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Abstract Although nucleosides and nucleotides have a good
safety record for the treatment of hepatitis B, there have been
no systematic reviews on this topic. We searched Medline to
include studies of the oral antiviral agents for hepatitis B and
adverse events, with at least 48 weeks of follow-up from the
initiation of treatment with the drug. Important toxicities
include nephrotoxicity, myopathy, and resistance. It is often
difficult to ascertain whether an adverse effect is from the
study drug or the natural progression of the disease. Further
safety data are needed for the newer agents and for all agents
with regard to patients with decompensated liver disease, renal
dysfunction, the elderly, children, and pregnant women.

Keywords Nucleosides . Nucleotides . Chronic hepatitis B
virus infection . Lamivudine . Entecavir . Telbivudine .

Adefovir dipivoxil . Tenofovir disoproxil fumarate

Introduction

Worldwide, 350 to 400 million people have chronic
hepatitis B virus infection (CHB). Among those chronically

infected, 20% to 40% develop cirrhosis, decompensated
liver disease, or hepatocellular carcinoma. Treatment of
CHB has evolved rapidly over the past decade as a result of
improvements in antiviral treatment. Initially, interferon-α
was the only available treatment, but it is effective in only
35% of patients and is poorly tolerated because of its
adverse effects. The nucleoside/nucleotide medications are
an important class of drugs that are changing the way CHB
is treated [1]. The aim of this article is to systematically
review the literature on side effects of currently approved
nucleoside and nucleotide drugs in the treatment of chronic
hepatitis B virus (HBV) infection in adults, focusing on
adverse events, serious adverse events, resistance, and
death. There are currently three nucleoside drugs (lamivudine,
entecavir, and telbivudine) and two nucleotides (adefovir
dipivoxil, tenofovir disoproxil fumarate) approved in the
United States for the treatment of chronic HBV. Prolonged
treatment with these oral agents is recommended for selected
patients with HBV infection until disease remission or
serologic endpoints have been achieved. Indefinite treatment
is indicated for patients with HBVand advanced liver disease
or in some patients on chronic immunosuppressive therapy
[1, 2••, 3••].

The side effect profile for the five approved agents was
generally good during registration trials, but there have
been reports of serious adverse events including myopathy,
neuropathy, pancreatitis and renal impairment during post
marketing surveillance. As the oral agents have often been
administered to patients with HIV coinfection, it is
sometimes difficult to ascertain the role of HIV on reported
adverse events [1, 2••]. This important population cannot be
ignored, however. Every effort will be made in this article
to review the side-effects of these drugs in patients with
hepatitis B or for hepatitis B/HIV coinfection, and articles
reporting adverse events exclusively in patients with HIV
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monoinfection will be excluded. Though there have been
important narrative reviews on adverse side-effects with
nucleos(t)ide drugs written previously, this article is the first
systematic review on the topic to our knowledge.

Established Side Effects of Nucleoside Analogues

Information on several established side effects of the
approved nucleoside and nucleotide drugs used for the
treatment of CHB are described in Table 1. Information
summarized in Table 1 includes year of approval, abbrevia-
tion, mechanism, clearance, dose, renal and dialysis-
adjusted dose, common side effects, and pregnancy category
[4••].

The five approved oral agents for CHB are analogues of
nucleosides or nucleotides that pharmacologically inhibit
the HBV polymerase in order to decrease viral replication
and serum HBV DNA levels. Some analogues have activity
against human mitochondrial DNA (mtDNA) polymerase
gamma and can lead to mitochondrial dysfunction. Mito-
chondrial toxicity can manifest clinically as one or more of
the following: myopathy, neuropathy, hepatic steatosis,
pancreatitis, macrocytosis, hyperlactemia, lactic acidosis,
and nephrotoxicity. All five approved agents carry a US
Food and Drug Administration black box warning of
potential mitochondrial toxicity [4••, 5]. Fialuridine is a
nucleoside analogue which caused lactic acidosis, hepatic
steatosis, pancreatitis, neuropathy, myopathy, and irreversible
liver failure. It irreversibly incorporated into human mito-
chondrial DNA, causing mitochondrial failure, and was
withdrawn from the market as a result [6].

Another important consideration is lactic acidosis, for
which all five approved oral agents carry a black box
warning. This black box warning originally derived from
the HIV literature, though cases have been reported with

nucleos(t)ide agents given at the lower doses recommended
for CHB. Recently, entecavir was found to cause lactic
acidosis in 5 of 16 patients (31%) in one study. All of the
patients who developed lactic acidosis had highly impaired
liver function, with a model for end-stage liver disease
(MELD) score ≥20. Lactic acidosis occurred between 4 and
240 days after treatment initiation and was lethal in one
patient, but resolved in the others with discontinuation of
entecavir. In patients with a MELD score less than 18, no
increased serum lactate concentrations were observed.
These data indicate that entecavir should be used with
caution in patients with impaired liver function [7]. All five
medications also carry a black box warning for posttreat-
ment flares of hepatitis. Adefovir dipivoxil carries a
warning for potential HIV resistance in HBV treated
patients with previously undiagnosed HIV [8–12].

Methods

We searched Medline for published articles up to October
2009 using a combination of search strings. The first
component of the search string was the antiviral drug. For
this, we searched each variation of the drug’s name,
including its trade names as text words, the name of the
drug searched as a MeSH term, and the substance name of
the drug. These variations were strung together with the
“OR” function in Medline. For example, with lamivudine,
the drug search was as follows: ("Lamivudine"[Text
Word] OR "3TC"[Text Word] OR "Epivir"[Text Word]
OR "Zeffix"[Text Word] OR "Heptovir"[Text Word] OR
"Epivir-HBV"[Text Word] OR "Lamivudine"[Mesh] OR
"lamivudine triphosphate "[Substance Name]). The second
component of our search string was the drug side effects.
For this component, we used the following string: ("com-
plicat*"[Text Word] OR "adverse effect*"[Text Word] OR

Table 1 FDA-approved oral antivirals for CHB

Lamivudine Adefovir Entecavir Telbivudine Tenofovir

Year of approval 1998 2002 2005 2006 2008

Abbreviation LAM ADV ETV TBV TNV

Mechanism of
action

Blocks HBV
reverse transcriptase

Blocks HBV reverse
transcriptase

Inhibits HBV DNA
polymerase

Inhibits HBV
DNA polymerase

Inhibits HBV
DNA polymerase

Clearance Renal Renal Renal Renal Renal

Dose 100 mg/d 10 mg/d 0.5 mg/d 600 mg/d 300 mg/d

Renal and dialysis-
adjusted dose

50 mg/d 10 mg/d 0.25 mg/d or 0.50 mg
every other day

600 mg every
other day

300 mg every
other day

Common side
effects

Occasional myopathy,
neuropathy, pancreatitis

Nephrotoxicity,
pancreatitis

Negligible Myopathy Nephrotoxicity

Pregnancy category C C C B B

CHB chronic hepatitis B virus infection, FDA US Food and Drug Administration, HBV hepatitis B virus
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"adverse event*"[Text Word] OR "safe*"[Text Word]
OR "drug monitor*"[Text Word] OR "toxic*"[Text Word]
OR "poison*"[Text Word] OR etiol*[text word] OR aeitol*
[text word] OR causation[text word] OR causal*[text word]
OR "complications "[Subheading] OR "adverse effects
"[Subheading] OR "Safety"[Mesh] OR "Biomarkers, Phar-
macological"[Mesh] OR "Drug Toxicity"[Mesh] OR "Cau-
sality"[Mesh] OR "etiology "[Subheading] OR "prevention
and control "[Subheading] OR "chemically induced "[Sub-
heading]). The final component of our search string was
hepatitis B. We searched the following: ("Hepatitis
B"[Mesh] OR "Hepatitis B virus"[Mesh] OR "hepatitis
B"[Text Word]). Included under the broader category of
“Hepatitis B” in Medline is “Chronic Hepatitis B,”
obviating the need to explode the MeSH term. Because
MeSH subject headings are hierarchical, in order to retrieve
a term and its narrower terms, a subject heading must be
exploded. PubMed automatically explodes MeSH subject
headings to include all narrower terms unless “Do not
explode” is selected. Finally, the three components (drug,
side effect, and hepatitis B) were combined using the AND
function of Ovid Medline. We constructed a publication
type hedge in Medline to include the following types of
studies: randomized controlled trials, controlled clinical
trials, cohort studies, and case-control studies. We did not
restrict this review to randomized controlled trials due to
lack of randomized controlled trials devoted to reporting
harm. We chose our search strategy based on the Cochrane
Handbook’s Highly Sensitive Search Strategy for identifying
randomized trials in MEDLINE: sensitivity and precision
maximizing version with the addition of cohort studies and
case-control studies.

In the final review, we included all English-language
articles if they were 1) original research articles; 2) reported
side effects or adverse events of one of the nucleoside or
nucleotide drugs; 3) reported results for a population with
CHB (either with or without HIV); 4) involved only human
subjects; and 5) had at least 48 weeks of follow-up. If a
phase 3 trial was available, we included the phase 1 or 2
trial only if they contained data not reported in the phase 3
trial. If a trial was reported in two journals, we chose one of
the articles.

Results

Description of Study Characteristics

Table 2 provides the descriptive characteristics in terms of
author, country, study design, number of patients, partici-
pant characteristics, length of follow-up, outcomes
assessed, and primary purpose of the study for each article
included.

Lamivudine

Lamivudine (LAM) was the first oral nucleoside analogue
approved for the treatment of CHB, at a dose of 100 mg
daily. It is the negative enantiomer of 2′-3′ dideoxy-3′-
thiacytidine. Incorporation of 3TC-TP into growing DNA
results in premature chain termination inhibiting HBV
DNA synthesis. Lamivudine has been studied extensively
and has the well-documented adverse event of liver disease
flares due to the emergence of lamivudine-resistant HBV.
For the purpose of this review, lamivudine will be discussed
in narrative form as hundreds of studies fit the inclusion
criteria for this review. Lamivudine was approved for the
treatment of CHB in 1998 for adults and in 2001 for
children. It was thought to have a side effect profile similar
to placebo in registration trials [13]. With prolonged use in
postmarketing surveillance, it was noted that genotypic
resistance can be detected in 14% to 32% after 1 year of
lamivudine treatment and up to 70% after 5 years of
treatment [2••]. Virologic breakthrough in those with LAM-
resistant virus was usually followed by biochemical
breakthrough, with increase in serum alanine transaminase
(ALT), followed by acute exacerbations of liver disease and
even hepatic decompensation and death. Mutations in the
tyrosine-methionine-aspartate-aspartate (YMDD) motif oc-
cur frequently and confer genotypic resistance to LAM.
Lamivudine is now considered second-line therapy for
treatment naïve patients due to this resistance pattern. Rare
cases of neuropathy, pancreatitis, Fanconi syndrome, and
reversible myopathy have been reported in patients coin-
fected with HBV and HIV [13].

Adefovir

Adefovir dipivoxil is the orally bioavailable pro-drug of
adefovir (ADV), a nucleotide analogue that inhibits reverse
transcriptase and DNA polymerase and causes HBV chain
termination. ADV was developed as an antiretroviral for
HIV infection but due to nephrotoxicity at high doses, it
was not developed for this indication. For CHB, it was
approved at a dose of 10 mg daily in 2002. It was approved
for children 12 to 17 years of age in 2008. The two most
common side effects observed with adefovir therapy are
dose-dependent but reversible nephrotoxicity and antiviral
resistance [2••].

