(36.2%), 12719l 279 (435%) o4 #Z= Q)
3, HBeAg @A xshe 7Hzh 89(129%), 94
(145%)°1 A 2= At 24708704 <l 7)) o
£ FoJd 32} T A5 7 HBeAg FA01Ad 39
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Table 2. Virologic, serologic and biochemical responses to entecavir

6 month 12 month 24 month
(n=114) (n=114) (n=76)
Breakthrough, n (%) 0 0 0
HBeAg Seroconversion, n (%) (n=62) 8 (12.9) 9 (145) 6* (15.4)
HBeAg loss, n (%) (n=62) 17 (36.2) 27 (43.5) 22% (56.4)
HBV DNA PCR negative' , n (%)
HBeAg (+) (n=62) 16 (25.8) 37 (59.7) 33 (825)
(=) (n=52) 34 (65.4) 44 (84.6) 35 (97.2)
ALT normalization, n (%)
HBeAg (+) (n=62) 41 (69.5) 47 (75.8) 32 (80)
(=) (n=52) 35 (67.3) 38 (73.1) 24 (66.7)

HBeAg, hepatitis B e antigen; HBV, hepatitis B virus; ALT, alanine aminotransferase.
*39 of 76 patients was HBeAg (+) at baseline. ' HBV DNA <50 copies/mL.

Table 3. Factors associated with a HBV DNA PCR (-) after 12 months of entecavir therapy

Varisbles PCR (-) PCR (+) P-value
(n=81) (n=33) Uni' Multi¥
Mean age, years (SD) 456 (£9.0) 42.8 (£9.8) 0.144
Male, n (%) 60 (74.1) 27 (81.8) 0.378
Mean albumin, mg/dL (SD) 4.0 (x0.5) 4.0 (x0.4) 0.505
Mean platelet, 10%mm’ (SD) 159.1 (£54.6) 167.7 (+62.9) 0.468
Mean AST, U/L (SD) 128.2 (+£116.9) 92.2 (£53.4) 0.026 0.341
Mean ALT, U/L (SD) 195.0 (£190.7) 162.9 (£127.9) 0.377
Liver cirrhosis, n (%) 29 (35.8) 12 (36.4) 0.955
HBeAg-negative, n (%) 44 (54.3) 8 (24.2) 0.003 0.376
HBV DNA, n (%) 0.036 0.140
>8 logio copies/mL 34 (42) 32 (63.6)
<8 logio copies/mL 47 (58) 12 (36.4)
EVR* n (%) 51 (64.6) 6 (20) <0.001 <0.001

SD, standard deviation; HBeAg, hepatitis B e antigen, AST, aspartate aminotransferase; ALT, alanine
aminotransferase; HBV, hepatitis B virus.
*EVR, early virologic response, decline of HBV DNA less than 2,000 copies/ml after 3 months of therapy, HBV

DNA of 4 patients was not tested at month 3. " Univariate analysis,
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Table 4. Factors associated with the HBeAg loss after 12 months of entecavir therapy in 62 HBeAg positive

patients

Variables HBeAg loss (+) HBeAg loss (-) P-value
(n=27) (n=35) Uni* Multi"

Mean age, years (SD) 446 (£9.6) 41.2 (¥89) 0.15

Male, n (%) 21.0 (77.8) 29.0 (82.9) 0.749

Mean albumin, mg/dL (SD) 3.7 (£0.5) 4.1 (£0.3) 0.004 0.041

Mean platelet, 10%/mm’ (SD) 1493 (£56.1) 185.7 (+55.1) 0.013 0517

Mean AST, U/L (SD) 168.2 (+167.0) 85.1 (+37.0) 0.017 0.104

Mean ALT, U/L (SD) 2129 (£171.8) 150.2 (+109.7) 0.086

Mean HBV DNA,

logio copies/mL (SD) 7.3 (£1.1) 7.8 (£0.4) 0.05

Liver cirrhosis, n (%) 14.0 (51.9) 6.0 (17.1) 0.006 0.381

EVR', n (%) 14.0 (54.8) 4.0 (125) 0.001 0.005

SD, standard deviation; AST, aspartate aminotransferase; ALT, alanine aminotransferase; HBV, hepatitis B virus.
*Univariate analysis, " Multivariate analysis, ¥ EVR, early virologic response, decline of HBV DNA less than 2,000

copies/mL after 3 months of therapy.
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