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Abstract

The Efficacy and Safety of Telbivudine in Korean Patients with Chronic Hepatitis B
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Background/Aims: Telbivudine is an L-nucleoside analogue with potent antiviral activity against hepatitis
B virus (HBV). Clinical trials have shown that telbivudine is more potent than lamivudine for suppressing virus.
Methods: A total 101 Korean patients among 1,367 patients who participated in the phase III GLOBE trial were
randomized in this study. All 101 HBeAg positive or HBeAg negative patients were assigned to treatment with
600 mg of telbivudine or 100 mg of lamivudine once daily. The primary efficacy endpoint (the “therapeutic
response’) was defined as suppression of the serum HBV DNA to less than 5 logyy copies/mL coupled with
either normalization of the serum alanine aminotransferase level or loss of HBeAg. The secondary endpoints
included the histologic response, serum HBV DNA reduction, serum alanine aminotransferase normalization and
HBeAg loss for the HBeAg positive patients. This analysis includes the data collected at 52 weeks of treatment.
Results: Fifty four of 101 patients were assigned to telbivudine treatment and 47 patients were assigned to
lamivudine treatment. At week 52, significantly more patients who were treated with telbivudine than those
treated with lamivudine had a therapeutic response (83% vs 629, respectively, P=0.017), their mean serum
HBV DNA levels were more reduced (6.6 vs 5.6 logiy copies/mL, respectively, P=0.027), and they more often
achieved PCR-undetectable levels of serum HBV DNA (74% vs 34%, P<0.0001). No virologic resistance to
telbivudine was detected (0% vs 18%, respectively, P=0.001). Telbivudine was well tolerated and it had a safety
profile comparable to lamivudine. Conclusions: Patients treated with telbivudine achieved earlier and more
profound viral suppression than those treated with lamivudine. (Korean J Hepatol 2007;13:503-512)
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Figure 1. Mean change from baseline in serum HBV DNA to week 52.

DNAZ]7} 6 logiy copies/mL ©]42] x5 thAt
o2 sigith. CEitdntolH =(HCV), DY}
H2HDV), dAHAZAGrtolq=MHIV)o &

FGR A, v A8 9g AT D &
B

[e]

-

i

>

S Hole A, o]de BYEA AFEE ¢35t
TFEY A E FAMA & FEYU SEO|E FA}
AE AHES Adol = A, A9 T A
FdEe WY 52 A9t JdE A 2Ea 7E
U2 HA S-S 71 A A didel A A9l st
At

2. i

1) &4 H7}

g

12 F&A H7 WS4 E X892 (therapeu—

5257l g3 HBV DNAZ} 5 logo
WA, ALTAZ3HE B
o]al, HBeAg ¥4 Ao A= HBeAg 420
A= A2 Aostant 23 844 HF Mg
2 ZA ukgS AR gkal o] Knodell AH5
217} otk A] 2Fal Knodell #A+d S (necroin-
flammatory) A7F 43 24 = 1 o 7
A2k B2 Aotk w3 dAHAAE Fa

o
Q
<.
)
Z
=)
o F-.EL
o
fru
12
Y

=

HBeAg, anti-HBe, HBsAg, ALT <3 % HB
DNAE =43slo] Wl wlE f348 H7}

aL, P BAS Fal Ishak A#5 54

<

=
)

3
ol

i

2) vlolgi 2~ 034, WA 2 A5 A

vpol| 2 F A thed o] Aotk
AR =5 F W dE WEelA HBV DNA<S
logio copies/mLel =2gk @] g o] F <
< F o] "o HBV DNA> 5 logyy copies/
mL®] 3L 5 logyy copies/mL "]9He] Fro] 13|15 %
Wb ek AR Aottt mhAE B A
HE=A] HBV DNA>5 logyy copies/mLo] ok &}
ATt

A F o dExor HBV DNA<S logi
copies/mLE EASHA] £33 mgAte] Hee o
% 5 W MRl A 7] # ] (baseline level)ol] H] 3]
Z 2 2 logy copies/mL ]2 &3 HBV DNA
7F #Aets o olF F oW A% Tl
HBV DNA <=7} 71AZ9] 1 logy copies/mL
HE Well Eolear, 71 F w9 W A7FA] 7]

A =] ol € 1 logyy copies/mL ©]A w2 4=%]7}

ol

- 505 -



tHetzietslx| o 13 @ H 4 & 2007

138 z9slx] g2 Aoz AFosluch A gxLe] vl S-S Tl AL, HAAMY 27 0] grade 3/4
HBV DNAZ} wpA]ut wkZoll A 712121 €] 1 logi ol AHE Bl A B &S AFHEYTE 7}
shpd, o] Ay} oA gradex RCC (Regulatory Compliance Center)ol|
Hhol 2] 2~ Euld ol EZ 38T W AlE Table for Grading Severity of Adult
HBV 228 WAS 7]# Ao A 182 v}o] Adverse Experiences®] 71 (http://rcc.tech—
B2 FdAe] A & A HBV s aiet res.com/ tox_tables.htm)ol wgkt},
AHALE A gk A7 E e