Grade 1 nephrotoxicity, defined as serum creatinine
≥0.5 mg/dL above baseline values, was not observed to be
an issue in the registration trials for ADV. Postmarketing
surveillance revealed a different picture, with 7% of
patients in a cohort of 29 patients coinfected with HIV
and LAM-resistant HBV demonstrating grade 1 nephrotox-
icity [14]. In a cohort of 185 patients with chronic hepatitis
B e antigen (HBeAg)-negative hepatitis B treated with

Curr Hepatitis Rep (2010) 9:75–90 77
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w
ed

by
ev
er
y
pa
tie
nt

on
op

en
-l
ab
el

A
D
V

fo
r
20

8
w
k.

N
=
12

0
PA

A
,
24

0
A
A
A
,
12

0
A
A
P,

in
to
ta
l
48

0
C
hi
ne
se

pa
tie
nt
s
w
ith

he
pa
tit
is

B
e
an
tig

en
(H

B
eA

g)
-p
os
iti
ve

ch
ro
ni
c

he
pa
tit
is
B

6
su
bj
ec
ts
di
sc
on

tin
ue
d
th
e
dr
ug

pr
em

at
ur
el
y

(3
w
ith

A
E
s–
1
w
ith

Ig
A

ne
ph

ri
tis
,
bu

t
ba
se
lin

e
pr
ot
ei
nu

ri
a,

1
w
ith

ba
ck

pa
in
,
an
d
1
w
ith

al
op

ec
ia
).

5%
of

pa
tie
nt
s
ha
d
on

e
A
E
.
S
A
E
s
co
ns
is
te
d
of

1
na
so
ph

ar
yn

ge
al

ca
nc
er
,
2
in
cr
ea
se
s
in

A
LT

,
1
sp
on

ta
ne
ou

s
ab
or
tio

n,
1
fr
ac
tu
re
,
8
ex
ac
er
ba
tio

ns
of

he
pa
tit
is
B
,
1
br
on

ch
ia
l
pn

eu
m
on

ia
.
T
he
re

w
er
e
no

de
at
hs
.
In
cr
ea
se
d
se
ru
m

A
LT

w
as

th
e

m
os
t
co
m
m
on

la
b
fi
nd

in
g
of

to
xi
ci
ty
.

S
un

g
et

al
.
[3
5]
,

m
ul
tin

at
io
na
l

M
ul
tic
en
te
r,
do

ub
le
-b
lin

d,
ra
nd

om
iz
ed

st
ud

y
co
m
pa
ri
ng

L
A
M
+
A
D
V

to
L
A
M

in
H
B
eA

g-
po

si
tiv

e
pa
tie
nt
s,
10

4-
w
k
fo
llo

w
-u
p.

N
=
11
5
pa
tie
nt
s
w
ith

H
B
eA

g-
po

si
tiv

e
ch
ro
ni
c
he
pa
tit
is
B
fr
om

22
ce
nt
er
s

ar
ou

nd
th
e
w
or
ld

93
%

of
th
os
e
on

m
on

ot
he
ra
py

w
ith

L
A
M

an
d

90
%

in
th
e
co
m
bi
na
tio

n
gr
ou

p
ha
d
at

le
as
t
on

e
A
E
.
H
ea
da
ch
e,

fa
tig

ue
,
na
us
ea
,
ph

ar
yn

ge
al

pa
in
,

ab
do

m
in
al

pa
in
,
an
d
ph

ar
yn

gi
tis

w
er
e
m
or
e

co
m
m
on

in
m
on

ot
he
ra
py

an
d
ar
th
ra
lg
ia
s
m
or
e

co
m
m
on

in
co
m
bi
na
tio

n.
1
in

ea
ch

gr
ou

p
w
ith

dr
ew

du
e
to

A
E
s.
N
o
ne
ph

ro
to
xi
ci
ty

w
as

se
en
.
11

in
th
e
m
on

ot
he
ra
py

an
d
5
in

th
e

co
m
bi
na
tio

n
gr
ou

p
ha
d
gr
ad
e
3
or

4
in
cr
ea
se

in
se
ru
m

A
LT

du
ri
ng

tr
ea
tm

en
t.
11

in
m
on

ot
he
ra
py

an
d
4
in

co
m
bi
na
tio

n
ha
d
S
A
E
s.
A

fl
ar
e
of

re
ac
tiv

at
io
n
H
B
V
af
te
r
co
m
pl
et
io
n
of

th
e
st
ud

y
w
as

th
e
m
os
t
co
m
m
on

S
A
E
,
ot
he
rs

un
re
la
te
d

to
st
ud

y
m
ed
ic
at
io
n
or

di
se
as
e
st
at
e.

H
an
no

n
et

al
.
[3
6]
,

F
ra
nc
e

P
ro
sp
ec
tiv

e
op

en
-l
ab
el

tr
ia
l
of

A
D
V

fo
r

L
A
M
-r
es
is
ta
nt

in
di
vi
du

al
s
w
ith

fr
eq
ue
nt

m
on

ito
ri
ng

fo
r
re
na
l
pa
ra
m
et
er
s
in
cl
ud

in
g

se
ru
m

cr
ea
tin

in
e,

ur
ea
,
el
ec
tr
ol
yt
es
,
ca
lc
iu
m
,

ph
os
ph

at
e,

an
d
bi
ca
rb
on

at
e.

T
he

C
oc
kc
ro
ft

G
au
lt
fo
rm

ul
a
w
as

us
ed

fo
r
cr
ea
tin

in
e
cl
ea
ra
nc
e,

fo
llo

w
-u
p
fo
r
52

w
k.

N
=
35

pa
tie
nt
s
co
in
fe
ct
ed

w
ith

H
IV

an
d
la
m
iv
ud

in
e-
re
si
st
an
t
H
B
V
.

S
er
um

A
LT

in
cr
ea
se
d
tr
an
si
en
tly

an
d
de
cr
ea
se
d

to
be
lo
w

ba
se
lin

e
by

w
k
48

.
N
o
dy

su
ri
a
w
as

re
po

rt
ed
.
N
o
si
gn

if
ic
an
t
ch
an
ge

in
se
ru
m

so
di
um

,
ch
lo
ri
de
,
po

ta
ss
iu
m
,
bi
ca
rb
on

at
e,

or
ph

os
ph

at
e

w
er
e
no

te
d.

T
he
re

w
as

a
st
at
is
tic
al
ly

si
gn

if
ic
an
t

in
cr
ea
se

in
se
ru
m

ca
lc
iu
m
,
bu

t
th
is
w
as

st
ill

w
ith

in
no

rm
al

ra
ng

e.
T
he
re

w
as

no
as
so
ci
at
ed

in
cr
ea
se

in
al
bu

m
in
.
N
o
si
gn

if
ic
an
t
ch
an
ge

in
se
ru
m

cr
ea
tin

in
e

no
te
d
ov

er
al
l,
bu

t
2
pa
tie
nt
s
ha
d
in
cr
ea
se
s,
on

e
at
tr
ib
ut
ed

to
ac
yc
lo
vi
r
th
at

re
so
lv
ed

w
ith

di
sc
on

tin
ua
tio

n
of

ac
yc
lo
vi
r
an
d
th
e
ot
he
r
at
tr
ib
ut
ed

to
A
D
V
.

P
el
lic
el
li
et

al
.
[3
7]
,

It
al
y

R
et
ro
sp
ec
tiv

e,
m
ul
tic
en
te
r,
no

nr
an
do

m
iz
ed
,

op
en
-l
ab
el

st
ud

y
of

A
D
V
an
d
L
A
M

co
m
pa
re
d

w
ith

A
D
V

m
on

ot
he
ra
py

fo
r
H
B
eA

g-
ne
ga
tiv

e
ch
ro
ni
c
H
B
V
,
24
–3

2
m
o
fo
llo

w
-u
p.

N
=
36

pa
tie
nt
s
w
ith

A
D
V
+
L
A
M
,
34

w
ith

A
D
V

m
on

ot
he
ra
py
,
al
l
H
B
eA

g-
ne
ga
tiv

e
ch
ro
ni
c
he
pa
tit
is
B
.

N
o
A
E
s
re
po

rt
ed
,
no

ch
an
ge
s
in

se
ru
m

cr
ea
tin

in
e

or
an
y
ot
he
r
la
bo

ra
to
ry

pa
ra
m
et
er

co
m
pa
re
d
to

ba
se
lin

e.
N
o
pa
tie
nt
s
w
ith

do
se

re
du

ct
io
n
or

A
D
V

tr
ea
tm

en
t
di
sc
on

tin
ua
tio

n.
C
hi
ld
-T
ur
co
tte
-

P
ug

h
sc
or
es

re
m
ai
ne
d
un

ch
an
ge
d.

N
o
pa
tie
nt
s

w
ho

ac
hi
ev
ed

a
vi
ro
lo
gi
c
re
sp
on

se
ha
d
a
se
ru
m

H
B
V
-D

N
A

re
bo

un
d
>
1
lo
g
co
pi
es
/m

L
co
m
pa
re
d

w
ith

on
tr
ea
tm

en
t.

Jo
na
s
et

al
.
[3
8]
,

m
ul
tin

at
io
na
l

R
an
do

m
iz
ed
,
do

ub
le
-b
lin

d,
pl
ac
eb
o-
co
nt
ro
lle
d

tr
ia
l
of

A
D
V

fo
r
th
e
tr
ea
tm

en
t
of

C
H
B
in

ch
ild

re
n
2–
17

y
ol
d,

48
-w

k
fo
llo

w
-u
p.

N
=
17

3
ch
ild

re
n
ag
es

2–
17

y
w
ith

C
H
B
ra
nd

om
iz
ed

in
a
2:
1
ra
tio

to
re
ce
iv
e
tr
ea
tm

en
t
or

pl
ac
eb
o

3
su
bj
ec
ts
di
sc
on

tin
ue
d
tr
ea
tm

en
t
pr
em

at
ur
el
y,

on
e
fo
r
an

A
E
,
tw
o
be
ca
us
e
of

no
nc
om

pl
ia
nc
e.

83
%

of
pa
tie
nt
s
in

th
e
A
D
V
an
d
pl
ac
eb
o
gr
ou

ps
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T
ab

le
2

(c
on

tin
ue
d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

re
po

rt
ed

A
E
s,
m
os
t
of

w
hi
ch

w
er
e
m
ild

to
m
od

er
at
e
(g
ra
de

1
or

2)
,
al
l
th
ou

gh
t
to

be
un

re
la
te
d
to

tr
ea
tm

en
t.
N
o
re
na
l
A
E
s,
no

he
pa
tic

de
co
m
pe
ns
at
io
n
no

te
d.

T
re
at
m
en
t-
re
la
te
d
A
E
s

w
er
e
se
en

in
14

%
of

A
D
V

tr
ea
te
d
an
d
10

%
of

pl
ac
eb
o
tr
ea
te
d.

6%
of

A
D
V

tr
ea
te
d
an
d
9%

of
pl
ac
eb
o
tr
ea
te
d
su
bj
ec
ts
ha
d
on

e
S
A
E
.
T
he

on
ly

tr
ea
tm

en
t-
re
la
te
d
S
A
E
w
as

a
gr
ad
e
3
in
cr
ea
se

in
he
pa
tic

en
zy
m
es

th
at

re
so
lv
ed

w
ith

co
nt
in
ui
ng

tr
ea
tm

en
t.

M
ar
ce
lli
n
et

al
.
[2
0]
,

F
ra
nc
e

R
an
do

m
iz
ed
,
do

ub
le
-b
lin

d,
pl
ac
eb
o
co
nt
ro
lle
d,

pa
ra
lle
l
gr
ou

p
fo
r
2
y,

th
en

op
en
-l
ab
el

LT
S
E
S

fo
r
y
3–
5
w
ith

A
D
V

10
m
g
da
ily
.

