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Background/Aims: Tenofovir disoproxil fumarate (TDF) plays a pivotal role in the management of drug-resistant chronic hepatitis
B. However, it remains unclear whether TDF-nucleoside analogue combination therapy provides better outcomes than TDF
monotherapy. This study aimed to compare the efficacy of TDF monotherapy with that of TDF-nucleoside analogue combination
therapy in patients with drug-resistant chronic hepatitis B.

Methods: This retrospective cohort study included 76 patients receiving TDF-based rescue therapy for more than 12 months.
Suboptimal response was defined as serum HBV-DNA level of >60 IU/mL during prior rescue therapy. Multi-drug resistance
was defined as the presence of two or more drug resistance-related mutations confirmed by mutation detection assay. The
relationship between baseline characteristics and virologic response (HBV DNA <20 IU/mL) at 12 months were evaluated
using logistic regression analysis.

Results: Fifty-five patients (72.4%) were suboptimal responders to prior rescue therapy, and 26 (34.2%) had multi-drug resistance.
Forty-two patients (55.3%) received combination therapy with nucleoside analogues. Virologic response at 12 months was
not significantly different between the TDF monotherapy group and TDF-nucleoside analogue combination therapy group
(p=0.098). The serum HBV DNA level was reduced to —4.49+1.67 logio IU/mL in the TDF monotherapy group and to —3.97+£1.69
logio IU/mL in the TDF-nucleoside analogue combination therapy group at 12 months (p=0.18). In multivariate analysis, female
sex (p=0.032), low baseline HBV-DNA level (p=0.013), and TDF monotherapy (p=0.046) were predictive factors for virologic
response at 12 months.

Conclusions: TDF monotherapy showed similar efficacy to that of TDF-nucleoside analogue combination therapy in patients
with drug-resistant chronic hepatitis B. (Korean J Gastroenterol 2015;65:35-42)
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Table 1. Baseline Characteristics of the Study Population
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TDF monotherapy

TDF-nucleoside analogues

Characteristic Total (n=76) (n=34) combination therapy (n=42) p-value
Age (yr) 50 (20-74) 48 (33-65) 50 (22-74) 0.988
Male 56 (73) 23 (41) 33 (58) 0.282
Antiviral agents in naive state
Lamivudine 54 (71) 22 (65) 32 (76) 0.273
Clevudine 7 (9) 2 (6) 5 (12)
Telbivudine 5 (5) 39 2 (5)
Entecavir 7 (9) 5 (14) 2 (5)
Adefovir dipivoxil 3 (4) 2 (6) 1 (2)
Prior rescue therapy 55 (72) 23 (67) 32 (76) 0.408
Cirrhosis 14 (18) 8 (23) 6 (14) 0.301
ALT (IU/L) 31 (13-417) 32 (13-332) 30 (15-417) 0.645
Creatinine (mg/dL) 0.9 (0.3-1.3) 0.9 (0.3-1.3) 1 (0.5-1.3) 0.327
HBeAg-positivity 62 (81) 26 (42) 36 (58) 0.432
HBV DNA (logio IU/mL)? 4.4 (1.8-7.9) 4.76£1.7 4.54+1.76 0.224

Values are presented as median (range), n (%), or meanSD.
TDF, tenofovir disoproxil fumarate.
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Table 2. Baseline Mutation Patterns and Virologic Response

Drug resistance Genotypic mutations n VR12

LAM, 38 (50.0) rt180 4 30 (78.9)

rt2041 11

rt180 + rt2041 5

rt180 + rt204V

rt180 + rt2041/V

rt181A

rt181A +rt236T

rt180 + rt181A

rt180 + rt181A + rt204V

rt181A + rt2041

rt2041 +rtT184

rt204VvrtT184

rt180 + rt204V +rtT184

rt180 + rt2041/V + rtT184

rt180 + rt2041/V + rt1169

rt180 + rt204V + rtT184 + rt1169

rt180 + rt204V + rtS202

rt181A +rt2041 + rtT184

rt180 + rt181A + rt2041/V+
rtT184

rt180 + rt181A + rt204V + 1
rt236T +rtS202 + rtM250

[N
w

ADV, 12 (15.8) 9 (75.0)

LAM-ADV,
5 (6.6)

3 (60.0)

LAM-ETV,
17 (22.4)

12 (70.6)

LAM-ADV-ETV,
4 (5.3)

4 (100)

PN NWRPR®OWRER R ®ROONO

Values are presented as n only or n (%).
LAM, lamivudine; ADV, adefovir dipivoxil; ETV, entecavir; VR12, viro-
logical response at month 12.

(6.6%), eHrlFdt dAE7H] o] FA] WA 1778(22.4%), =]
Hd, ofdlazu]o], llgl7ha]o] Al 71A] oFA] mEel WA 4
A EAWOE 7HAAL Q1Y 47(5.0%)0] Y tHTable 2). Hi=
zHjof T @ty e 3EH|of-nucleoside AP LR

oA el W2 247 189} 209 (p=0.646), oFH]
Blo] W2 7983} 6% (p=0.3), 2hvlRd ¥} ofd|EH]of F

b orE R

Vol. 65 No. 1, January 2015



38 Y S oAl U Al BI=ZH|019] =t

Table 3. Predictive Factors for Virological Response at 12 Months

Univariate Multivariate
Factor
OR (95% CI) p-value OR (95% CI) p-value
Age (>50 yr) 1.93 (0.65-5.69) 0.231
Gender (male) 0.12 (0.02-0.97) 0.047 0.08 (0.01-0.81) 0.032
Cirrhosis 4.91 (0.59-40.47) 0.139 6.64 (0.63-69.4) 0.114
Prior rescue therapy 0.44 (0.11-1.72) 0.242
Combination with nucleoside 0.38 (0.12-1.21) 0.104 0.23 (0.05-0.97) 0.046
Presence of adefovir dipivoxil 0.99 (0.31-3.22) 0.987
resistance-associated mutations
Mutation on rt236 2.33 (0.26-20.3) 0.443
Multi-drug resistance 0.76 (0.25-2.28) 0.632
HBeAg-positive 0.24 (0.02-1.99) 0.186 0.21 (0.02-2.14) 0.186
HBV DNA (<4.3 logio IU/mL) 4.62 (1.35-15.7) 0.014 6.05 (1.47-24.9) 0.013
01 0-
p=0.018 p=0.847
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Fig. 1. Mean (95% Cl) changes in serum HBV DNA levels between TDF
monotherapy group and TDF-nucleoside analogue combination
therapy group.
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Fig. 2. Mean (95% Cl) changes in serum HBV DNA levels according
to adefovir dipivoxil resistance-associated mutations.
ADV-R, adefovir dipivoxil resistance-associate mutation.
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