=
W2 vholef=ukgo] g §& B A ' 3. 84 =4
= H A gt(nadir) & 25 1 log)y copies/mL ©]4F A oFS o Hojgte: H&3 ydxes =2
=713k A% 543 Wolyl oy Aoz Ao T ITT (Intent-to-treat)w"oll X3= At} T4 5=
areld A BE, BEAANSDs), F7HE, A RS
A& Ao AR Byeta HBV DNA - 754 B9l Adl, &, 84 5 55 X33
7} 5 logio copies/mL P|RFO.® ZFA8hA] = A th ASEE W] BRHS 27 3EE T Al
$2 Aosqnh o Wk aokalelnh wep 27] AP UHAL A
ge A9 23 Rk AgE F
3) kA Atole] 714 vlaE 9fstel T 474 % Chi-
RE o4 mhg Fgk o] WS FH5 Y squares ©o]&3ttt AW, ol E°] HBV
o 0|59 F=ro} okEylo] HAZ HrEY DNA 74 415 98 4R (ANOVA)S
o WAl W 2 Agsiete] LUEPS gl AWk ol AFAE ARE B
gl AHhgo0] ugAE QAL £ ol HBeAg &4 SR04 2ul 3T 2R3 2]
sk xte] dEAS M A4, wFA % 37t FH(129) Abele] X5 53} Zpo] 412 A
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Table 1. Baseline Characteristics of Patients
Characteristics Telbivudine (n=54) Lamivudine (n=47) P-value
Mean age, years (range) 349 (18-59) 35.9 (20-56) 0.628
Male sex, no. (%) 44.0 (81) 32.0 (68) 0.120
HBeAg positive, no. (%) 470 (87) 35.0 (75) 0.729
Serum alanine amniotransferase 0.612
Mean (SD) 1845 (177.4) 203.0 (193.0)
Median (range) 120.0 (34-1137) 135.0 (40-821)
Serum HBV DNA, log;y copies/mL 0.470
Mean (SD) 931 (2.19) 9.62 (2.21)
Median (range) 9.37 (4.1-16.0) 942 (55-16.1)
Liver histology (mean values)
Total Knodell HAI score 10 10 0.865
Knodell necroinflammatory score 85 84 0.948
Ishak fibrosis score 24 2.5 0.708

HBeAg, hepatitis B e antigen; SD, standard deviation; HAI, histologic activity index
T test for continuous variables and Chi-square for categorical variables.
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Table 2. Efficacy of the Antiviral Treatment at Week 52
Parameters Telbivudine (n=54) Lamivudine (n=47) P-value
Therapeutic response (%) 82.7 62.2 0.017
Histologic response (%) 81.0 65.7 0.071
Serum HBV DNA (mean logjo reduction -6.58 (1.88) -5.55 (2.66) 0.027
from baseline (SD))
Serum HBV DNA (% PCR negative) 74.1 34.0 <0.001
ALT normalization (%) 83.6 733 0.213
Virologic breakthrough (%) 0.0 181 0.001
Virologic resistance (%) 0.0 181 0.001
Treatment failure (%) 1.8 14.0 0.024
Primary ™ 19 11.8
Secondary” 0.0 6.8

*Primary treatment failure: Serum HBV DNA levels never below 5 logs.
' Secondary treatment failure: Resistance with persistently elevated ALTSs, clinical disease progression,

discontinuation for drug-attributed adverse event.

HBV, hepatitis B virus; PCR, polymerase chain reaction; ALT, alanine aminotreasferase
T test for continuous variables and Chi-square for categorical variables.
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Table 3. Efficacy of the Antiviral Treatment in HBeAg Positive Patients at Weeks 52

Parameters Telbivudine (n=47) Lamivudine (n=35) P-value
Therapeutic response (%) 789 59.2 0.051
Histologic response (%) 0.1 63.7 0.078
Se;j; Z[izhffég;ea“ loguo reduction 683 (1.87) ~5.86 (2.63) 0.059
Serum HBV DNA (% PCR negative) 70.8 25.3 <0.001
ALT normalization (%) 80.3 71.4 0.213
HBeAg loss (%) 183 82 0.172
HBeAg seroconversion (%) 135 82 0.449
Virologic breakthrough (%) 0.0 20.3 0.003
Virologic resistance (%) 0.0 20.3 0.003
Treatment failure (%) 2.2 17.1 0.027

Primary™ 2.3 14.3

Secondary” 0.0 6.8

*Primary treatment failure: Serum HBV DNA levels never below 5 logs.