N
=
65

pa
tie
nt
s
w
ho

ag
re
ed

to
pa
rt
ic
ip
at
e

in
th
e
LT

S
E
S
,
w
ith

e
an
tig

en
-p
os
iti
ve

C
H
B

16
pa
tie
nt
s
re
po

rt
ed

S
A
E
s,
m
os
t
co
m
m
on

ly
el
ev
at
ed

A
LT

.
65

%
of

pa
tie
nt
s
re
po

rt
ed

A
E
s
th
at

w
er
e
co
ns
id
er
ed

to
be

po
ss
ib
ly

or
pr
ob

ab
ly

tr
ea
tm

en
t
re
la
te
d,

m
os
t
co
m
m
on

ly
la
ck

of
dr
ug

ef
fe
ct
,
as
th
en
ia
,
in
cr
ea
se
d
A
LT

,
he
ad
ac
he
,
an
d

ab
do
m
in
al

pa
in
.
T
he
se

ef
fe
ct
s
w
er
e
si
m
ila
r

be
tw
ee
n
th
e
fi
rs
t
48

w
k
an
d
5
y
of

th
e
st
ud

y,
w
ith

m
or
e
pa
tie
nt
s
re
po
rt
in
g
la
ck

of
dr
ug

ef
fe
ct

at
5
y.

N
o
de
at
hs

no
te
d
du

ri
ng

th
e
st
ud

y.
A
D
V

no
t
di
sc
on

tin
ue
d
du

e
to

S
A
E
in

an
y
pa
tie
nt
s.

F
iv
e
pa
tie
nt
s
ha
d
pe
rm

an
en
t
di
sc
on

tin
ua
tio

n
of

dr
ug

du
e
to

A
E
s
in

th
e
LT

S
E
S
pe
ri
od

.
5
pa
tie
nt
s

ha
d
gr
ad
e
3
se
ru
m

am
yl
as
e
ab
no

rm
al
iti
es
,
al
l

sp
on

ta
ne
ou

sl
y
re
so
lv
ed
.
S
ix

pa
tie
nt
s
ha
d
in
cr
ea
se
s

of
0.
5
m
g/
dL

in
se
ru
m

cr
ea
tin

in
e.

A
bn

or
m
al
iti
es

in
L
F
Ts

w
er
e
se
en

w
ith

m
is
al
lo
ca
tio

n
of

do
si
ng

an
d
of
f-
tr
ea
tm

en
t
pe
ri
od

s.
O
n-
tr
ea
tm

en
t
A
LT

fl
ar
es

(g
re
at
er

th
an

10
×
U
L
N

an
d
gr
ea
te
r
th
an

tw
ic
e
pa
tie
nt
’s
ba
se
lin

e)
in

15
pa
tie
nt
s
no

t
ac
co
un

tin
g
fo
r
m
is
al
lo
ca
tio

n
pa
tie
nt
s.
T
he
se

pa
tie
nt
s
de
ve
lo
pe
d
A
D
V
-r
es
is
ta
nt

m
ut
at
io
ns
.

L
ee

et
al
.
[1
9]
,

K
or
ea

O
pe
n-
la
be
l
tr
ia
l
to

st
ud

y
m
ut
at
io
ns

in
L
A
M
-

re
si
st
an
t
pa
tie
nt
s
sw

itc
he
d
to

A
D
V
an
d
to

co
m
pa
re

th
is
m
ut
at
io
n
ra
te

to
tr
ea
tm

en
t-
na
ïv
e

pa
tie
nt
s
on

A
D
V
,
48

w
k
fo
llo

w
-u
p.

N
=
57

L
A
M
-r
es
is
ta
nt

pa
tie
nt
s
w
ith

ch
ro
ni
c
he
pa
tit
is
B
an
d
38

tr
ea
tm

en
t

na
ïv
e
pa
tie
nt
s
w
ith

ch
ro
ni
c
he
pa
tit
is
B

18
%

of
th
e
L
A
M
-r
es
is
ta
nt

pa
tie
nt
s
de
ve
lo
pe
d

A
D
V
-r
es
is
ta
nt

m
ut
at
io
ns
,
w
hi
le

no
ne

of
th
e

38
tr
ea
tm

en
t
na
ïv
e
pa
tie
nt
s
de
ve
lo
pe
d
m
ut
at
io
ns

to
A
D
V
.
A
m
on

g
L
A
M
-r
es
is
ta
nt

pa
tie
nt
s,

re
du

ct
io
n
in

se
ru
m

H
B
V

D
N
A

le
ve
ls
w
as

si
gn

if
ic
an
tly

lo
w
er

in
pa
tie
nt
s
w
ith

A
D
V
-r
es
is
ta
nt

m
ut
at
io
ns

th
an

in
th
os
e
w
ith

ou
t
su
ch

m
ut
at
io
ns
.

T
he

ra
te
s
of

A
LT

no
rm

al
iz
at
io
n
an
d
H
B
eA

g
lo
ss

w
er
e
no

t
si
gn

if
ic
an
tly

di
ff
er
en
t
be
tw
ee
n
th
e
tw
o
gr
ou

ps
.

E
nt
ec
av
ir

G
is
h
et

al
.
[2
2]
;

H
an

et
al
.[
23

]
m
ul
tin

at
io
na
l

D
ou

bl
e-
bl
in
d,

do
ub

le
-d
um

m
y,

ra
nd

om
iz
ed
,

co
nt
ro
lle
d
tr
ia
l
co
m
pa
ri
ng

th
e
sa
fe
ty

an
d
ef
fi
ca
cy

of
E
T
V

0.
5
m
g
on

ce
da
ily

an
d
L
A
M

10
0
m
g

N
=
70

9
H
B
eA

g-
po

si
tiv

e
C
H
B
pa
tie
nt
s

ra
nd

om
iz
ed

to
re
ce
iv
e
E
T
V
or

la
m
iv
ud

in
e

T
hr
ou

gh
96

w
k,

no
pa
tie
nt

ha
d
vi
ro
lo
gi
c

br
ea
kt
hr
ou

gh
du

e
to

E
T
V
re
si
st
an
ce
.
87

%
ha
d

on
tr
ea
tm

en
t
A
E
s
w
ith

E
T
V
,
84

%
w
ith

L
A
M
.
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T
ab

le
2

(c
on

tin
ue
d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

on
ce

da
ily

in
H
B
eA

g-
po

si
tiv

e
C
H
B
.
52

w
k

bl
in
de
d
tr
ea
tm

en
t
ph

as
e,

ex
te
nd

ed
bl
in
de
d

tr
ea
tm

en
t
ph

as
e
(9
6
w
k
to
ta
l)
.

S
A
E
s
in

8%
in

bo
th

gr
ou

ps
.
F
at
ig
ue
,
in
cr
ea
se
d

A
LT

le
ve
ls
,
an
d
he
ad
ac
he

w
er
e
th
e
m
os
t
co
m
m
on

an
d
ve
ry

si
m
ila
r
in

th
e
tw
o
gr
ou

ps
.
O
ne

pa
tie
nt

di
sc
on

tin
ue
d
E
T
V

du
e
to

A
E
s,
9
di
sc
on

tin
ue
d

L
A
M

du
e
to

A
E
s.
O
n
tr
ea
tm

en
t
A
LT

fl
ar
es

in
3%

of
E
T
V
an
d
7%

of
L
A
M

gr
ou

p
(n
o
in
cr
ea
se

in
H
B
V

D
N
A

in
E
T
V

gr
ou

p)
.
In

L
A
M
-r
ef
ra
ct
or
y

pa
tie
nt
s,
ge
no

ty
pi
c
re
si
st
an
ce

to
E
T
V

w
as

51
%
.

In
na
ïv
e
pa
tie
nt
s,
re
si
st
an
ce

is
1.
2%

.

C
ha
ng

et
al
.
[3
9]
,

m
ul
tin

at
io
na
l

R
an
do

m
iz
ed

(1
:1
:1
:1
),
do

ub
le
-b
lin

d,
m
ul
tic
en
te
r,

m
ul
tin

at
io
na
l
st
ud

y
co
m
pa
ri
ng

1.
0,

0.
5,

an
d
0.
1
m
g

of
E
T
V

w
ith

co
nt
in
ue
d
L
A
M

10
0
m
g
da
ily

in
pa
tie
nt
s
w
ith

co
nt
in
ue
d
vi
re
m
ia

on
L
A
M
.
76

w
k

fo
llo

w
-u
p.

N
=
18

2
pa
tie
nt
s
w
ith

C
H
B
pe
rs
is
te
nt
ly

vi
re
m
ic

on
L
A
M

A
E
s
w
er
e
ev
en
ly

di
st
ri
bu

te
d
am

on
g
tr
ea
tm

en
t

gr
ou

ps
.
M
os
t
A
E
s
w
er
e
m
ild

to
m
od

er
at
e
an
d

co
ns
id
er
ed

un
re
la
te
d
to

th
e
st
ud

y
dr
ug

.
13

pa
tie
nt
s

di
sc
on

tin
ue
d
dr
ug

us
e
du

e
to

an
A
E
or

pr
ot
oc
ol
-

sp
ec
if
ic

la
b
ab
no

rm
al
ity

:
8
w
ith

liv
er

en
zy
m
e

el
ev
at
io
ns
,
1
w
ith

en
zy
m
e
el
ev
at
io
ns

an
d

ch
ro
m
at
ur
ia
,
1
w
ith

hy
po

gl
yc
em

ia
,
1
w
ith

ch
es
t

pa
in
,
1
w
ith

he
pa
tic

fa
ilu

re
,
an
d
1
w
ith

he
pa
to
ce
llu

la
r
ca
rc
in
om

a.
F
la
re
s
of

A
LT

on
bl
in
de
d
tr
ea
tm

en
t
w
er
e
se
en

in
4%

of
pa
tie
nt
s

in
th
e
E
T
V

gr
ou

p
an
d
11
%

in
th
e
L
A
M

gr
ou

p.
F
la
re
s
in

th
e
0.
1-
m
g
E
T
V
an
d
L
A
M

gr
ou

ps
w
er
e
du

e
to

in
cr
ea
si
ng

H
B
V

D
N
A

le
ve
ls
.
In

th
e
0.
1-

an
d
1-
m
g
E
T
V

gr
ou

ps
,
A
LT

le
ve
ls

no
rm

al
iz
ed

w
ith

co
nt
in
ue
d
tr
ea
tm

en
t.

S
he
rm

an
et

al
.
[4
0]
,

m
ul
tin

at
io
na
l

D
ou

bl
e-
bl
in
d,

do
ub

le
-d
um

m
y,

ra
nd

om
iz
ed

co
nt
ro
lle
d

tr
ia
l
co
m
pa
ri
ng

th
e
sa
fe
ty

an
d
ef
fi
ca
cy

of
E
T
V

1
m
g
on

ce
da
ily

to
co
nt
in
ue
d
L
A
M

10
0
m
g
da
ily

in
H
B
eA

g-
po

si
tiv

e
C
H
B
pa
tie
nt
s
re
fr
ac
to
ry

to
L
A
M
.

52
-w

k
bl
in
de
d
tr
ea
tm

en
t
ph

as
e,

ex
te
nd

ed
bl
in
de
d

tr
ea
tm

en
t
ph

as
e
(9
6
w
k
to
ta
l
fo
llo

w
-u
p)
.

N
=
28

6
pa
tie
nt
s
w
ith

C
H
B
re
fr
ac
to
ry

to
L
A
M

In
E
T
V
ar
m
,
7
pa
tie
nt
s
(5
%
)
ha
d
pr
ee
xi
st
in
g

E
T
V
-r
es
is
ta
nc
e
su
bs
tit
ut
io
ns

in
ad
di
tio

n
to

L
A
M
-r
es
is
ta
nc
e
su
bs
tit
ut
io
ns
.
T
hr
ou

gh
2
y
of

tr
ea
tm

en
t,
23

pa
tie
nt
s
(1
6%

)
in

th
e
E
T
V
ar
m

ha
d

E
T
V
-r
es
is
ta
nc
e
su
bs
tit
ut
io
ns

an
d
9
(6
%
)

ex
pe
ri
en
ce
d
vi
ro
lo
gi
c
br
ea
kt
hr
ou

gh
.
A
E
s
w
er
e

83
%

in
th
e
E
T
V

gr
ou

p
an
d
80

%
in

th
e
L
A
M

gr
ou

p.
S
A
E
s
w
er
e
11
%

in
th
e
E
T
V

gr
ou

p
an
d

7%
in

th
e
L
A
M

gr
ou

p.
A
LT

fl
ar
e
du

ri
ng

tr
ea
tm

en
t
ob

se
rv
ed

in
<
1%

E
T
V

tr
ea
te
d
an
d

11
%

L
A
M
-t
re
at
ed

pa
tie
nt
s.
E
nt
ec
av
ir
A
LT

fl
ar
e

w
as

as
so
ci
at
ed

w
ith

de
cl
in
e
in

H
B
V

D
N
A
w
hi
le

al
l
L
A
M

fl
ar
es

w
er
e
se
en

w
ith

st
ab
le

or
ri
si
ng

H
B
V

D
N
A

le
ve
ls
.
1%

di
sc
on

tin
ue
d
th
e
dr
ug

du
e

to
A
E
s
in

th
e
E
T
V

gr
ou

p
an
d
7%

in
th
e
L
A
M

gr
ou

p.
5
de
at
hs
,
2
in

th
e
E
T
V

gr
ou

p
(l
iv
er

fa
ilu

re
an
d
ly
m
ph

om
a)
,
3
in

th
e
L
A
M

gr
ou

p
(l
iv
er

fa
ilu

re
in

2
an
d
se
pt
ic

sh
oc
k
in

1)
.
N
o
de
at
hs

w
er
e
th
ou

gh
t

to
be

at
tr
ib
ut
ab
le

to
th
e
dr
ug

s.

Te
nn

ey
et

al
.
[2
4]
,

m
ul
tin

at
io
na
l

P
at
ie
nt
s
fr
om

6
ph

as
e
2
an
d
3
cl
in
ic
al

st
ud

ie
s

of
sa
fe
ty

an
d
ef
fi
ca
cy

of
E
T
V

w
er
e
m
on

ito
re
d

fo
r
re
si
st
an
ce

th
ro
ug

h
w
k
24

0
(y
ea
r
5)
.

N
=
66

3
nu

cl
eo
si
de
-n
aï
ve

C
H
B
pa
tie
nt
s

(3
45

H
B
eA

g
P
os
iti
ve
,
31

8
H
B
eA

g
N
eg
at
iv
e)

In
nu

cl
eo
si
de
-n
aï
ve

pa
tie
nt
s,
cu
m
ul
at
iv
e
pr
ob

ab
ili
ty

of
ge
no

ty
pi
c
E
T
V
r
an
d
ge
no

ty
pi
c
E
T
V
r
as
so
ci
at
ed

w
ith

vi
ro
lo
gi
c
br
ea
kt
hr
ou

gh
w
as

1.
2%

an
d
0.
8%

,
re
sp
ec
tiv

el
y.

In
L
A
M
-r
ef
ra
ct
or
y
pa
tie
nt
s,
a
5
ye
ar

cu
m
ul
at
iv
e
pr
ob

ab
ili
ty

of
ge
no

ty
pi
c
E
T
V
r
an
d
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T
ab

le
2

(c
on

tin
ue
d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

ge
no

ty
pi
c
E
T
V
r
as
so
ci
at
ed

w
ith

br
ea
kt
hr
ou

gh
w
as

51
%

an
d
43

%
,
re
sp
ec
tiv

el
y.

O
nl
y
4
pa
tie
nt
s
w
ho

ac
hi
ev
ed

<
30

0
co
pi
es
/m

L
H
B
V

D
N
A

su
bs
eq
ue
nt
ly

de
ve
lo
pe
d
E
T
V
r.

S
uz
uk

i
et

al
.
[4
1]
,

Ja
pa
n

S
ub

gr
ou

p
an
al
ys
is
of

a
m
ul
tic
en
te
r
ra
nd

om
iz
ed

co
nt
ro
lle
d
tr
ia
l
do

ne
at

a
si
ng

le
ce
nt
er
.
B
io
lo
gi
c

an
d
vi
ro
lo
gi
c
re
sp
on

se
s
to

E
T
V
ex
am

in
ed

am
on

g
19

pa
tie
nt
s
w
ho

de
ve
lo
pe
d
he
pa
tit
is
br
ea
kt
hr
ou

gh
du

ri
ng

lo
ng

-t
er
m

la
m
iv
ud

in
e
th
er
ap
y.

14
4
w
k

fo
llo

w
-u
p.

N
=
19

pa
tie
nt
s
w
ith

L
A
M

re
si
st
an
ce

m
ut
at
io
ns

w
ho

w
er
e
th
en

sw
itc
he
d
to

E
T
V
,
ei
th
er

0.
5
m
g

da
ily

(1
0
pa
tie
nt
s)

or
1.
0
m
g
da
ily

(9
pa
tie
nt
s)

fo
r
52

w
k,

th
en

al
l
w
er
e
gi
ve
n
1.
0
m
g
da
ily

fo
r
an

ad
di
tio

na
l
68

–9
2
w
k.

N
o
di
ff
er
en
ce

in
bi
oc
he
m
ic
al

an
d
vi
ro
lo
gi
c

re
sp
on

se
be
tw
ee
n
th
e
tw
o
st
ud

y
gr
ou

ps
.
H
B
V

m
ut
an
ts
re
si
st
an
t
to

E
T
V
em

er
ge
d
in

5/
19

(2
6%

)
of

pa
tie
nt
s
an
d
he
pa
tit
is
fl
ar
e
oc
cu
rr
ed

in
tw
o
of

th
es
e
pa
tie
nt
s
(4
0%

).

K
ob

as
hi

et
al
.
[4
2]
,

Ja
pa
n

R
an
do

m
iz
ed
,
do

ub
le
-b
lin

d,
m
ul
tic
en
te
r
tr
ia
l
of

0.
1
m
g
E
T
V
on

ce
da
ily

an
d
0.
5
m
g
E
T
V
on

ce
da
ily

fo
r
52

w
k
in

nu
cl
eo
si
de
-n
aï
ve

pa
tie
nt
s

w
ith

H
B
eA

g-
po

si
tiv

e
or

ne
ga
tiv

e
ch
ro
ni
c

he
pa
tit
is
B
.

N
=
66

nu
cl
eo
si
de

na
ïv
e
Ja
pa
ne
se

pa
tie
nt
s

w
ith

C
H
B

2
pa
tie
nt
s
de
ve
lo
pe
d
am

in
o
ac
id

su
bs
tit
ut
io
ns

as
so
ci
at
ed

w
ith

L
A
M

re
si
st
an
ce
,
bu

t
E
T
V

w
as

ef
fi
ca
ci
ou

s
an
d
ne
ith

er
pa
tie
nt

ha
d
vi
ro
lo
gi
ca
l

br
ea
kt
hr
ou

gh
or

el
ev
at
io
n
of

A
LT

.
2
pa
tie
nt
s
ha
d

vi
ro
lo
gi
ca
l
br
ea
kt
hr
ou

gh
,
bu

t
ne
ith

er
ha
d
re
si
st
an
ce

m
ut
at
io
ns
.
B
ot
h
ac
hi
ev
ed

un
de
te
ct
ab
le

H
B
V

D
N
A
.

A
E
s
w
er
e
m
ild

an
d
no

t
re
la
te
d
to

th
e
du

g
fo
r
th
e

m
os
t
pa
rt
.
G
ra
de

3–
4
A
E
s
w
er
e
se
en

in
2
pa
tie
nt
s

(6
%
)
in

ea
ch

st
ud

y
gr
ou

p,
no

ne
re
la
te
d
to

th
e
st
ud

y
dr
ug

.
G
ra
de

3–
4
la
b
ad
ve
rs
e
ev
en
ts
oc
cu
rr
ed

in
5
(1
6%

)
an
d
6
(1
8%

)
of

pa
tie
nt
s
in

th
e
0.
1
m
g

an
d
0.
5
m
g
gr
ou

ps
(A

S
T
/A
LT

el
ev
at
io
ns
,
lip

as
e

el
ev
at
io
ns
,
gl
uc
os
e
el
ev
at
io
ns
).
T
he
re

w
er
e
no

de
at
hs

in
th
e
st
ud

y.

L
eu
ng

et
al
.
[4
3]
,

m
ul
tin

at
io
na
l

O
pe
n-
la
be
l
ph

as
e
3b

st
ud

y
in

w
hi
ch

el
ig
ib
le

pa
tie
nt
s
w
er
e
ra
nd

om
iz
ed

(1
:1
)
to

op
en
-l
ab
el

tr
ea
tm

en
t
w
ith

or
al

E
T
V

0.
5
m
g
da
ily

or
or
al

A
D
V

10
m
g
da
ily

fo
r
52

w
k.

N
=
69

nu
cl
eo
si
de
-n
aï
ve

C
H
B
pa
tie
nt
s
w
ith

ba
se
lin

e
H
B
V

D
N
A

of
10

^8
co
pi
es
/m

L
or

m
or
e.

78
%

of
th
e
E
T
V

gr
ou

p
an
d
82

%
of

th
e
A
D
V

gr
ou

p
ex
pe
ri
en
ce
d
an
y
ad
ve
rs
e
ev
en
t,
m
os
t

fr
eq
ue
nt
ly

he
ad
ac
he
,
U
R
I,
na
so
ph

ar
yn

gi
tis
,
py

re
xi
a,

an
d
in
fl
ue
nz
a.

6%
of

th
e
E
T
V

gr
ou

p
an
d
15

%
of

th
e
A
D
V

gr
ou

p
ha
d
gr
ad
e
3
or

4
ad
ve
rs
e
ev
en
ts
,

3%
of

th
e
E
T
V

gr
ou

p
an
d
9%

of
th
e
A
D
V

gr
ou

p
ha
d
S
A
E
s.
T
he
re

w
as

1
di
sc
on

tin
ua
tio

n
du

e
to

an
S
A
E
(A

LT
fl
ar
e)

in
th
e
A
D
V

gr
ou

p
th
ou

gh
t
to

be
du

e
to

th
e
dr
ug

th
at

re
so
lv
ed

on
di
sc
on

tin
ua
tio

n.

P
es
so
a
et

al
.
[4
4]
,

m
ul
tin

at
io
na
l

P
ro
sp
ec
tiv

e,
ra
nd

om
iz
ed
,
do

ub
le
-b
lin

d,
pl
ac
eb
o-
co
nt
ro
lle
d
ph

as
e
2
st
ud

y.
P
at
ie
nt
s
w
er
e

ra
nd

om
iz
ed

to
ei
th
er

E
T
V

1
m
g
on

ce
da
ily

or
pl
ac
eb
o
in

a
2:
1
ra
tio

in
ad
di
tio

n
to

co
nt
in
ui
ng

la
m
iv
ud

in
e.

T
re
at
ed

fo
r
24

w
k
bl
in
de
d
an
d

th
en

op
en
-l
ab
el

E
T
V

fo
r
an
ot
he
r
24

w
k.