" Secondary treatment failure: Resistance with persistently elevated ALTS, clinical disease progression,
discontinuation for drug-attributed adverse event.

HBYV, hepatitis B virus; PCR, polymerase chain reaction; ALT, alanine aminotransferase; HBeAg, hepatitis B e

antigen

T test for continuous variables and Chi-square for categorical variables.

Table 4. Efficacy of the Antiviral Treatment in HBeAg Negative Patients at Weeks 52

Parameters Telbivudine (n=7) Lamivudine (n=12)
Therapeutic response (%) 100 75.0
Serum HBV DNA (mean logyy reduction from baseline (SD)) -5.59 (1.66) -4.26 (2.47)
Serum HBV DNA (% PCR negative) 100 584

ALT normalization (%6) 100 834

*Primary treatment failure: Serum HBV DNA levels never below 5 logiy copies/mL.

" Secondary treatment failure: Resistance with persistently elevated ALTS, clinical disease progression,
discontinuation for drug-attributed adverse event.

ANOVA for continuous variables, difference between proportions for categorical variables.
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Table 5. Percent of Patients according to HBV DNA Level at Week 24 and Week 52

Serum HBV DNA (copies/mL) Telbivudine (%) Lamivudine (%) P-value
Week 24
PCR-negative 61.1 319 <0.001
<3 logio 7.7 42.6 0.003
<4 logio 887 66.0 0.006
<5 logio 96.2 85.1 0.053
>5 logio 3.8 14.9 0.053
Week 52
PCR-negative 74.1 34.0 <0.001
<3 logo 78.8 44.4 0.001
<4 logio 885 57.8 0.001
<5 logio 98.1 73.3 <0.001
>5 logio 19 26.7 <0.001

ANOVA for continuous variables, difference between proportions for categorical variables.

Table 6. Adverse Events and Laboratory Abnormalities through Week 52

6a. Adverse Events Occurring in at Least 5 Percent of Patients in Either Treatment Group

Telbivudine (n=54) Lamivudine (n=47) Total (n=101)

N (%) N (%) N (%) Prvalue
Total patients with AE (%) 42 (77.8) 43 (91.5) 85 (84.2) 0.060
URI 17 (31.5) 14 (29.8) 31 (30.7) 0.84
Fatigue 15 (27.8) 13 (27.7) 28 (27.7) 0.989
Headache 8 (14.8) 14 (29.8) 22 (21.8) 0.069
Rash 8 (14.8) 4 (85) 12 (11.9) 0.329
Rhinorrhea 5 (9.3) 5 (10.6) 10 (9.9) 0.817
Dizziness 3 (56) 5 (10.6) 8 (7.9 0.346
Nausea 4 (74) 4 (85) 8 (7.9 0.838
Cough 4 (74) 4 (85) 8 (7.9 0.838
Pharyngolaryngeal pain 6 (11.1) 2 (4.3) 8 (7.9) 0.203
Upper abdominal pain 2 (37) 5 (10.6) 7 (6.9) 0171
Dyspepsia 3 (56) 4 (85) 7 (6.9) 0.560
Weakness 3 (56) 4 (85) 7 (6.9) 0.560
Nasopharyngitis 3 (56) 4 (85) 7 (6.9) 0.560
Back pain 4 (74) 3 (64) 7 (6.9) 0.840
Post procedural pain 1 (1.9 4 (85) 5 (5.0) 0.124
Pruritus 2 (3.7 3 (64) 5 (5.0) 0.536
Upper abdominal discomfort 4 (74) 121 5 (5.0 0.222
Diarrhea 119 3 (64) 4 (4.0) 0.244
Pain 3 (56) 1 (21) 4 (4.0) 0.378
Weight loss 4 (74) 0 4 (4.0) 0.057

- 509 -



tHetzietslx| o 13 @ H 4 & 2007

6b. Grade 3 or 4 Laboratory Abnormalities™

Telbivudine (n=54)

Lamivudine (n=47)

Total (n=101)

N (%) N (%) N (%) Prvalue
ALT 3 (56) 5 (10.6) 8 (79) 0.346
AST 1 (19 4 (85) 5 (5.0) 0.124
Creatine kinase (CK) 0 1 (21) 1 (1.0) 0.281
Lipase 0 1(2.1) 1 (1.0 0.281
Absolute neutrophils 1 (1.9) 1(21) 2 (2.0) 0.921
Total bilirubin 0 1@ 1 (1.0 0.281

ANOVA for continuous variables, difference between proportions for categorical variables.
*Adapted from Division of AIDS Table for Grading Severity of Adult Adverse Experiences(©), August,1992.
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