N
=
68

pa
tie
nt
s
co
in
fe
ct
ed

w
ith

H
IV

/H
B
V

al
re
ad
y
re
ce
iv
in
g
L
A
M

as
a
pa
rt
of

an
tir
et
ro
vi
ra
l
th
er
ap
y

A
E
s
w
er
e
se
en

in
86

%
of

th
e
E
T
V

gr
ou

p
an
d
82

%
of

th
e
pl
ac
eb
o
gr
ou

p.
E
le
va
tio

ns
of

A
S
T
an
d

A
LT

>
2
×
U
L
N

w
er
e
se
en

in
bo

th
gr
ou

ps
,
lik

el
y

du
e
to

co
nc
om

ita
nt

H
IV

tr
ea
tm

en
t.
A
LT

el
ev
at
io
ns

>
10

×
U
L
N

w
er
e
se
en

in
2
pa
tie
nt
s
on

E
T
V
an
d
di
d

no
t
ch
an
ge

tr
ea
tm

en
t.
1
pa
tie
nt

in
th
e
E
T
V

gr
ou

p
ha
d
an

S
A
E
du

ri
ng

th
e
bl
in
de
d
ph

as
e
(h
ep
at
ic

en
ce
ph

al
op

at
hy

an
d
bl
ee
di
ng

es
op

ha
ge
al

va
ri
ce
s

in
th
e
sa
m
e
pa
tie
nt
)
an
d
4
pa
tie
nt
s
ha
d
S
A
E
s
du

ri
ng

th
e
op

en
la
be
l
ph

as
e
(m

yo
ca
rd
ia
l
in
fa
rc
tio

n,
pn

eu
m
on

ia
,
te
st
ic
ul
ar

ne
op

la
sm

,
an
d
es
op

ha
ge
al
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T
ab

le
2

(c
on

tin
ue
d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

va
ri
ce
s/
he
m
or
rh
ag
e)
,
al
l
th
ou

gh
t
no

t
to

be
du

e
to

th
e
dr
ug

.
N
o
de
at
hs

w
er
e
re
po

rt
ed
.
2
pa
tie
nt
s
in

th
e

E
T
V

gr
ou

p
di
sc
on

tin
ue
d
tr
ea
tm

en
t
du

e
to

la
b

ab
no

rm
al
iti
es
,
w
hi
ch

ex
is
te
d
pr
io
r
to

tr
ea
tm

en
t.

N
o
ch
an
ge
s
in

C
D
4
or

H
IV

R
N
A
w
er
e
se
en
.

S
ch
if
f
et

al
.
[2
6]
,

m
ul
tin

at
io
na
l

P
os
t-
ho

c
an
al
ys
is
of

3
pr
os
pe
ct
iv
e,

ra
nd

om
iz
ed
,

m
ul
ti-
ce
nt
er
,
do

ub
le
-b
lin

d
tr
ia
l,
pa
tie
nt
s
ra
nd

om
iz
ed

to
re
ce
iv
e
a
m
in
im

um
of

48
w
k
of

E
T
V
or

L
A
M
.

N
uc
le
os
id
e-
na
ïv
e
pa
tie
nt
s
re
ce
iv
ed

E
T
V
,
0.
5
m
g

da
ily
.
L
A
M
-r
ef
ra
ct
or
y
pa
tie
nt
s
re
ce
iv
ed

E
T
V
,

1
m
g
da
ily

or
co
nt
in
ue
d
L
A
M
,
10

0
m
g
da
ily
.

N
=
1,
63

3
pa
tie
nt
s,
24

5
w
ith

ad
va
nc
ed

liv
er

fi
br
os
is
/c
ir
rh
os
is
(1
20

E
T
V
,
12

5
L
A
M
)

T
he

fr
eq
ue
nc
y
of

on
-t
re
at
m
en
t
ad
ve
rs
e
ev
en
ts
w
as

co
m
pa
ra
bl
e
am

on
g
th
os
e
w
ith

ad
va
nc
ed

liv
er

fi
br
os
is
/c
ir
rh
os
is
an
d
th
e
ov

er
al
l
st
ud

y
po

pu
la
tio

n
(b
et
w
ee
n
81
–8

5%
).
3
L
A
M
-t
re
at
ed

pa
tie
nt
s
w
ith

ad
va
nc
ed

liv
er

fi
br
os
is
/c
ir
rh
os
is
di
sc
on

tin
ue
d
th
e

tr
ea
tm

en
t
du

e
to

A
E
s.
N
o
E
T
V
-t
re
at
ed

pa
tie
nt
s

di
sc
on

tin
ue
d
th
er
ap
y
du

e
to

A
E
s.
A
LT

fl
ar
es

w
er
e
lo
w
er

in
th
e
fi
br
os
is
/c
ir
rh
os
is
po

pu
la
tio

n
th
at

th
e
la
rg
er

st
ud

y
gr
ou

p.
A
ll
de
at
hs

(3
E
T
V

gr
ou

p,
4
L
A
M

gr
ou

p)
oc
cu
rr
ed

in
pa
tie
nt
s
w
ith

ad
va
nc
ed

liv
er

fi
br
os
is
/

ci
rr
ho

si
s.
N
o
de
at
hs

th
ou

gh
t
to

be
du

e
to

st
ud

y
dr
ug

.

S
he
rm

an
et

al
.
[4
5]
,

m
ul
tin

at
io
na
l

R
an
do

m
iz
ed
,
ph

as
e
II
I,
do

ub
le
-b
lin

d,
do

ub
le
-

du
m
m
y
tr
ia
l
to

st
ud

y
th
e
ef
fe
ct

of
E
T
V
on

L
A
M

re
fr
ac
to
ry
,
H
B
eA

g-
P
os
iti
ve

C
H
B
.
P
at
ie
nt
s

ra
nd

om
iz
ed

to
sw

itc
h
to

E
T
V

1
m
g
da
ily

or
co
nt
in
ue

L
A
M

10
0
m
g
da
ily

fo
r
a
m
in
im

um
of

52
w
k.

N
=
14

1
E
T
V
,
14

5
L
A
M

pa
tie
nt
s,
al
l

w
ith

L
A
M
-r
ef
ra
ct
or
y,

H
B
eA

g-
po

si
tiv

e
C
H
B
.

T
he

fr
eq
ue
nc
ie
s
of

A
E
s
w
er
e
85

%
an
d
81

%
in

th
e
E
T
V
an
d
L
A
M

gr
ou

ps
re
sp
ec
tiv

el
y.

T
he

fr
eq
ue
nc
ie
s
of

S
A
E
s
w
er
e
10

%
an
d
8%

in
th
e
E
T
V

an
d
L
A
M

gr
ou

ps
,
re
sp
ec
tiv

el
y.

7%
of

L
A
M

pa
tie
nt
s

co
m
pa
re
d
to

1%
of

E
T
V

pa
tie
nt
s
di
sc
on

tin
ue
d
th
e

dr
ug

du
e
to

ad
ve
rs
e
ev
en
ts
.
11
%

of
L
A
M

pa
tie
nt
s
ha
d

A
LT

fl
ar
es

co
m
pa
re
d
to

<
1%

of
E
T
V

pa
tie
nt
s.
3
de
at
hs

oc
cu
rr
ed
,n
on
e
w
as

ju
dg
ed

re
la
te
d
to

th
e
st
ud
y
m
ed
ic
at
io
n.

C
ha
ng

et
al
.
[4
6]
,

m
ul
tin

at
io
na
l

D
ou

bl
e-
bl
in
d,

do
ub

le
-d
um

m
y
ra
nd

om
iz
ed

co
nt
ro
lle
d
tr
ia
l.
P
at
ie
nt
s
fr
om

13
7
ce
nt
er
s

re
ce
iv
ed

E
T
V

0.
5
m
g
da
ily

or
L
A
M

10
0
m
g

da
ily

fo
r
a
m
in
im

um
of

52
w
k.

N
=
35

4
pa
tie
nt
s
in

th
e
E
T
V

gr
ou

p,
35

5
in

th
e

L
A
M

gr
ou

p.
A
ll
pa
tie
nt
s
ha
d
H
B
eA

g-
P
os
iti
ve

C
H
B
an
d
w
er
e
nu

cl
eo
si
de

na
ïv
e.

86
%

of
th
e
E
T
V

gr
ou

p
an
d
84

%
of

th
e
L
A
M

gr
ou

p
re
po

rt
ed

an
y
A
E
,
8%

of
bo

th
gr
ou

ps
re
po

rt
ed

a
S
A
E
.

3%
of

th
e
L
A
M

an
d
<
1%

of
th
e
E
T
V

gr
ou

p
di
sc
on

tin
ue
d
th
e
dr
ug

du
e
to

an
A
E
.
6%

of
th
e

L
A
M

gr
ou

p
an
d
3%

of
th
e
E
T
V

gr
ou

p
ha
d
an

A
LT

fl
ar
e
du

ri
ng

tr
ea
tm

en
t,
w
hi
le

7%
of

th
e
L
A
M

an
d

1%
of

th
e
E
T
V

gr
ou

p
ha
d
a
po

st
tr
ea
tm

en
t
A
LT

fl
ar
e.

T
w
o
de
at
hs
,
co
ns
id
er
ed

un
re
la
te
d
to

th
e
st
ud

y
th
er
ap
y
oc
cu
rr
ed

in
th
e
L
A
M

gr
ou

p.

C
ha
ng

et
al
.
[4
7]
,

m
ul
tin

at
io
na
l

D
ou

bl
e-
bl
in
d,

do
ub

le
-d
um

m
y
ra
nd

om
iz
ed

co
nt
ro
lle
d
tr
ia
l.
P
at
ie
nt
s
fr
om

14
6
ce
nt
er
s

re
ce
iv
ed

E
T
V

0.
5
m
g
da
ily

or
L
A
M

10
0
m
g

da
ily

fo
r
a
m
in
im

um
of

52
w
k.

N
=
29

6
pa
tie
nt
s
in

th
e
E
T
V

gr
ou

p,
28

7
pa
tie
nt
s
in

th
e
L
A
M

gr
ou

p.
A
ll
pa
tie
nt
s

ha
d
H
B
eA

g-
N
eg
at
iv
e
C
H
B
an
d
w
er
e

nu
cl
eo
si
de

na
ïv
e.

76
%

of
th
e
E
T
V

gr
ou

p
an
d
79

%
of

th
e
L
A
M

gr
ou

p
re
po

rt
ed

an
y
A
E
,
6%

of
th
e
E
T
V

gr
ou

p
an
d

8%
of

th
e
L
A
M

gr
ou

p
re
po

rt
ed

an
S
A
E
.
2%

of
th
e

E
T
V
an
d
3%

of
th
e
L
A
M

gr
ou

p
di
sc
on

tin
ue
d
th
e

dr
ug

du
e
to

an
A
E
.
<
1%

of
th
e
E
T
V

gr
ou

p
an
d
2%

of
th
e
L
A
M

gr
ou

p
ex
pe
ri
en
ce
d
an

A
LT

fl
ar
e
du

ri
ng

tr
ea
tm

en
t,
8%

of
th
e
E
T
V

gr
ou

p
an
d
11
%

of
th
e

L
A
M

gr
ou

p
ex
pe
ri
en
ce
d
an

A
LT

fl
ar
e
in

po
st
-

tr
ea
tm

en
t
fo
llo

w
-u
p.

T
w
o
de
at
hs
,
co
ns
id
er
ed

un
re
la
te
d
to

th
e
st
ud

y
th
er
ap
y
oc
cu
rr
ed

in
th
e
E
T
V

gr
ou

p.

T
el
bi
vu

di
ne

L
ai

et
al
.
[2
7]
,

m
ul
tin

at
io
na
l

In
te
rn
at
io
na
l,
m
ul
tic
en
te
r,
do

ub
le
-b
lin

d,
ra
nd

om
iz
ed

ph
as
e
2b

tr
ia
l
in
ve
st
ig
at
in
g
5
an
tiv

ir
al

tr
ea
tm

en
t
re
gi
m
en
s
fo
r
C
H
B
fo
r
52

w
k.

P
at
ie
nt
s

N
=
10

4
pa
tie
nt
s
w
ith

he
pa
tit
is
B
e

an
tig

en
-p
os
iti
ve

C
H
B
fr
om

16
cl
in
ic
al

ce
nt
er
s
in

5
co
un

tr
ie
s

A
E
s
oc
cu
rr
ed

w
ith

si
m
ila
r
ov

er
al
l
fr
eq
ue
nc
y
ac
ro
ss

th
e
5
tr
ea
tm

en
t
gr
ou

ps
.
M
os
t
A
E
s
w
er
e
no

t
at
tr
ib
ut
ed

to
st
ud

y
dr
ug

s
an
d
no

pa
tte
rn
s
co
ul
d
be

fo
un

d
w
ith
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T
ab

le
2

(c
on

tin
ue
d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

w
er
e
ra
nd

om
iz
ed

(1
:1
:1
:1
)
to

th
e
fo
llo

w
in
g
5
da
ily

or
al

tr
ea
tm

en
t
re
gi
m
en
s:
te
lb
iv
ud

in
e
40

0
m
g,

te
lb
iv
ud

in
e
60

0
m
g,

te
lb
iv
ud

in
e
40

0
m
g
pl
us

la
m
iv
ud

in
e
10

0
m
g
(C
om

b4
00

),
te
lb
iv
ud

in
e

60
0
pl
us

L
A
M

10
0
m
g
(C
om

b6
00

),
or

L
A
M

10
0
m
g.

tr
ea
tm

en
t
ty
pe
,
do

se
,
or

tim
e
af
te
r
st
ar
t
of

th
er
ap
y.

T
he

m
os
t
co
m
m
on

A
E
s
w
er
e
in
fl
ue
nz
a,

he
ad
ac
he
,

co
ug

h,
an
d
fa
tig

ue
.
T
w
o
S
A
E
s
w
er
e
re
po

rt
ed

(1
m
ed
ia
st
in
al

tu
m
or
,
1
pa
pi
lla
ry

th
yr
oi
d
ca
rc
in
om

a)
.

9
pa
tie
nt
s
ex
pe
ri
en
ce
d
gr
ad
e
3
or

4
la
b
ab
no

rm
al
iti
es

by
w
k
52

,
1
pa
tie
nt

(t
el
bi
vu

di
ne

60
0
m
g)

el
ev
at
io
n

of
A
LT

le
ve
l,
5
pa
tie
nt
s
el
ev
at
io
n
of

cr
ea
tin

e
ki
na
se

le
ve
ls
(o
ne

te
lb
iv
ud

in
e
40

0
m
g,

2
te
lb
iv
ud

in
e

60
0
m
g,

on
e
C
om

b6
00

),
1
pa
tie
nt

w
ith

el
ev
at
io
n
of

lip
as
e
(C
om

b6
00

),
an
d
2
pa
tie
nt
s
(C
om

b6
00

)
w
ith

ne
ut
ro
pe
ni
a.

A
ll
co
nt
in
ue
d
tr
ea
tm

en
t
ex
ce
pt

fo
r
on

e
w
ith

el
ev
at
ed

C
K

le
ve
l,
th
e
re
st
re
so
lv
ed

sp
on

ta
ne
ou

sl
y.

10
pa
tie
nt
s
ex
pe
ri
en
ce
d
vi
ra
l

br
ea
kt
hr
ou

gh
,
15

.8
%

L
A
M
,
4.
5%

te
lb
iv
ud

in
e,

an
d

12
.2
%

co
m
bi
na
tio

n,
m
os
t
of

w
hi
ch

w
er
e
du

e
to

re
si
st
an
ce
.

H
ou

et
al
.
[4
8]
,

C
hi
na

M
ul
tic
en
te
r,
do

ub
le
-b
lin

d,
ra
nd

om
iz
ed

ph
as
e
II
I

tr
ia
l
to

as
se
ss

2
y
(1
04

w
k)

of
tr
ea
tm

en
t
w
ith

te
lb
iv
ud

in
e
vs

la
m
iv
ud

in
e
in

C
hi
ne
se

ad
ul
ts
w
ith

co
m
pe
ns
at
ed

he
pa
tit
is
B
.
T
he

pa
tie
nt
s
w
er
e

ra
nd

om
iz
ed

to
60

0
m
g
of

te
lb
iv
ud

in
e
or

10
0
m
g
of

la
m
iv
ud

in
e.

N
=
33

2
C
hi
ne
se

pa
tie
nt
s
w
ith

co
m
pe
ns
at
ed

C
H
B

In
H
B
eA

g-
po

si
tiv

e
pa
tie
nt
s,
vi
ra
l
br
ea
kt
hr
ou

gh
w
as

si
gn

if
ic
an
tly

m
or
e
co
m
m
on

in
th
e
L
A
M

ar
m

at
w
k

48
co
m
pa
re
d
w
ith

te
lb
iv
ud

in
e
(1
7.
5%

vs
7.
5%

,
P
=
0.
00

9)
.
R
es
is
ta
nc
e
w
as

m
or
e
co
m
m
on

w
ith

H
B
eA

g-
po

si
tiv

e
L
A
M

re
ci
pi
en
ts
.
5
of

11
pa
tie
nt
s

(4
5%

)
w
ith

te
lb
iv
ud

in
e
re
si
st
an
ce

an
d
10

of
21

pa
tie
nt
s
(4
8%

)
w
ith

L
A
M

re
si
st
an
ce

w
er
e

ge
no

ty
pe

B
.
A
E
s
w
er
e
re
po

rt
ed

in
ab
ou

t
ha
lf
of

pa
tie
nt
s
in

bo
th

ar
m
s,
m
os
t
no

t
at
tr
ib
ut
ed

to
th
e
st
ud

y
dr
ug

.
N
as
op

ha
ry
ng

iti
s
w
as

th
e
m
os
t
co
m
m
on

co
m
pl
ai
nt

in
bo

th
gr
ou

ps
.
M
ya
lg
ia

an
d
ot
he
r

m
us
cl
e-
re
la
te
d
A
E
s
w
er
e
eq
ui
va
le
nt

in
bo

th
gr
ou

ps
.

1
te
lb
iv
ud

in
e
pa
tie
nt

de
ve
lo
pe
d
a
po

ly
m
yo

si
tis

no
t

at
tr
ib
ut
ed

to
st
ud

y
dr
ug

.
G
ra
de

3
or

4
se
ru
m

A
LT

an
d
A
S
T
el
ev
at
io
ns

w
er
e
m
or
e
co
m
m
on

in
th
e

L
A
M

gr
ou

p
(9
.1
%

vs
5.
4%

an
d
6.
7%

vs
5.
4%

).
G
ra
de

3
or

4
el
ev
at
io
ns

of
C
K

w
er
e
m
or
e
co
m
m
on

in
th
e
te
lb
iv
ud

in
e
gr
ou

p
bu

t
di
d
no

t
re
ac
h
st
at
is
tic
al

si
gn

if
ic
an
ce

(8
.4
%

vs
3.
0%

,
P
=
0.
06

).

C
ha
n
et

al
.
[4
9]
,

m
ul
tin

at
io
na
l

O
pe
n-
la
be
l,
ra
nd

om
iz
ed

tr
ia
l
(1
:1
:1
)
of

52
w
k

of
te
lb
iv
ud

in
e
or

A
D
V
,
or

24
w
k
of

A
D
V
an
d

th
en

te
lb
iv
ud

in
e
fo
r
th
e
re
m
ai
ni
ng

28
w
k.

52
w
k
fo
llo

w
-u
p.

N
=
13

1
pa
tie
nt
s
w
ith

H
B
eA

-P
os
iti
ve

C
H
B

V
ir
al

br
ea
kt
hr
ou

gh
(c
on

fi
rm

ed
in
cr
ea
se

in
se
ru
m

H
B
V

D
N
A

le
ve
ls
of

>
1
lo
g
ab
ov

e
na
di
r
va
lu
e)

oc
cu
rr
ed

in
4
A
D
V
an
d
3
te
lb
iv
ud

in
e
re
ci
pi
en
ts
an
d

in
no

co
m
bi
na
tio

n
gr
ou

p
re
ci
pi
en
ts
.
N
o
re
si
st
an
ce

m
ut
at
io
ns

w
er
e
no

te
d
in

th
e
A
D
V

re
ci
pi
en
ts
,
bu

t
al
l

3
te
lb
iv
ud

in
e
re
ci
pi
en
ts
ha
d
re
si
st
an
ce

m
ut
at
io
ns
.
N
o

dr
ug

-a
ttr
ib
ut
ed

S
A
E
s
oc
cu
rr
ed
,
no

di
sc
on

tin
ua
tio

ns
of

th
e
dr
ug

du
e
to

A
E
s
oc
cu
rr
ed
,
no

de
at
hs

oc
cu
rr
ed
.

T
w
o
ca
se
s
of

gr
ad
e
1
m
yo

pa
th
y
an
d
pe
rs
is
te
nt
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T
ab

le
2

(c
on

tin
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d)

A
ut
ho

r,
co
un

tr
y

D
es
ig
n
de
sc
ri
pt
io
n

S
ub

je
ct

ch
ar
ac
te
ri
st
ic
s

A
dv

er
se

ev
en
ts

m
ya
lg
ia

w
ith

cr
ea
tin

e
ki
na
se

el
ev
at
io
ns

w
er
e
re
po

rt
ed

in
te
lb
iv
ud

in
e
re
ci
pi
en
ts
at

52
an
d
41

w
k,

tr
ea
tm

en
t

w
as

co
nt
in
ue
d
w
ith

ou
t
do

se
m
od

if
ic
at
io
n.

S
er
um

cr
ea
tin

in
e
w
as

el
ev
at
ed

in
1
A
D
V

re
ci
pi
en
t,
an
d

re
tu
rn
ed

to
no

rm
al

on
sw

itc
hi
ng

to
te
lb
iv
ud

in
e.

L
ai

et
al
.
[2
8]
,

m
ul
tin

at
io
na
l

R
an
do

m
iz
ed
,
do

ub
le
-b
lin

d,
ac
tiv

e
ag
en
t-
co
nt
ro
lle
d

tr
ia
l
at

11
2
ac
ad
em

ic
ce
nt
er
s
in

20
co
un

tr
ie
s.

S
ub

je
ct
s
ra
nd

om
ly

as
si
gn

ed
in

a
1:
1
ra
tio

to
re
ce
iv
e
60

0
m
g
te
lb
iv
ud

in
e
or

10
0
m
g

la
m
iv
ud

in
e
or
al
ly

on
ce

da
ily
.

N
=
1,
37

0
pa
tie
nt
s
w
ith

C
H
B

A
E
s
th
ro
ug

h
w
k
52

w
er
e
si
m
ila
r
be
tw
ee
n
th
e
tw
o

gr
ou

ps
(7
3%

te
lb
iv
ud

in
e,

69
%

L
A
M
).
S
A
E
s
w
er
e

se
en

in
2.
6%

in
th
e
te
lb
iv
ud

in
e
gr
ou

p
an
d
4.
8%

in
th
e
L
A
M

gr
ou

p.
G
ra
de

3
or

4
el
ev
at
io
ns

in
C
K

le
ve
ls

(a
t
le
as
t
7
tim

es
U
L
N
)
w
er
e
m
or
e
co
m
m
on

in
re
ci
pi
en
ts
of

te
lb
iv
ud

in
e
(7
.5
%
)
th
an

L
A
M

(3
.1
%
).

T
he
se

le
ve
ls
de
cr
ea
se
d
sp
on

ta
ne
ou

sl
y
to

gr
ad
e
2
or

lo
w
er

in
66

.7
%

of
te
lb
iv
ud

in
e
pa
tie
nt
s
an
d
73

.9
%

of
L
A
M

pa
tie
nt
s.
M
us
cl
e
re
la
te
d
sy
m
pt
om

s
co
rr
el
at
ed

po
or
ly

w
ith

el
ev
at
io
ns

in
C
K

le
ve
ls
.
C
K

le
ve
ls

re
tu
rn
ed

to
no

rm
al

w
he
n
te
lb
iv
ud

in
e
w
as

di
sc
on

tin
ue
d

w
ith

in
1
m
on

th
.
G
ra
de

3
or

4
e×

le
va
tio

ns
in

A
LT

an
d

A
S
T
in

13
.1
%

of
L
A
M

pa
tie
nt
s
an
d
12

.5
%

of
te
lb
iv
ud

in
e
pa
tie
nt
s
w
ho

ha
d
vi
ra
l
br
ea
kt
hr
ou

gh
.

1
pa
tie
nt
s
w
ith

L
A
M

re
si
st
an
ce

ha
d
liv

er
fa
ilu

re
an
d

re
qu

ir
ed

a
tr
an
sp
la
nt
.
A
LT

le
ve
ls
of

at
le
as
t
50

0
IU

pe
r
lit
er

w
er
e
m
or
e
co
m
m
on

w
ith

L
A
M

(2
.2
%
)
th
an

te
lb
iv
ud

in
e
(0
.4
%
).

Z
ha
ng

et
al
.
[3
0]
,

C
hi
na

R
et
ro
sp
ec
tiv

e
re
vi
ew

of
10

5
pa
tie
nt
s
tr
ea
te
d

w
ith

te
lb
iv
ud
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ADV for 5 years, grade 1 nephrotoxicity was seen in 3% of
patients with compensated liver disease [15]. In another
study, 6% on the transplant waiting list, and 47% of those
who underwent liver transplant during the study experienced
grade 1 nephrotoxicity [16]. Patients in the latter two groups
may have had alternate explanations for renal dysfunction
such as use of other nephrotoxic medications, hepatorenal
syndrome, or may have had a magnified effect of ADV due
to advanced liver disease.

A retrospective matched cohort study carried out in a
community setting by university investigators revealed that
over 100 patient years, ADV is an independent predictor for
significant deterioration of renal function, particularly with
older patients, baseline renal insufficiency, and/or diabetes
mellitus. In this study, incidence density for renal dysfunction
was defined by treatment termination and/or development of
eGFR ≤50 mL/minute, with 5 cases/100 patient years in the
ADV treatment group compared to 1.36 cases/100 patient
years in the unexposed group. A relative risk of the exposed to
unexposed was 3.68 with 95% confidence intervals of 1.1 and
19.3. The authors stated that this may be a more realistic
picture of the renal dysfunction in the community as opposed
to a clinical trial [17]. Other studies have detected no change
in serum creatinine at a dose of 10 mg daily, including two
double-blind, placebo-controlled trials to investigate the
safety and tolerability of two dosing regimens for ADV,
10 mg daily and 30 mg daily. At the higher dose, patients
had an increase of 0.2 mg/dL in creatinine when treated for
more than 6 months [18].

The mechanism of nephrotoxicity with ADV is not
elucidated; however, there is likely proximal tubular injury
and a Fanconi-like renal tubular acidosis or alterations in
multidrug resistance protein 4 expression in renal tubular
epithelium. Dose reductions or increased dosing intervals in
those with renal insufficiency and monitoring of renal
function every 3 months for those with comorbidities that
predispose to renal insufficiency or in patients on the drug
for more than 1 year are recommended. Clinically,
nephrotoxicity will manifest as slight increases in serum
creatinine and decreases in serum phosphate levels occurring
4 to 12 months after starting ADV.

Resistance is a major concern emerging with use of ADV.
ADV resistance may be more frequent in patients who already
have LAM resistance. In an open-label trial to study mutations
in LAM resistant patients, 18% of the LAM-resistant patients
developed ADV resistant mutations, while none of the
treatment naïve patients developed mutations to ADV [19].
In a long term safety and efficacy study following patients
for 5 years on treatment, ALT flares were seen in 15 of 65
patients. These patients had ADV mutations [20]. Rare
serious adverse events include nasopharyngeal cancer,
spontaneous abortion, fracture, and bronchial pneumonia
[21]; however, it is not certain that these are attributable to

ADV. Further long term follow-up in patients to determine
adverse events associated with adefovir is needed.

Entecavir

Entecavir (ETV) is a nucleoside analogue of 2′deoxygua-
nosine and inhibits HBV replication at three different steps:
priming of HBV DNA polymerase, reverse transcription of
the negative-strand HBV DNA, and synthesis of the
positive-strand HBV DNA [2]. It was approved in 2005 at
a dose of 0.5 mg/d for treatment-naïve CHB patients and
1.0 mg/d for LAM-resistant patients. In animal studies,
there has been a higher incidence of solid tumors; long-term
human studies are underway.

Resistance is rare with entecavir in nucleoside treatment
naïve patients and when it does occur, it tends to happen in
those patients who already have LAM resistance. In a
double-blind, placebo-controlled study comparing the effi-
cacy of entecavir, 0.5 mg once daily, and lamivudine,
100 mg once daily, in HBeAg-positive CHB, there was no
virologic breakthrough due to entecavir resistance at
96 weeks. In lamivudine refractory patients, genotypic
resistance to entecavir was 51% [22, 23]. In 5 years of
follow-up of nucleoside-naïve patients from six phase 2 and
3 clinical studies of safety and efficacy of ETV, the
cumulative probability of genotypic entecavir resistance
(ETVr) and genotypic ETVr associated with virologic
breakthrough was 1.2% and 0.8%, respectively. In LAM-
refractory patients, the 5-year cumulative probability of
genotypic ETVr and genotypic ETVr associated with
breakthrough was 51% and 43%, respectively. Only four
patients who achieved less than 300 copies/mL HBV DNA
subsequently developed ETVr [24]. The 6-year resistance
data for entecavir reveal a cumulative probability of
genotypic resistance of 1.2% in nucleoside-naïve patients
and 57% in LAM-resistant patients. A total of 74 of 187
LAM-refractory patients (40%) achieved HBV DNA less
than 300 c/mL while on treatment with entecavir and of
those 74 patients, only 5 (7%) developed genotypic
resistance. The 6-year resistance data support the conclusion
that ETV has a high genetic barrier to resistance in nucleoside-
naïve patients. Even in the lamivudine-refractory patients,
favorable prognostic subgroups can be identified by response
to treatment with entecavir [25].

ETV is generally well tolerated even in patients with
advanced fibrosis and cirrhosis. In a post-hoc analysis of
three prospective, randomized, multicenter, double-blind
trials, patients with CHB and advanced hepatic fibrosis or
cirrhosis were randomly assigned to receive a minimum of
48 weeks of ETV or LAM. Nucleoside-naïve patients
received ETV, 0.5 mg daily. LAM-refractory patients received
entecavir, 1 mg daily, or continued LAM at 100 mg daily. The
frequency of on-treatment adverse events was comparable
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among those with advanced liver fibrosis/cirrhosis and the
overall study population. No entecavir-treated patients dis-
continued therapy due to adverse events [26]. Entecavir has
been proven effective against CHB, but continued surveil-
lance is necessary to determine its long-term safety.

Telbivudine

Telbivudine is a potent L-nucleoside analogue approved for
the treatment of CHB in 2006 at a dose of 600 mg/d. It is
more potent than lamivudine in suppressing HBV replication,
but it is associated with a high rate of viral resistance,
reflecting mutations cross-resistant with lamivudine, so
monotherapy is limited [2••]. The safety profile of telbivudine
looked similar to that of lamivudine in registration trials, but
at 2 years, significant adverse effects were noted [27, 28].
Creatine phosphokinase (CPK) elevations greater than 7
times the upper limit of normal were noted more frequently
in patients on telbivudine at 2 years as compared to patients
on lamivudine (12.9% with telbivudine compared to 4.1%
with lamivudine treated patients, P<0.001) [29]. Although
CPK levels were elevated to be between 191 IU/L and
900 IU/L, there was no correlation with severity of muscle
symptoms and absolute CPK elevations. On the other hand,
subjective myalgia was noted to be dose dependent [30].
Two patients developed myopathy that resolved with drug
discontinuation. Given these reports, it is recommended that
patients taking telbivudine undergo monitoring for musculo-
skeletal symptoms and CPK levels before commencing
therapy and then every 3 months during therapy.

Reports exist of moderately severe peripheral neuropathy
in 17% of patients treated with telbivudine and peginterferon
alfa-2a [31]. Accordingly, telbivudine is not recommended
for use in combination with peginterferon at this time.
Telbivudine in combination with adefovir and tenofovir is
currently being studied.

Tenofovir

Tenofovir disoproxil fumarate is a nucleotide analogue that
was approved for HIV infection as Viread (tenofovir alone)
or Truvada (tenofovir plus emtricitabine as a single pill)
(both, Gilead Sciences, Foster City, CA). It was approved
for CHB at a dose of 300 mg/d in 2008. It is structurally
similar to adefovir, but is less nephrotoxic, so higher doses
can be used, conferring better antiviral activity in clinical
studies [2••, 32, 33]. Tenofovir is currently recommended
as part of the nucleos[t]ide reverse transcriptase inhibitor
(NRTI) backbone in combination with a non-nucleoside
reverse transcriptase inhibitor (NNRTI) or protease inhibitor
as first line highly active antiretroviral therapy, whichmakes it
an excellent choice for therapy in coinfected individuals [34].
To date, neither phenotypic nor genotypic resistance to CHB

has been identified with tenofovir. It is effective against
lamivudine-resistant strains of CHB.

A 4% rate of nephrotoxicity is reported in HIV patients
taking tenofovir, but most were able to continue tenofovir at
reduced doses. Accordingly, it is recommended that serum
creatinine, phosphate levels, and urinalysis be monitored
every 3 months in patients taking tenofovir, because the
nephrotoxicity from this drug is thought to be reversible
with dose reduction or discontinuation. Decreased bone
density and osteomalacia have also been described in HIV
patients taking tenofovir. Bone density measurements and
calcium and vitamin D supplementation are recommended in
patients taking tenofovir for HIV. The experience with
tenofovir in CHB is still in its early stages, and long-term
data regarding nephrotoxicity, decreased bone density, and
osteomalacia in patients with CHB has not been determined.

Conclusions

The five approved nucleoside/nucleotide drugs for CHB
carry much promise for the treatment of this disease. The
side effects associated with these medications are clinically
significant, and close monitoring of patients while on
therapy is indicated. Future studies to address the long-
term safety profile of these nucleoside/nucleotide analogues
given for CHB are needed or currently underway. These
include studies assessing nephrotoxicity, myopathy, mito-
chondrial toxicity, bone mineral density, and drug resis-
tance. Additionally, further studies are needed to assess the
safety of nucleoside/nucleotide analogues in special patient
populations including pregnant women, children, the
elderly, and patients with decompensated liver disease.

Disclosure Dr. Han has received grant support from Bristol-Myers
Squibb and Gilead, and has served on speakers’ bureaus and as a
consultant for Bristol-Myers Squibb, Gilead, and Idenix/Novartis. No
other potential conflict of interest relevant to this article was reported.

Open Access This article is distributed under the terms of the
Creative Commons Attribution Noncommercial License which per-
mits any noncommercial use, distribution, and reproduction in any
medium, provided the original author(s) and source are credited.

References

Papers of particular interest, published recently, have been
highlighted as:
•• Of major importance

1. Kao JH, Chen DS: The natural history of hepatitis B virus
infection. In Hepatitis B Virus. Edited by Lai CL, Locarnini S.
London: International Medical Press; 2002:161–172.

88 Curr Hepatitis Rep (2010) 9:75–90



2. •• Lok ASF, McMahon BJ: Chronic hepatitis B: update 2009.
Hepatology 2009, 50 (3): 1–36. This article presents the most up-
to-date American guidelines for the treatment of chronic hepatitis
B; these are the national standard of care.

3. •• European Association for the Study of the Liver: EASL Clinical
Practice Guidelines: management of chronic hepatitis B. J Hepatol
2009, 50:227–242. This article presents the most up-to-date
European guidelines for the treatment of chronic hepatitis B, which
help to put the American Association for the Study of Liver Diseases
guidelines into perspective.

4. •• Fontana RJ: Side effects of long-term oral antiviral therapy for
hepatitis B. Hepatology 2009; 49: S185–S195. This article
presents the most complete narrative review on the side effects
of oral antiviral therapy for hepatitis B.

5. Birkus G, Hitchcock MJ, Cihlar T: Assessment of mitochondrial
toxicity in human cells treated with tenofovir: comparison with
other nucleoside reverse transcriptase inhibitors. Antimicrob
Agents Chemo 2002;46:716–723.

6. McKenzie R, Fried MW, Sallie R, et al.: Hepatic failure and lactic
acidosis due to fialuridine (FIAU), an investigational nucleoside
analog for chronic hepatitis B. N Engl J Med 1995, 333:1099–
1105.

7. Lange CM, Bojunga J, Hofmann WP, et al.: Severe lactic acidosis
during treatment of chronic hepatitis B with entecavir in patients
with impaired liver function. Hepatology 2009, 50:2001–2006.

8. Lamivudine [package insert]. Research Triangle Park, NC: Glaxo
SmithKline; 2008.

9. Adefovir [package insert]. Foster City, CA: Gilead Sciences, Inc.;
2008.

10. Entecavir [package insert]. Princeton, NJ: Bristol-Meyers Squibb;
2009.

11. Telbivudine [package insert]. Cambridge, MA: Idenix Pharmaceut-
icals; 2008.

12. Tenofovir [package insert]. Foster City, CA: Gilead Sciences, Inc.;
2008.

13. Lai CL, Chien RN, Leung NW, et al.: A one-year trial of lamivudine
for chronic hepatitis B. N Engl J Med 1998, 339:61–68.

14. Benhamou Y, Thibault V, Vig P, et al.: Safety and efficacy of
adefovir dipivoxil in patients infected with lamivudine-resistant
hepatitis B and HIV-1. J Hepatol 2006, 44:62–67.

15. Hadziyannis SJ, Tassopoulos NC, Heathcote EJ, et al.: Long-term
therapy with adefovir dipivoxil for HBeAg-negative chronic
hepatitis B for up to 5 years. Gastroenterology 2006, 131:1743–
1751.

16. Schiff E, Ching-Lung L, Hadziyannis S, et al.: Adefovir dipivoxil
for wait-listed and post-liver transplantation patients with
lamivudine-resistant hepatitis B: final long-term results. Liver
Transpl 2007, 13:349–360.

17. Ha NB, Ha NB, Garcia RT, et al.: Renal dysfunction in chronic
hepatitis B patients treated with adefovir dipivoxil. Hepatology
2009, 50: 727–734.

18. Izzedine H, Hulot JS, Launay-Vacher V, et al.: Renal Safety of
adefovir dipivoxil in patients with chronic hepatitis B: two
double-blind, randomized, placebo-controlled studies. Kidney Int
2004, 66: 1153–1158.

19. Lee YS, Dong JS, Young-Suk L, et al.: Increased risk of adefovir
resistance in patients with lamivudine-resistant chronic hepatitis B
after 48 weeks of adefovir dipivoxil monotherapy. Hepatology
2006, 43: 1385–1391.

20. Marcellin P, Chang TT, Lim SGL, et al.: Long-term efficacy and
safety of adefovir dipivoxil for the treatment of hepatitis B e
antigen-positive chronic hepatitis B. Hepatology 2008, 48:750–
758.

21. Zeng M, Mao Y, Yao G, et al.: A double-blind randomized trial of
adefovir dipivoxil in chinese subjects with HBeAg-positive
chronic hepatitis B. Hepatology 2006, 44: 108–116.

22. Gish RG, Lok AS, Chang TT, et al.: Entecavir therapy for up to
96 weeks in patients with HBeAg-positive chronic hepatitis B.
Gastroenterology 2007, 133: 1437–1444.

23. Han SB, Chang TT, Chao YC, et al.: Five years of continuous
entecavir for nucleoside-naïve HBeAg+ chronic hepatitis B:
results from study ETV-901. Hepatology 2008, 48: 705A.

24. Tenney DJ, Rose RE, Baldick CJ, et al.: Long-term monitoring
shows hepatitis B virus resistance to entecavir in nucleoside-naïve
patients is rare through 5 years of therapy. Hepatology 2009, 49:
1503–1514.

25. Tenney DJ, Pokorowski KA, Rose RE, et al.: Entecavir maintains
a high genetic barrier to HBV resistance through 6 years in naïve
patients. Presented at Digestive Disease Week. Chicago, IL; May
30–June 4, 2009.

26. Schiff E, Simsek H, Lee WM, et al.: Efficacy and safety of
entecavir in patients with chronic hepatitis B and advanced
hepatic fibrosis or cirrhosis. Am J Gastroenterol 2008, 103:
2776–2783.

27. Lai CL, Leung N, Teo EK, et al.: A 1-year trial of telbivudine,
lamivudine, and the combination in patients with hepatitis B e antigen-
positive chronic hepatitis B. Gastroenterology 2005, 129: 528–536.

28. Lai CL, Gane E, Liaw YF, et al.: Telbivudine versus lamivudine in
patients with chronic hepatitis B. N Engl J Med 2007, 357:2576–
2588.

29. Liaw YF, Gane E, Leung N, et al.: 2-Year GLOBE trial results:
telbivudine is superior to lamivudine in patients with chronic
hepatitis B. Gastroenterology 2009, 136:486–495.

30. Zhang XS, Jin R, Zhang SB, et al.: Clinical features of adverse
reactions associated with telbivudine. World J Gastroenterol 2008,
14: 3549–3553.

31. US Food and Drug Administration: Potential signals of serious risks/
new safety information identified from the adverse event reporting
system (AERS) between January–March 2008. Available at http://
www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/
Surveillance/AdverseDrugEffects/ucm082196.htm. Accessed
November 2009.

32. Leemans WF, Janssen HLA, Niesters HGM, et al.: Switching
patients with lamivudine resistant chronic hepatitis B virus from
tenofovir to adefovir results in less potent HBV-DNA suppression.
J Viral Hepat 2008, 15:108–114.

33. Marcellin P, Heathcoate EJ, Buti M, et al.: Tenofovir disoproxil
fumarate versus adefovir dipivoxil for chronic hepatitis B. N Engl
J Med 2008, 359:2442–2455.

34. Tan LKK, Gilleece Y, Mandalia S: Reduced glomerular filtration
rate but sustained virologic response in HIV/hepatitis B co-
infected individuals on long-term tenofovir. Journal of Viral
Hepatitis 2009, 16: 471–478.

35. Sung JJY, Lai JK, Zeuzem S, et al.: Lamivudine compared with
lamivudine and adefovir dipivoxil for the treatment of HBeAg-
positive chronic hepatitis B. J Hepatol 2008: 728–735.

36. Hannon H, Bagnis CI, Benhamou Y, et al.: The renal tolerance of
low-dose adefovir dipivoxil by lamivudine-resistant individuals
co-infected with hepatitis B and HIV. Nephrol Dial Transplant, 19:
386–390.

37. Pellicelli AM, Barbaro G, Francavilla R, et al.: Adefovir and
lamivudine in combination compared with adefovir monotherapy in
HBeAg-negative adults with chronic hepatitis B virus infection and
clinical or virologic resistance to lamivudine: a retrospective,
multicenter, nonrandomized, open-label study. Clin Ther 2008,
30:317–323.

38. Jonas MM, Kelly D, Pollack K, et al.: Safety, efficacy, and
pharmacokinetics of adefovir dipivoxil in children and adolescents
(age 2 to <18 years) with chronic hepatitis B. Hepatology 2008,
47: 1863–1871.

39. Chang TT, Gish RG, Hadziyannis SJ, et al.: A dose-ranging study
of the efficacy and tolerability of entecavir in lamivudine-

Curr Hepatitis Rep (2010) 9:75–90 89

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm082196.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm082196.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseDrugEffects/ucm082196.htm


refractory chronic hepatitis B patients. Gastroenterology 2005,
129: 1198–1209.

40. Sherman M, Yurdaydin C, Simsek H, et al.: Entecavir therapy for
lamivudine-refractory chronic hepatitis B: improved virologic,
biochemical, and serology outcomes through 96 weeks. Hepatol-
ogy 2008, 48: 99–108.

41. Suzuki F, Toyoda J, Katano Y, et al.: Efficacy and safety of
entecavir in lamivudine-refractory patients with chronic hepatitis B:
randomized controlled trial in Japanese patients. J Gastroenterol
Hepatol 2008, 23: 1320–1326.

42. Kobashi H, Takaguchi K, Ikeda H, et al.: Efficacy and safety of
entecavir in nucleoside-naïve, chronic hepatitis b patients: phase II
clinical study in Japan. J Gastroenterol Hepatol 2009, 24: 255–
261.

43. Leung N, Peng CY, Hann HW, et al.: Early hepatitis B virus DNA
reduction in hepatitis B e antigen-positive patients with chronic
hepatitis B: a randomized international study of entecavir versus
adefovir. Hepatology 2009, 49: 72–79.

44. Pessoa MG, Gazzard B, Huang AK, et al.: Efficacy and safety of
entecavir for chronic HBV in HIV/HBV coinfected patients
receiving lamivudine as part of antiretroviral therapy. AIDS
2008, 22: 1779–1787.

45. Sherman M, Yurdaydin C, Sollano J, et al.: Entecavir for treatment
of lamivudine-refractory, HBeAg-positive chronic hepatitis B.
Gastroenterology 2006, 130:2039–2049.

46. Chang TT, Gish RG, Hadziyannis SJ, et al.: A dose-ranging study
of the efficacy and tolerability of entecavir in lamivudine-
refractory chronic hepatitis B patients. Gastroenterology 2005,
129:1198–1209.

47. Chang TT, Gish RG, de Man R, et al.: A comparison of entecavir
and lamivudine for HBeAg-positive chronic hepatitis B. N Engl J
Med 2006, 354:1001–1010.

48. Hou J, Yin YK, Xu D, et al.: Telbivudine versus lamivudine
in Chinese patients with chronic hepatitis B: results at 1 year
of a randomized, double-blind trial. Hepatology 2008, 47: 447–
454.

49. Chan HLY, Heathcote J, Marcellin P, et al.: Treatment of hepatitis
B e antigen-positive chronic hepatitis with telbivudine or adefovir.
Ann Intern Med. 2007, 147: 745–754.

50. Peters MG, Andersen J, Lynch P, et al.: Randomized controlled
study of tenofovir and adefovir in chronic hepatitis B virus and
HIV infection: ACTG A5127. Hepatology 2006, 44: 1110–1116.

51. Bommel FV, Zollner B, Sarrazin C, et al.: Tenofovir for patients with
lamivudine-resistant hepatitis B virus (HBV) infection and high
HBVDNA level during adefovir therapy. Hepatology 2006, 44:318–
325.

52. Santos SA, Uriel AJ, Park JS, et al.: Effect of switching to
tenofovir with emtricitabine in patients with chronic hepatitis B
failing to respond to an adefovir-containing regimen. Eur J
Gastroenterol Hepatol 2006, 18:1247–1253.

90 Curr Hepatitis Rep (2010) 9:75–90


	A Systematic Review of Side Effects of Nucleoside and Nucleotide Drugs Used for Treatment of Chronic Hepatitis B
	Abstract
	Introduction
	Established Side Effects of Nucleoside Analogues
	Methods
	Results
	Description of Study Characteristics
	Lamivudine
	Adefovir
	Entecavir
	Telbivudine
	Tenofovir

	Conclusions
	References
	Papers of particular interest, published recently, have been highlighted as: •• Of major importance




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice




