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Key conclusions

@ Baseline clinical characteristics can predict which patients will have better treatment outcome after 104 weeks of treatment with
telbivudine. In HBeAg-positive patients, baseline serum ALT levels correlate significantly with treatment outcomes at 104 weeks.

© Baseline viremia is also an important predictor as serum HBV DNA <9 log,, copies/mL (HBeAg-positive patients), or serum HBV
DNA levels <7 log,, copies/mL (HBeAg-negative patients) are associated with greater efficacy and less resistance, after 104 weeks
of treatment with telbivudine.

@ Undetectable serum HBV DNA (by PCR) after 24 weeks of treatment with telbivudine is the strongest on-treatment predictor of week
104 outcomes, both for HBeAg-positive and for HBeAg-negative CHB. In contrast, serum ALT level at week 24 was not a significant
predictor of any week 104 outcome.

@ By combining the baseline and on-treatment predictors it is possible to identify telbivudine-treated patients that achieve the highest
rates of efficacy and lowest resistance after 104 weeks of treatment.



IDENTIFICATION OF BASELINE CLINICAL CHARACTERISTICS AND EARLY ON-TREATMENT PARAMETERS PREDICTING LONG-TERM

OUTCOMES FOR TELBIVUDINE-TREATED PATIENTS WITH CHRONIC HEPATITIS B (THE GLOBE STUDY)

ckgroun
Treatment of chronic hepatitis B (CHB) is evolving with an increasing range of treatment
options. Clinical practice guidelines in the USA, Europe, and Asia provide separate
algorithms for the management of patients with HBeAg-positive and HBeAg-negative
CHB."=® In HBeAg-positive CHB antiviral treatment is recommended for patients with serum
ALT levels >2 times the upper limit of normal (ULN), while in HBeAg-negative CHB treatment
initiation depends mainly on viremia levels (>10* or 10° copies/mL).

Therapeutic outcomes may be improved firstly through informed selection of initial therapy, and
secondly by early evaluation of treatment response, which allows confirmation of the efficacy of
the initial therapy or the opportunity to adjust therapy for patients with suboptimal responses.
Analyses of clinical characteristics of patients treated with interferon demonstrated that
high serum ALT and low HBV DNA levels before treatment are associated with higher rates
of HBeAg loss.* Similarly, elevated ALT levels and/or active histologic disease were noted to
be the most important predictors of lamivudine-induced HBeAg loss.5 However, the existing
trials with interferon or oral antiviral agents have provided limited information to evaluate the
relative importance of pretreatment characteristics vs. evaluation of early on-treatment
responses in predicting long-term treatment outcomes.

The GLOBE study, which compared the efficacy and safety of telbivudine 600 mg/day and
lamivudine 100 mg/day over 2 years in 1367 adult patients with CHB, provides an excellent
resource for assessing factors that may contribute to therapeutic outcomes for both
HBeAg-positive and HBeAg-negative patients.®”

The aim of this analysis is to identify baseline patient characteristics that predict optimal
responses to telbivudine after 2 years of treatment in the GLOBE study, and to compare
these with the early on-treatment response parameters that may contribute to effective
management of patients receiving telbivudine therapy.

The GLOBE study enrolled nucleos(t)ide-naive patients aged 16-70 years with HBeAg-
positive (n=921) or HBeAg-negative (n=446) compensated CHB. Treatment groups were
well matched for baseline demographic and disease characteristics.

Study endpoints assessed in this analysis include serum HBV DNA reduction, ALT
normalization, HBeAg seroconversion and resistance. Serum HBV DNA was quantified by
COBAS® Amplicor polymerase chain reaction (PCR) assay (detection limit 300 copies/mL).
Resistance was defined as viral breakthrough (increase of serum HBV DNA >1 log above
nadir) with confirmed genotypic resistance, based on the full length DNA sequencing of the
reverse transcriptase domain of HBV polymerase.

Multivariate regression analyses were used to identify and assess baseline and early on-
treatment (Weeks 12 and 24) variables predictive of Week 104 efficacy outcomes. The
population for these analyses comprised telbivudine recipients with available Week 104 data.
Baseline variables included in the model were age, body mass index (BMI), serum ALT,
Ishak fibrosis score, serum HBV DNA level, Knodell histologic activity index (HAI) score,
gender, and HBV genotype. Since 96% of patients harboring HBV genotype C were Asian,
genotype and race were not considered simultaneously. Continuous variables were
dichotomized along the median of HBeAg-positive and -negative groups. P-values <0.15
were required for model entry and >0.25 for model exit.

For analysis of on-treatment predictive factors, patients were categorized according to
serum HBV DNA level at Weeks 12 and 24: PCR-negative; <3 log;, copies/mL; 3-4 logyo
copies/mL; and >4 log;, copies/mL and by baseline ALT level <2 x ULN, 2-5 x ULN and
>5 x ULN. For stepwise multiple regression analyses, patients were categorized as HBV
DNA PCR-negative or not PCR-negative at Weeks 12 and 24.

sults

Outcomes at Week 104
At Week 104, significantly more telbivudine recipients (vs. lamivudine) achieved therapeutic
response, i.e. the primary efficacy endpoint. Telbivudine demonstrated superiority on all direct
measures of antiviral efficacy in both HBeAg-positive and HBeAg-negative patients (Table 1).
Baseline variables associated with Week 104 outcomes for telbivudine
In HBeAg-positive patients, baseline serum HBV DNA levels <9 logy, copies/mL were strong
predictors of PCR-negativity, HBeAg seroconversion and low resistance at Week 104
(Figure 1). BMI <22.5 kg/m? and age <30 years were significant predictors of ALT normalization.

Table 1. GLOBE study results at 104 weeks

Table 2. Week 104 outcomes based on ALT at baseline

HBeAg-positive patients HBeAg-negative patients

Telbivudine Lamivudine P Telbivudine Lamivudine P

N 458 463 - 222 224 -
Therapeutic 63 48 <0.0001 78 66 0.007
responsef, %

MeanHBVDNA  -5.7 44 <0.0001 -5.0 42 0.0002

reduction from
baseline, log1o

copies/mL

HBV DNA 56 39 <0.0001 82 57 <0.0001
PCR-negative, %

ALT 70 62 0.014 78 70 0.073
normalization, %

HBeAg loss, % 35 29 0.056 - - -
HBeAg 30 25 0.095 = = =
seroconversion, %

Resistance?, % 25 40 <0.0001 1 26 <0.0001

*Serum HBV DNA <5 logs copies/mL coupled with ALT normalization or HBeAg loss.

“Viral breakihrough at Week 104 (persistent increase of HBV DNA of 1 log >nadir value) with confirmed resistance
mutations. Resistance rates at Week 104, calculated using protocol definition of viral breakthrough (persistent increase
of HBV DNA to above 5 logso copies/mL after suppression to below that leve), were 22% and 8% for telbivudine in
HBeAg-positive and HBeAg-negative patients, compared with 34% and 20% for lamivudine.

In HBeAg-positive patients, the rates of PCR-negativity, HBeAg loss and HBeAg
seroconversion at Week 104 showed positive correlation with baseline ALT levels (<2 x ULN,
2-5 x ULN or >5 x ULN), while the resistance rates were inversely correlated. Importantly,
within each baseline ALT category, the rates of PCR-negativity at Week 104 were significantly
higher with telbivudine, compared with lamivudine, and the resistance rates were significantly
lower with telbivudine for patients with baseline ALT levels <2 x ULN or 2-5 x ULN (Table 2).
In HBeAg-negative patients, BMI was the only significant predictor of PCR-negativity at Week
104, and age was the only significant predictor of ALT normalization (Figure 1). BMI, baseline
Ishak fibrosis score <3, and genotype C were predictors of Week 104 resistance. Although
baseline HBV DNA level was not a significant predictor in HBeAg-negative patients, there was
a trend suggesting better outcomes for patients with baseline HBV DNA <7 log, copies/mL.

Figure 1. Significant baseline predictors of Week 104 outcomes in
a) HBeAg-positive and b) HBeAg-negative telbivudine recipients
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Baseline variables that were identified by multivariate analysis as significant predictors of outcomes at Week 104
are shown. Data indicate odds ratios + 95% confidence intervals (Cls). Odds ratios >1 indicate direct
relationships; odds ratios <1 indicate inverse relationships.

Selection criteria: serum HBV DNA at Week 24 PCR-negative (<300 copies/mL) vs. not PCR-negative; baseline
HBV DNA <9 vs. >9 logy copies/mL (HBeAg-positive patients) or <7 vs. >7 logso copies/mL (HBeAg-negative
patients); BMI <22.5 vs. >22.5; Age <30 vs. 30; gender female vs. male.

Odds ratio = 95% CI

In HBeAg-negative patients, the rates of PCR-negativity at Week 104 correlated positively with
baseline ALT levels (<2 x ULN, 2-5 x ULN, or >5 x ULN), while the rates of resistance were
inversely correlated with baseline ALT levels. The rates of PCR-negativity at Week 104 were
significantly higher and the resistance rates were significantly lower with telbivudine, compared
with lamivudine, for patients with baseline ALT levels <2 x ULN or 2-5 x ULN (Table 2).
Compared with the overall population of HBeAg-positive telbivudine recipients, higher rates of
efficacy responses at Week 104, and less resistance, were seen in patients eligible for treatment
(baseline ALT levels 22 x ULN) if the baseline HBV DNA levels were <9 logy, copies/mL. In the
HBeAg-negative population, telbivudine-treated patients with baseline HBV DNA levels <7 logyq
copies/mL experienced higher rates of efficacy responses and less resistance at Week 104 (Table 3).

ALT at baseline
Telbivudine n/N (%)

Lamivudine n/N (%)
HBeAg-positive

Week 104 outcomes <2xULN 2-5xULN >5xULN <2xULN 2-5xULN >5xULN

Seroconversion 32/159 50/197 27/86 26/150 67/207 35/75
(20.0) (25.4) (31.2) (17.8) 32.3) (46.3)
E antigen loss 39/159 59/197 31/86 36/150 79/207 37/75
(24.3) (29.9) (35.8) (24.4) (38.2) (48.8)
PCR-negative 52/170 78/205 48/88 74/163 125/219 56/76
(30.4) 87.7) (54.3) 45.7) (67.0)" (73.3)"
Cumulative 1 log above 78/170 83/205 22/88 47/163 54/219 14/76
nadir resistance, % (46.1) (40.8) (25.3) (28.6)" (24.5)" (18.7)
ALT at baseline
Lamivudine n/N (%) Telbivudine n/N (%)

HBeAg-negative

Week 104 outcomes <2xULN 2-5x ULN >5x ULN <2xULN 2-5xULN >5xULN

PCR-negative 51/99 53/90 23/35 75/92 81/99 26/31

(50.9) (58.9) 67.2) (82.4)° (81.8) (©2.8)
Cumulative 1log above  30/99 22/90 6/35 10/92 11/99 3/31
nadir resistance, % (30.7) (24.2) (15.6) (10.4y (11.1)" 9.4)

*P<0.05, telbivudine vs. lamivudine.

Table 3. Week 104 outcomes with telbivudine according to baseline HBV
DNA level

HBeAg-positivet HBeAg-negativet
A g A -

i L
n=80 n=78

n=91 n=103

PCR negativity, % 77.3 552 89.2 66.4
HBeAg seroconversion, % 47.1 407 - -

ALT normalization, % 75.0 715 82.0 78.1
Cumulative 1 log above 1.3 19.0 3.1 207

nadir resistance, %

HBeAg-positive patients: baseline ALT 2 x ULN and HBV DNA <9 logsq copies/mL; HBeAg-negative patients:
baseline HBV DNA <7 logs copies/mL.

Early on-treatment variables associated with Week 104 outcomes
The degree of early viral suppression (HBV DNA reduction) increased from Week 12 to
Week 24 of telbivudine treatment in both HBeAg-positive and negative patients (Figure 2).
Since elevated baseline ALT was established as a predictor of response in HBeAg-
positive patients, we first analyzed the predictability of response in these patients with
ALT 2 x ULN at baseline. Since no baseline characteristic was a significant predictor
across outcomes in the HBeAg-positive cohort, we analyzed this relationship in the
overall HBeAg-negative population.

Figure 2. Serum HBV DNA levels at Weeks 12 and 24 in telbivudine recipients
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Figure 3. Effect of early virologic response to telbivudine on outcomes
at Week 104 in CHB patients considered for antiviral treatment

Resistance ™
HBoAg

AT
normalization

PCR-negative

Resistance

AT
normalization

PCR-
negative

Patients with response at Week 104 (%)

I PCR -negative <3log, Madiog,, M>siog,

‘Viral breakthrough at Week 104 (persistent increase of HBV DNA of 1 log > nadir value) with confirmed
resistance mutations. Resistance rates at Week 104, calculated using protocol definition of viral breakthrough
(persistent increase of HBV DNA to above 5 logs, copies/mL after suppression to below that level), were 4% and
39% for telbivudine-treated HBeAg-positive with ALT >2 x ULN and HBeAg-negative patients, respectively, who
were PCR-negative at Week 24.

Undetectable serum HBV DNA (by PCR) at Week 24 emerged as a significant, and the
strongest predictor of Week 104 outcomes (Figure 3). When this parameter was added to
the multiple regression model; the predictive value of baseline parameters became weaker
or insignificant. In contrast, serum ALT level at Week 24 was not a significant predictor of
any Week 104 outcome in the multiple regression model (Figure 4).

Figure 4. Significant baseline and on-treatment (Week 24) predictors of
outcomes at Week 104 in a) HBeAg-positive and b) HBeAg-negative
telbivudine recipients
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Baseline and on-treatment variables that were identified by multivariate analysis as significant predictors

of outcomes at Week 104 are shown, with PCR-negativity at Week 24 included in the statistical model.

Data indicate odds ratios + 95% Cls. Odds ratios >1 indicate direct relationships; odds ratios <1 indicate
inverse relationships.

Selection criteria: serum HBV DNA at Week 24 PCR-negative (<300 copies/mL) vs. not PCR-negative; baseline
HBV DNA <9 vs. >9 logso copies/mL (HBeAg-positive patients) or <7 vs. >7 logs copies/mL (HBeAg-negative
patients); baseline ALT >2.5 x ULN vs. <2.5 x ULN; BMI <22.5 vs. >22.5; Age <30 vs. >30; gender female vs. male.

Undetectable serum HBV DNA (by PCR) at Week 12 was also a significant predictor of most
Week 104 outcomes, however the odds ratios were generally lower, with reduced statistical
significance, compared with the odds ratios for PCR-negativity at Week 24 (data not shown).
HBeAG-positive patients eligible for guideline-recommended treatment (baseline ALT levels
22 x ULN with baseline HBV DNA levels <9 logy, copies/mL) achieved higher rates of PCR-
negativity at Week 24 than the overall HBeAg-positive patients in the study (71% vs. 44%).
Those patients who were PCR-negative at Week 24 experienced high rates of efficacy
responses and a low rate of resistance at Week 104 (Figure 5).
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Figure 5. Outcomes at Week 104 for HBeAg-positive patients eligible
for treatment (ALT >2 x ULN) with HBV DNA <9 log;o copies/mL and
undetectable viremia (by PCR) at Week 24
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1%
of telbivudine treated patients achieve PCR
e ies/mL) at Week 24

89% 52%
PCR negative Seroconversion
Week 104 foek 104

(n=51/57) (n=25/48)

54% of HBeAg-positive lamivudine recipients with HBY DNA <9 logs + ALT >2 x ULN achieved
PCR-negativity at Week 24.

In the HBeAg-negative population, telbivudine-treated patients with baseline HBV DNA
levels <7 log,o copies/mL achieved higher rates of PCR negativity at Week 24 than the
overall HBeAg-negative population (95% vs. 80%). PCR negativity at Week 24 was
predictive of improved outcomes at Week 104 (Figure 6).

Figure 6. Outcomes at Week 104 for HBeAg-negative patients with HBV
DNA <7 logyo copies/mL and undetectable viremia (by PCR) at Week 24
Baseline
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Resistance
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81% of HBeAg-negative lamivudine recipients with HBY DNA <7 logyo achieved PCR-negativity at Week 24.

Conclusmn

* Baseline clinical characteristics can predict which patients will have better
treatment outcome after 104 weeks of treatment with telbivudine. In HBeAg-positive
patients, baseline serum ALT levels ignif with
at 104 weeks. Baseline viremia is also an important predictor as serum HBV DNA
<9 log,, copies/mL (HBeAg-positive patients), or serum HBV DNA levels
<7 logy, copies/mL (HBeAg-negative patients) are associated with greater efficacy
and less resistance, after 104 weeks of treatment with telbivudine.
Undetectable serum HBV DNA (by PCR) after 24 weeks of treatment with

ivudine is the g i of Week 104 outcomes, both for
HBeAg-positive and for HBeAg-negative CHB. In contrast, serum ALT level at Week
24 was not a significant predictor of any Week 104 outcome.
* Comparison of baseline and early on-treatment parameters showed that HBV DNA
level after 24 weeks of ivudi is overall the i of
outcomes at Week 104, and is therefore a very relevant parameter for evaluation
of therapeutic response. Patients with a viral load that remains high at Week 24
have poorer long-te ing that i ion of the i
regimen should be considered.
By combining the baseline and on-treatment predictors it is possible to identify
telbivudine treated patients that achieve the highest rates of efficacy and lowest
resistance after 104 weeks of treatment.
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Key conclusions

@ Therapeutic outcomes may be optimized in HBeAg-negative patients through informed selection of initial therapy and by early
evaluation of treatment response.

@ In the GLOBE study, telbivudine demonstrated more profound early (week 24) viral suppression and superiority on all direct measures
of antiviral efficacy at week 104 of treatment among HBeAg-negative patients, compared with lamivudine.

©  Among HBeAg-negative patients with baseline HBV DNA level <7 log,, copies/mL, telbivudine demonstrated higher rates of PCR
negativity at week 24 and higher rates of efficacy responses and less resistance at week 104, compared with lamivudine.

© HBeAg-negative patients with baseline HBV DNA levels <7 log,, copies/mL who were PCR-negative at week 24 showed the highest
rates of efficacy responses and the least resistance at week 104 in both treatment arms, although predictability of long-term response
was greater for telbivudine than for lamivudine.



BASELINE CHARACTERISTICS AND EARLY VIROLOGIC RESPONSE TO TELBIVUDINE PREDICT 2-YEAR OUTCOMES

FOR PATIENTS WITH HBEAG-NEGATIVE CHRONIC HEPATITIS B (THE GLOBE STUDY)

Background

The major treatment objective in chronic hepatitis B is to achieve sustained
suppression of hepatitis B virus (HBV) replication, and long-term therapy is often
required to maintain response.'-2

There are few data available to guide clinical decision-making regarding individual
patient management and early evaluation of treatment response. The ability to
predict long-term treatment response based on baseline demographics and early
responses to therapy may help physicians individualize patient management and
optimize outcomes in hepatitis B e-antigen (HBeAg)-negative chronic hepatitis B.

The large phase Ill GLOBE study compared the efficacy and safety of telbivudine
600 mg/day and lamivudine 100 mg/day in 1367 adult patients (including 446
HBeAg-negative patients) with compensated chronic hepatitis B.2 Due to its size,
the GLOBE study provides an excellent resource for assessing factors that may
contribute to therapeutic outcomes.

The aim of this analysis is to assess baseline characteristics and HBV DNA levels

at Week 24 as predictors of outcomes among patients with HBeAg-negative chronic
hepatitis B following 2 years of treatment with telbivudine, and to compare long-term
outcomes achieved with telbivudine and lamivudine.

The GLOBE study enrolled 1367 nucleos(t)ide-naive patients aged 16-70 years,
including 446 HBeAg-negative patients, with compensated CHB.

Study endpoints assessed in this analysis include serum HBV DNA negativity

(<300 copies/mL), alanine aminotransferase (ALT) normalization, and resistance at
Week 104 (2 years). Serum HBV DNA was quantified by COBAS® Amplicor
polymerase chain reaction (PCR) assay (detection limit 300 copies/mL). Resistance
was defined as viral breakthrough (increase of serum HBV DNA >1 log above nadir)
with confirmed genotypic resistance, based on the full length DNA sequencing of the
reverse transcriptase domain of HBV polymerase.

Multivariate regression analyses were used to identify and assess baseline and early
on-treatment (Week 24) variables predictive of Week 104 efficacy outcomes. The
population for these analyses comprised HBeAg-negative telbivudine recipients with
available Week 104 data.

Baseline variables included in the model were age, body mass index (BMI), serum
ALT, Ishak fibrosis score, serum HBV DNA level, Knodell histologic activity index (HAI)
score, gender, and HBV genotype. Continuous variables were dichotomized along the
median of HBeAg-negative groups. P-values <0.15 were required for model entry and
>0.25 for model exit.

For analysis of on-treatment predictive factors, patients were categorized according
to serum HBV DNA level at Week 24: PCR-negative; <3 logyo copies/mL; 3-4 logyo
copies/mL; and >4 logy, copies/mL.

sults

HBeAg-Negative Patient Population

The intent-to-treat population of the GLOBE study comprised 446 HBeAg-negative
patients treated with telbivudine (n=222) or lamivudine (n=224).

[o] in HBeAg-Negative Pati Telbi vs. Lamivudine
Telbivudine was associated with early, profound viral suppression by 24 weeks of
treatment. A greater percentage of HBeAg-negative patients receiving telbivudine were

serum HBV DNA PCR-negative, compared with lamivudine (P<0.05) (Figure 1).

At Week 104, telbivudine demonstrated superiority on all direct measures of antiviral
efficacy among HBeAg-negative patients (Table 1).

Figure 1. Viral load achieved by Week 24, telbivudine vs. lamivudine,
HBeAg-negative patients.
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QL, quantitation limit; PCR nondetectable at <300 copies/mL by COBAS® Amplicor.

*P<0.08, telbivudine vs. lamivudine.

Table 1. GLOBE study results at 104 weeks among HBeAg-negative
patients

HBeAg-negative patients

Telbivudine Lamivudine P
N 222 224 -
Therapeutic response', % 78 66 0.007
Mean HBV DNA reduction -5.0 4.2 0.0002
from baseline, logyo copies/mL.
HBV DNA PCR-negative, % 82 57 <0.0001
ALT normalization, % 78 70 0.073
Resistance?, % 11 26 <0.0001

*Serum HBV DNA <5 log;, copies/mL coupled with ALT normalization.

“Viral breakthrough at Week 104 (persistent increase of HBV DNA of 1 log > nadir value) with confirmed
resistance mutations. Resistance rates at Week 104, calculated using protocol definition of viral breakthrough
(persistent increase of HBV DNA to above 5 logyo copies/mL after suppression to below that level), were 8%
and 20% for telbivudine and lamivudine, respectively, in HBeAg-negative patients.

Baseline Variables Associated with Week 104 Outcomes,
HBeAg-Negative Patients

In HBeAg-negative telbivudine recipients, BMI was the only significant predictor

of PCR-negativity at Week 104 (P=0.011), and age was the only significant predictor
of ALT normalization (P=0.017) (Figure 2). BMI (P=0.022), Ishak fibrosis score

<8 (P<0.001), and genotype C (P=0.010) were predictors of Week 104 resistance.

Because of a trend suggesting better Week 104 outcomes for HBeAg-negative patients
with baseline HBV DNA <7 log;, copies/mL, data from these patients were analyzed
separately. A total of 194 HBeAg-negative patients with HBV DNA <7 log;, copies/mL
were randomized to telbivudine (n=91) or lamivudine (n=103). The groups were well-
matched at baseline.

Significantly more HBeAg-negative telbivudine recipients with baseline HBV DNA

<7 logyo copies/mL were HBV DNA PCR-negative at Week 24, compared with
lamivudine (95% vs. 81%, P=0.0039) (Figure 3).

At Weeks 52 and 104, telbivudine demonstrated higher rates of efficacy responses and
less resistance among HBeAg-negative patients with HBV DNA <7 logy, copies/mL,
compared with lamivudine (Table 2).

Figure 2. Baseline variables associated with Week 104 outcomes in
HBeAg-negative telbivudine recipients.
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Baseline variables that were identified by multivariate analysis as significant predictors of outcomes at Week 104
are shown. Data indicate odds ratios + 95% confidence intervals (Cls). Odds ratios >1 indicate direct
relationships; odds ratios <1 indicate inverse relationships. Selection criteria: serum HBV DNA at Week 24 PCR-
negative (<300 copies/mL) vs. not PCR-negative; baseline HBV DNA <7 vs. >7 logso copies/mL; BMI <22.5 vs.
22.5; Age <30 vs. 230; gender female vs. male.

Figure 3. Week 24 PCR-negativity in HBeAg-negative patients with

baseline HBV DNA <7 log4, copies/mL.
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Table 2. GLOBE study results HBeAg-negative patients with baseline
serum HBV DNA levels <7 logyo copies/mL

HBeAg-negative patients with pretreatment serum HBV DNA levels <7 logy, copies/mL
Week 52 Week 104

Telbivudine  Lamivudine P Telbivudine Lamivudine P

HBV DNA PCR 87/91 (96) 84/101 (83)  0.0094 81/91(89)  69/101 (68) 0.0005
-negative, n/N (%)

ALT normalization, ~ 53/73(73)  68/86(79) 0.3407  60/73(82)  69/86(80) 0.7530
N (%)

Resistance’, /N (%)  1/91 (1) 6/101(6) 0.1217 3/91 (3) 21/101 (21) 0.0003

1Viral breakthrough at Week 104 (persistent increase of HBV DNA of 1 log > nadir value) with confirmed
resistance mutations.

Early On-Treatment Variables Associated with Week 104 Outcomes,
HBeAg-Negative Patients

Viral load at Week 24 was the strongest predictor of Week 104 outcomes among HBeAg-
negative patients. When Week 24 PCR-negativity was added to the multiple regression
model, the predictive value of baseline parameters became weaker or insignificant, and
Week 24 PCR-negativity remained the strongest predictor for PCR-negativity (P<0.001),
ALT normalization (P=0.002), and resistance (P<0.001) at Week 104 (Figure 4).

Figure 4. Significant baseline and on-treatment (Week 24) predictors
of outcomes at Week 104 in HBeAg-negative telbivudine recipients.
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Baseline and on-treatment variables that were identified by multivariate analysis as significant predictors of
outcomes at Week 104 are shown, with PCR-negativity at Week 24 included in the statistical model. Data
indicate odds ratios + 95% Cls. Odds ratios >1 indicate direct relationships; odds ratios <1 indicate inverse
relationships. Selection criteria: serum HBV DNA at Week 24 PCR-negative (<300 copies/mL) vs. not PCR-
negative; baseline HBV DNA <7 vs. >7 logyo copies/mL_; baseline ALT 32.5 x ULN vs. <2.5 x ULN; BMI <22.5 vs.
222.5; Age <30 vs. 230; gender female vs. male.

Patients who achieved PCR-negativity at Week 24 had higher rates of efficacy responses
and less resistance at Week 104 in both treatment groups. Moreover, telbivudine
demonstrated better outcomes than lamivudine at Week 104 within each Week 24 viral
load subgroup (Figure 5).

Figure 5. Effect of early (Week 24) viral response on Week 104 outcomes
in HBeAg-negative patients, telbivudine vs. lamivudine.
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1Viral breakthrough at Weeks 52 and 104 (persistent increase of HBV DNA of 1 log > nadir value) with
confirmed resistance mutations.

HBeAg-negative patients with baseline HBV DNA levels <7 logso copies/mL who were
PCR-negative at Week 24 showed the highest rates of efficacy responses and the least
resistance at Week 104. Predictability of long-term response was greater for telbivudine
(91% PCR-negativity and 2% resistance at Week 104) than for lamivudine (72% PCR-
negativity and 17% resistance at Week 104) (Figure 6).

Figure 6. Durability of outcomes at Week 104 among HBeAg-negative
patients with baseline HBV DNA <7 log;, copies/mL and PCR-negativity
at Week 24, telbivudine (a) vs. lamivudine (b).
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Conclusions

¢ In the GLOBE study, ivudi ated more p early (Week 24)
viral supp! ion and ity on all direct of antiviral efficacy
at Week 104 of among HBeAg i p:

with lamivudine.

Among HBeAg i i with HBV DNA level <7 logyo
pies/mL, ivudil higher rates of PCR-negativity at Week

24 and higher rates of efficacy responses and less resistance at Week 104,

compared with lamivudine.

Combining both baseline viremia and early on-treatment PCR-negativity at

Week 24 can help identify HBeAg chronic itis B {0 who

can achieve optimal outcomes after 2 years of treatment.

HBeAg: i i with HBV DNA levels <7 log, copies/mL

who were PCR-negative at Week 24 showed the highest rates of efficacy

and the least resi at Week 104 in both treatment arms,
i ility of long-term was greater for telbivudine

than for lamivudine.

* These results suggest that therapeutic outcomes may be optimized in
HBeAg-negative patients through informed selection of initial therapy and
by early ion of
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Key conclusions
@ Telbivudine exhibited significantly greater antiviral and clinical efficacy, with less resistance, than lamivudine after 2 years of treatment.
© The post-treatment durability of HBeAg loss or seroconversion was >80% with telbivudine and lamivudine.

@ In HBeAg-positive patients with baseline ALT >2 x ULN, generally considered the best treatment candidates, a significantly higher rate
of seroconversion was observed with telbivudine than with lamivudine.



Telbivudine GLOBE Trial at Year Two

Efficacy, Safety, and Predictors of Outcome in Patients with Chronic Hepatitis B

Background

S.H. Han'; C.L. Lai?; E. Gane?; Y.F. Liaw#; S. Thongsawats; Y. Wangs; Y. Chen’; J. Heathcote?; J. Rasenack?; N. Bzowej'?; N. Naoumov''; N. Brown'2; and the GLOBE Study Group
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Statistical Analysis

Table 3. Post-treatment Durability of HBeAg Responses in HBeAg-positive Patients Who Discontinued Therapy for

Figure 3. Relationship Between Serum HBV DNA Levels at Week 24 and Outcomes at 2 Years

Safety Through Week 104

- — - - * All 1367 patients who started the GLOBE study and received >1 dose of drug were included in intent-to-treat (ITT) Efficacy e  Most adverse events were classified as mild or moderate in severity and not attributed o telbivudine.
Telbivudine, an L-nucieoside with potent and specific activity against the hepatits B virus (HBV), is widely approved for the - s e rec e . "
analyses of efficacy and safety at 2 years, including patients who discontinued for any reason. vudi vudi mndea * 56 (8.2%) telbivudine recipients and 88 (12.8%) lamivudine recipients discontinued. Discontinuations for adverse
treatment of compensated chronic hepatitis B (CHB)." A large, 2-year, international randomized clinical trial (GLOBE) compared e Telbivudine Lamivudine A g postne S B R P avents, clintcal disease progression or lack of efficacy were 11 (1.6%) for telbividine and 28 (4.1%) for lamivudine.
the safety and efficacy of telbivudine and lamivudine in 1367 nucleos(t)ide-naive patients with hepatitis B e antigen (HBeAg)- * Missing data = failure for categorical endpoints. Patients di inued therapy for efficacy, nt 39/458 20/463 . IS g 3 'se prog y \ an
positive o HBeAg-negative CHB. The GLOBE trial is the largest hepatitis B drug registration trial to date. After 1 year, telbivudine  * Categorical endpoint responses are reported only if maintained through week 104.% Patients must have at least two Weeks off treatment, median (range) 201 (4-59) 326 (0-59) e . - I + Grade 3-4 creatine kinase (CK) elevations were more frequent among telbivudine recipients (12.9%) vs. lamivudine
showed significantly greater efficacy vs lamivudine on all direct measures of antiviral efficacy in both HBeAg-positive and consecutive qualifying values, and value at last visit must qualify. = i = 9 - & - S = (4.1%). Most CK elevations were asymptomatic, but the mean recovery time was longer for subjects on telbivudine
HBeAg-negative patients.2 A quantitative association between serum HBV DNA reduction in the first 6 months of treatment and « A prospectively defined analysis identified a statistical interaction between HBeAg status and treatment effect for the Sustained HBeAg loss, n (%) 31/38 (82%) 17/19 (89%) F E © vs. lamivudine.
subsequent efficacy outcomes was also established.s Here we report preliminary efficacy results from GLOBE after 2 years of primary and key secondary endpoints at 1 year. Therefore, results were analyzed separately for the HBeAg-positive and Sustained HBeAg seroconversion, n (%) 28/35 (80%) 15/17 (88%) s % 5 * On-treatment ALT flares using AASLD criteria (> 10.0 x ULN and 2.0 x baseline') were more frequent with lamivudine
treatment, including an analysis of relationships between serum HBV DNA levels at week 24 and efficacy outcomes at week 104. HBeAg-negative populations. N . and Jamivudine, sar257 = b g b (7.4%) vs. telbivudine (4.1%).
5 § % « Cases of myopathy were reported with telbivudine use several weeks to months after starting therapy.
#Includes patients with at least one post-treatment follow-up visit n= ol ol o L e Eany.
[Results <ol 0L swa >4 aa ama’ e <ol ots awa >e FENTT
- - ‘Serum HEV DNA Lovel at Week 24 ‘Borum HBY DNA Lavel ot Wesk 24 Table 7. Clinical Adverse Events, Baseline to Week 104
Experimental Design and Methods ] Patients Efficacy results in HBeAg-negative patients [ Events ocouring in 25% of patients in either reament group, regardless of attributabilty to study drug
Study Desit The randomized ITT population included 1367 patients; 921 HBeAg-positive and 446 HBeAg-negative. Treatment groups * HBeAg-negative telbivudine recipients demonstrated significantly greater logs, reduction of serum HBV DNA, and c Heeag Posiive D HBeAg Posilve HBeAg Negative Telbivudine Lamivudine
udy Design wers well matched with respect to demographic and disease parameters at baseline (Table 1. significantly greater rates of Therapeutic Response and PCR-negative HBV DNA at week 104 compared with lamivudine ke g W Body System/Adverse Event (n=680) (n=687)
« Eligible male and female patients were aged 16 to 70 years and had serum HBV DNA >6 log, copies/mL, serum alanine recipients (Table 4). ALT normalization was more frequent with telbivudine vs lamivudine; however, this difference was o I oot pationts ol atlonts
aminotransferase (ALT) 1.3-10 times the upper limit of normal (ULN), positive serum HBsAg, and compensated liver Table 1. Baseline Demographics and Disease haracteristicss? not statistically significant. En g . .
disease. Patients were randomized 1:1 to treatment with telbivudine (600 mg/day PO) or lamivudine (100 mg/day PO) i i Patients reporting adverse events (%)
(Figure 1). Treatment assignments were siratified by baseline HBeAg status (positive o negative) and baseline ALT levels _ Table 4. Efcacy at Week 104 in HBeAg-negative Patients o 1 Upper respiratory tract nfection 1 102
(<or=2.5x ULN). (n =921) (n = 446) . " 5 = E“ o 150 131
Lamivudine Lamivudine Telbivudine Lamivudine P Value o 5 ":‘: Fatigue 134 121
Figure 1. GLOBE Design n 458 463 222 224 mr n 222 224 e Taa awa s <oL 0L swa >4 EETTe Headache 116 134
Age, mean years (range) 32 (16-63) 33 (16-67) 43 (17-68) 43 (18-68) Therapeutic Response (%) 78 66 0.007 S ONA Lo ek 20 Sem B/ ENA Lol stk 24 Blood creatine kinase increased 12.4 7.4
Gender, male (%) 73 76 78 8 HBV DNA | from baseline (mean logs) 5.0 42 0.0002 Influenza 68 83
e Weight, mean kg (range) 6 (38-126) 68 (38-150) 72 (42-123) 71 (45-148) PCR-negative HBV DNA* (%) 82 57 <0.0001 « The probability of achieving efficacy outcomes at 2 years, and of minimizing resistance, was high for telbivudine Post-procedural pain 72 66
2 years Race (%) AT ization, <1 x ULN (%) s E 007 recipients who had PCR-negative HBV DNA at week 24 (Table 6).'" Abdominal pain upper 63 7.0
H Asian (Chinese) 83 (58) 80 (57) 65 (52) 64 (46) e — Cough 68 58
) Caucasi o 1 2 2 e e eatos b 0,08, tolbvucine va famivuding at year 2 Table 6. Percentage of Telbivudine Recipients With PCR-Negative HBY DNA at Week 24 Who Achieved Diarrhea 66 57
E g 3 aucasian . (COBAS* Amplicor) Outcome at Year 2 Nausea 6.0 54
African/African American 1 2 1 1 Dizzi " 5
(1:1) Week 52 2 Years - - and Failure " Arthralgia 50 49
Middle Eastern/Indian 2 2 3 2 HBeAg seroconversion 46 - T >
« In a preliminary analysis of M204 codon changes at week 92, cumulative resistance rates were significantly lower with AT izati o pain 5.
Other 3 4 9 s telbivudine vs lamivudine, in HBeAg-positive and in HBeAg-negative patients (Table 5). HBeAg-positive normalization Dyspepsia 35 54
HBV DNA PCR-negative HBV DNA 82
. E}:;:yyﬂ:s:ﬂiz azni s:r\:r;\ s‘aam;:‘l;as3 ;or4 aoni\gswss2uf£bg;a%y ::r:r;e‘tzas :«:;e‘%zﬁamed at screening, Logso, mean (=SE) | 9.5(0.1) [ 9.5(0.1) [ 7.7(0.1) [ 7.40.) Table 5. Preliminary Cumulative Resistance Analysis at Year 2 (92 weeks) No resistance at week 92 96 Table 8. Grade 3-4 laboratory abnormalities, baseline to week 104.
iy L COBAS® Ammlicar HBV Mormior acemy (Fo i Log,, median (range) | o616 | ee@1e | 72@13 | 7.1 @12) " X AT ati P Events ocurring in =29 of patients in either treaiment group
+ Serum HBV DNA was quantified by COBAS® Amplicor HBV Monitor assay (Roche Molecular Systems, NJ; HBeAg-Positive HBeAg-Negative
lower limit of detection 300 copies/m). ::J"/T_ = [ wed [ wey | wog [ e analysis at week 92 | Telbivudine Lamivudine Telbivudine Lamivudine HBeAg-negative PCR-negative HBY DNA 88 Telbivudine 600mg
, mean (= . v A - -
- (&SE) ‘ 7 64) ‘ o (63) ‘ 7.0 ‘ : 68 Per protocol 17.8 30.1 7.3 16.6 No resistance at week 92 98 . (n 590)
Study Endpoints 1U/L, median (range) 111(19-1137) 111 (25-1133) 99 (31-569) 99 (12:982) T log above nad e 50 oo s e ——— % of patients
Creatine kinase (CK) >7.0 x ULN 12.04.1
Efficacy Efficacy Results in HBeAg-positive Patients Early Viral Supp and O at 2 Years Predictors of Response ALT ((si:‘) >3.0 x baseline 6.3 11.6
* Therapeutic Response (primary efficacy endpoint):  Atyear 2, significantly more HBeAg-positive telbivudine recipients achieved Therapeutic Response and ALT ise li i i AST (S¢ > 3.0 x baseline 6.0 8.9
§ g i « Stepwise linear regression analyses were undertaken to identify baseline and on-treatment parameters that infiuence
- 4 J e reci . « At week 24, a greater proportion of telbivudine recipients were serum HBV DNA PCR-negative, compared with
Serum HBV DNA <10° copies/mL, and either ALT normalization or HBeAg loss normalization, and had PCR-negative HBY DNA, compared to lamivudine recipients. Telbivudine recipients also lamivadine (Figm 2,“’ P P 9 P treatment outcomes. Results indicate that serum HBV DNA level at week 24 was the strongest predictor of HBeAg Lipase > 2.5 x ULN 28 4.7
* HBY DNA response: demonstrated significantly greater logs reduction of serum HBV DNA levels (Table 2). and ALT at 2 years. Factors with statistically significant odds ratios (ANC <750/mm?) 21 20
= Mean/median reduction from baseline * Higher rates of HBeAg loss and seroconversion were also observed with telbivudine vs lamivudine, however these Figure 2. Serum HBV DNA Levels at Week 24 are shown in Figure 4.
~ Clearance of PCR-detectable HBV DNA (<300 copies/mL) differences did not reach statistical significance in the overall HBeAg-positive population. From year 1 to year 2, rates C
* ALT normalization of HBeAg loss for telbivudine increased from 26% to 35%, respectively, while rates of HBeAg seroconversion increased

+ HBeAg loss and seroconversion (HBeAg-positive patients only)
* Liver histology (evaluated only at week 52)

Safety

« Study for any reason, and di

« Analyses of adverse events, serious adverse events, and graded laboratory abnormalities at each study visit up to
week 104.

for clinical or lab y-d adverse events.

Resistance

« Gonfirmed rebound of serum HBY DNA by >1 log, copies/mL above nadr after initial reduction of >1 log.+

+ Return of HBV DNA to >5 log, or within 1 log of baseline (per protocol).

Resistance at week 9

~ Viral with gent resistance mutations, identified by PCR amplification of
serum HBV DNA from patients with viral breakthrough, followed by automated DNA sequencing of the entire 344-
codon reverse transcriptase domain of the HBV polymerase. Here we report a preliminary analysis of resistance at
week 92.

Predictors of response

« Efficacy and resistance outcomes after 2 years were assessed according to serum HBV DNA levels at 24 weeks: PCR-

negative (<300 copies/mL); PCR-detectable but <3 logq copies/mL; 3-4 log,, copies/mL; and >4 logy, copies/mL.

Stepwise logistic regression analyses were performed to identify baseline and on-treatment parameters influencing

outcomes at 2 years.

~ On-treatment factors included serum HBV DNA and ALT levels at week 24

- Baseline factors included age, ethnicity, geographic region, HBV genotype, HBY DNA level, ALT level, Knodell HAI
score, cirthosis, BMI, weight, years since diagnosis, probable source of infection, previous interferon use, and
treatment group

from 23% to 30%.

« Among the 64% of HBeAg-positive patients with baseline ALT >2 x ULN, generally considered the best treatment
candidates, telbivudine recipients demonstrated significantly higher rates of HBeAg loss and seroconversion after
2 years compared with lamivudine recipients (Table 2).7% Telbivudine also demonstrated significantly greater
responses vs lamivudine for all other key efficacy endpoints in this subgroup.

Table 2. Efficacy at Week 104 in HBeAg-positive Patients®”

>4log

M QL3log
m<al

o
Telbivudine Lamivudine
n=450  n-453

Telbivudine Lamivudine
n=221  n=221
HBY DNA at Week 24

QL =300 copiesimL by COBAS® Amplicor

ITT Popul Baseline ALT =2 x ULN
Tolbivudine | Lamivudine | P Value | Telbivudine | Lamivudine | P Value
n 458 463 295 293
Response (%) 64 48 <0.0001 66 52 <0.001
HBV DNA | from baseline (mean logyg) | 5.7 44 | <00001 [ -605 -5.04 <0.001
PCR-negative HBV DNA* (%) 56 39 <0.0001 61 43 <0.001
ALT ization, =1 x ULN (%) 70 62 0014 72 63 0.024
HBeAg loss (%) 35 29 0056 41 a2 0.021
HBeAg ion (%) 30 25 0095 36 21 0.022

*POR assay Imit of detection = 300 copies/mL.
+ Includes 64% of the HBeAg-positive ITT population.

« HBeAg-positive patients were eligible for treatment discontinuation for efficacy provided they had (1) received >1 year of
treatment; (2) serum HBV DNA <5 log, copies/mL_; and (3) received 24 weeks of further treatment after initial detection
of HBeAg loss. Di patients received p follow-up with normal per protocol scheduled study
visits. 0
- Treatment was restarted upon posttreatment disease relapse (increase of serum HBV DNA to levels = 6 logso copies/

mL on >2 consecutive visits AND ALT levels >2 x ULN)

« Among HBeAg-positive patients discontinued for efficacy, HBeAg responses were sustained in >80% of patients in both

treatment groups, following a median 31 weeks off-treatment (Table 3).

+ Patients who achieved the best early viral suppression (PCR-negative HBV DNA at week 24) had the highest rates of
efficacy response and the lowest rates of resistance at year 2 (92 weeks).

+ Serum HBV DNA levels at week 24 were inversely correlated with efficacy outcomes at week 104, extending resuits
reported previously at week 52 These relationships were evident for all efficacy responses evaluated at week 104,
including HBeAg loss, ALT normalization, and PCR-negative HBV DNA (Figure 3a-c).'

« Adirect relationship was observed between HBV DNA levels at week 24 and subsequent resistance (based upon a per
protocol preliminary resistance analysis at week 92) (Figures 3d). Of telbivudine recipients who had PCR-negative HBV
DNA at week 24, only 4% of HBeAg-positive patients and 2% of HBeAg-negative patients developed resistance at
week 92.

« Similar relationships between week 24 HBY DNA levels and outcomes at 2 years were observed for
telbivudine and lamivudine; however, HBV DNA was PCR-negative in a significantly greater proportion of telbivudine
recipients at week 24 (Figure 2). This suggests that the overall higher rates of efficacy response and lower resistance
seen with telbivudine at 2 years (Table 2 and Table 4) are associated with the greater early viral suppression achieved
with telbivudine.

Figure 4. Baseline and On-Treatment Predictors of Outcomes at Year 2

PCRnegaive at weok 104 ALT normaizaton at week 104

« Telbivudine exhibited significantly greater antiviral and clinical efficacy, with less resistance, than lamivudine after 2 years
of treatment.

* In HBeAg-positive patients with baseline ALT 2 x ULN, generally considered the best treatment candidates, a
significantly higher rate of seroconversion was observed with telbivudine than with lamivudine.

« The post-treatment durability of HBeAg loss or seroconversion was >80% with telbivudine and lamivudine.

* Patients achieving the best early viral suppression, assessed as serum HBV DNA levels at week 24, had the highest rates
of efficacy response and the least resistance at week 104.

« Any persistent, unexplained muscle-related symptoms with telbivudine should be evaluated promptly. Patients with
myopathy (confirmed muscle weakness) should have telbivudine discontinued permanently..
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Efficacy of Telbivudine vs. Lamivudine at 2 Years in Patients With
HBeAg-Positive Chronic Hepatitis B Who Are Eligible for Treatment
Based on Guidelines

Rasenack J, Poynard T, Lai CL, Gane E, Brown N, Heathcote EJ
EASL 2007

Key conclusions

© At 2 years, telbivudine produced significantly greater responses, compared with lamivudine, for all key efficacy endpoints
in this analysis.

© Maximal reduction of serum HBV DNA levels at week 24 was correlated with improved outcomes at week 104.

@ Significantly less primary treatment failure was observed with telbivudine vs. lamivudine.
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Adefovir Salvage Therapy for Virologic Breakthrough in Telbivudine-
Treated Patients from the GLOBE Study

Gane E, Lai CL, Min A, Heathcote J, Poynard T, Kurdas OO, Grange J-D, Brown NA
EASL 2007

Key conclusions

© Adefovir may be a salvage treatment option for patients experiencing viral breakthrough during telbivudine treatment
- Adefovir restored suppression of serum HBY DNA

- Adefovir reduced serum ALT during 16 weeks of adefovir salvage therapy, 2/15 HBeAg-positive patients lost detectable HBeAg
©® Adefovir and the adefovir plus telbivudine combination were well tolerated during the period of this analysis.

© Limitations of these data:

- Non-randomized, observational, post hoc study of a small patient cohort not powered to compare monotherapy vs. combination
- More extended follow-up needed to assess durability of response.
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Two-Year Results of a Phase 11l Comparative Trial of Telbivudine vs.
Lamivudine in Chinese Patients

Jia J-D, Hou J-L, Yin Y-K, Xu D-Z, Tan D, Niu J, Zhou X-Q, Wang Y, Zhu L, Brown N

EASL 2007

Key conclusions

Efficacy at 2 years

Telbivudine demonstrated significantly greater responses vs. lamivudine for key efficacy endpoints:
- Log,, HBV DNA reduction and PCR negativity

- ALT normalization

- HBeAg loss in HBeAg-positive patients

- Therapeutic response

There was significantly less primary treatment failure in patients treated with telbivudine compared with lamivudine.

Impact of early viral suppression on treatment outcomes

Rates of efficacy outcomes after 2 years of therapy were highest in patients with the greatest degree of early viral suppression
(PCR-negative at week 24).

- Log,, HBV DNA reduction and PCR negativity

- ALT normalization

- HBeAg loss in HBeAg-positive patients

- Therapeutic response

The same relationship was observed with telbivudine and lamivudine, but greater viral reduction at week 24 was observed with
telbivudine, consistent with the generally higher rates of efficacy responses associated with telbivudine at 2 years.
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Cost-Effectiveness of Telbivudine vs. Lamivudine for Chronic
Hepatitis B

Wong JB, Pauker SG, on behalf of the GLOBE Investigators
EASL 2007

Key conclusions

@ Telbivudine should be a cost-effective alternative to lamivudine, with an incremental cost-utility ratio falling within the range of other
accepted medical interventions.

@ Computer simulation model results extrapolating the 104-week GLOBE trial results for patients with chronic hepatitis B suggest that
telbivudine may provide a greater reduction in the projected future incidence of cirrhosis than lamivudine.



VSN ‘VIN ‘©Bpuque) ‘Xiusp| pue puepezumg ‘jeseq ‘silenoN Ag palosuodg
uredg ‘euojeoseg :GL-| | |Mdy 2002 ISV 40 Bunesy [enuuy pugh v L# 181sod

"suoljUBAIBIUI [BOIPSW paldaosoe Jayio Jo abuel syl uiyum Buljies onres Ayjin
-1S0D [BJUSWISIOUI UB YUM ‘SUIPNAILIE| O} SAIJBUIS)E SAI}08)9-1S0D B 8q P|NOYS SUIPNAIGIS] o
"SUIPNAIWE| UBY} SISOUMID JO 80USpIoUl 8ininy pajosfoid ay3 ul
uononpai Jayealb e spinoid Aew suipnaigiel 1eyy 1sebbns g siizeday oluoiyd yum siusied
Joy synsai [eu} 3g019D deam-0 | 8yl Bunejodelixs synsai [gpow uolenwis 4andwo) e

NOISNTONOD

"paureB ATvod 4od 000°08$-000°GS$ SiS00 sisAjeipowsay ‘UosLedwod Ag e

005°22$ e UsiN
00l‘ce$ gt USWOAN
(s1eah g gy = obe) Jopusn
000°c2$ gt splo-1esh-09
005°cz$ v+ splo-1esh-0g
001‘GzZ$ eyt Sp|o-1eak-0f
00/°22$ 0'g+ splo-1esh-0g
002'LE$ v'G+ splo-1esh-0g

(usw %6°8/) obY
sisAleuy AlAlIsuUsS

SSOUBAIN0aYS-1S00)  Aoueloadx3 oy

|eluswalou| paisnipe-Ayend |
00S‘ve$ 0Ll 162CLL$ auIpnAlqieL
L'GE 16299 $ sulpnAlweT]
SSOUBAIN0BYe-1S0)  Aouejoadxg oy 180D
|eluswalou| paisnipe-Ayend awie
pajunoosiq pajunoosiq
'sieak 0'y-9'¢

Aq Aoueyoadxas ayl] esealoul pjnom spjo-ieak-g ul 9 sineday Bunesasy ‘uosuedwod Ag e
'sieah a8yl paisnipe-Alenb |y AQ pue siesh | Ag 8| papusixe
pue ‘o et AQ sisoyuio Buidojanap 1o pooyiayl| Jeak-0 | 8yl pasealdap SUIPNAIQISL e

8'Ge €8¢ %E’L sulpnAlqiaL
L'e c've %6'Ch sulpnAlweT
Aouejoadx3 oy Aouejoadx3 8y sisoyu1) Jo
peisnipe-Ayeno sty Jesh-0|

annebaN-byagH

"paureB ATvod 4ed 000°€2$ SIS00 AIH 10} Adelsyy [esirosieanue ‘uostedwoo Ag e

006°LL$ 8+ UsiN
00S9+$ L'yt USWIOM
(saeah 1 g¢ = obe) Jopusn
009°Ct$ ve+ splo-1eak-09
00L‘2L$ et splo-1eah-0g
00e‘zt$ [ as Sp|o-1eak-0f
00L'€t$ 0'G+ sp|o-leshk-0g
008'v1L$ LG+ splo-1esh-0g

(Usw 9%¢gy2) 9By

SSOUBAIN0aUS-1S00)  Aoueloadx3 a4

|eluswalou| paisnipe-Ayend |
006Ct+$ 7’81 G92'v0L$ suIpnAIqiaL
79l 0288, $ sulpnAlweT
SSOUBAIN0BYe-1S0)  Aouejoadxg oy 180D
|eluswalou| paisnipe-Ayend awie
pajunoosiq pajunoosiq

'sieak ¢ Aq Aoueroadxa

8J1] @SB8IOUl P|INOM SP|0-JedA-Gg Ul aseasip Alepe Areuosod Buneujwid ‘uosuedwod Ag e
'sieaA 81| paisnipe-Alenb g1 AQ pue siesh 9'f Ag a)i| papusixe

pue ‘968 AQ sisoyuio Buidojanap Jo pooyiayl| Jeak-0 | 8yl pasealoap SUIPNAIQISL e

L'oe oee %06 sulpnAigaL
¢'se v'8¢ %¥'El SulpnAlWET
Aouejoadx3 oy Aouejoadx3 oy sIsoyu1D Jo
paisnipe-Ayend sy Jesk-0 |

annsod-byagH
s11ns3d

Japusab pue sabe anijeussle
Jo} pue sjuaied aniebau- pue aalisod-ByagH Jo) pawlopad alem sasAjeue ajeledas
‘Adessy} 0} sesuodses pue solsieIoeIeyd olydelfowsp Ul S9OUIBLIP JO 8sneoayg e

"8]eJ JUNODSIP [BNUUE %€ & YuMm (jid Jod |9'/$ sulpnAlWE| pue £2'9L$ sulpnAig|e}
JVM 2002) S1s00 Bnip ‘[eainins juejdsuedy Jaal ‘eyl jo Aljenb ‘Aouejoadxs syl o) e1ep SN e
aouelsisal bnig -
uoljejue|dsuel} JoAI| ‘ewoulosed Jejnjj@oojeday ‘sisoyio pajesuadwossq —
SIsoy10 payesuadwod pue sijeday oluouy) —
s[eAs] [edin YNA AGH Pue sniels [eolbojolss BysgH ‘ByegH —
1S9WOD}N0 DIWOU0Id pue
[eoiulo Buojsy| 10sfoid 03 pasn sem g sippeday jo AI0isiy [einjeu 8y} JO [9POW AOMIBIN Y e
aoue)sisal Bnip Jo swdojansq —
sasuodsal [eolwayoolq pue [eolbojoles ‘[eodlBojolIA —
peo| [eJdiA [eniul ‘4epusb ‘eby —
:AdeJayl Buojayl Ajjeinusiod o1 parejodesixa aiem (L9g| = U)
[er} uoieisifiar 390D [eUOlFRURNW B} WO BYep judlyed [BNPIAIPUL ‘SHOOM Q| JoRY e

SAOHL3N

‘g shiyeday d1uoiyo aAlebau-
10 aniusod-ByyagH 40} SUIPNAILIE| SNSISA SUIPNAIQ[S] JO SSBUBAII0BLS-1S00 Y} 81BWIISS O] e

AdNLS 40 3soddnd

'1S09 S}l IO} SN[eA JO }jduaq [edluljo
jusIoINs sapinoid suIPNAIQ|e] Jayiaym Inoge suonsanb Buisies ‘gHD 10} 9A110849-1S00 g
01 puno} usaq Ajsnoinaid sey ‘Adesay} [ediAllue piepuels a|ge|ieAe Ajjusiind B ‘SUIPNAIWET e

(L0000 > d) BUIPNAILIE] YUM 9% /G SNSISA SUIPNAIQI} UIM %28 :dAllebau-ByegH -
(L0000 > d) SUIPNAILIE| YUM 9%8€ SNSIOA SUIPNAIQIS} UHM %9G :oAlNsod-ByegH —
'sasuodsal YN AGH 2|ge1oa19p-uou yum sjuaied aaleu-juswieas) ul g siiyeday

O]UOJYD JO JUsWIEaJ] J0) e} IGO0 ¥eam-gG uo paseq panoidde Ajjusdal sUIPNAIgS] e

S1S0D 108.IpUl pUB 108JIp [ellUBISgNS aonpul Aej —

BUOUIDIBD Jejn|j@o0ojeday pue SISOYLId 0] pes| ue) —

(e1doad uoljjiw ogg) uoirendod plIOM BY} JO %G UBY} SI0W S}0dlY —
:UOoI108JUI SNUIA g siijeday oluoiyD e

NOILONAOHLNI

*SUOIjUBAJBIUI
[eolpaw pajdadoe Jaylo Jo abuel sy} uiyim Buljies oizes AJjIiN-1S00 [elusWaIOUl UB UM
BUIPNAIWE| O} SAIJBUISYE SAI108)48-1S00 B 8q p|noys pue a)l| Buojoid Aew suipnaiq|el ‘g
siieday oluoJyd yum sjuaiied Joy synsal [eul 390715 Yeom-0} 8y} U0 paseqg :uoisnjouo)
‘(6'2 obe uesW auljeSE]) UBWOM JO} 00 L‘GES PUB USW JO) 00G‘2Z$ 21om pue
(usw %68/ dulleseq) Og oBe e 005'ce$ ‘0 o6k 18 001'G2Z$ ‘0¢ 9be ¥e 00.°L2$ ‘0z obe
18 002 LE$ 2JoM SUIPNAIQ|S} 4O} SOIB) SSOUSAIJOSY9-1S0D [BJUSWAIOUI ‘SiSA[eue ANAnISUSS
ul ATvOQa 4od 00S 72$ JO Ol1BJ SSBUSAI0S)J8-1SOD [eIUSLUSIOUI UEB PRy SUIpnAIgIa] (Sieak
aj| peisnipe-Ayjenb |'p) sieak |y Aq o)l popusIxe pue (%E°L 0} %62l WOL) %Er
AQ SISOUMID JO MSII SAIIB[aJ JBaA-Q | 8yl paonpal auipnAlq|e} ‘siuaned aniebsu-byagH 104
‘("gg abe ueaw auldseq)
USWIOM IO} 00G‘QL$ PUB USW JO) 006* | L$ ©Iom pue (Usw 9%g 7/ suljeseq) oG abe je
001‘Z1$ pue o obe ye 00e'2t$ ‘0¢ obe 1 0L ‘cL$ ‘0 o0 1e 008y L$ 84om dulpnAlq|e)
JO} SOIJB) SSBUBAII08}8-1S0D [BIUSWISIOUI ‘UsW Ul pue sjuaiyed Jepjo ul pides aiow
s uoissalboid aseasip asneoag "pauleb (ATvOQq) seah oy paisnipe-Ayjenb pajunooasip
Jod 006°Z1L$ JO OlB) SSOUDAIIOSYS-1SOD [BJUSWISIOUI UB PEBY SUIPNAIQISL “|9POW 8y} Ul
(sseah ayi paisnipe-Alfenb 1) sieshk 9 AQ o4 popuLIxe PUE (9%0°6 0} %t 'E | WOl) %EE
AQ SISOUMIO JO YSI BAIje|a) JBBA-0 | Y} paonpal aulipnAiq|e} ‘sjuaiied aaiisod-ByegH 404
"(1000°0>d) siusied anebau-ByagH Jo suIPNAILE| UM 9% /G PUE SUIPNAIQIS} YiM
%28 Ul pue ‘(L000"0>d) sjusied annisod-ByyegH JO SUIPNAILIE| UM %8€E PUE SUIPNAIG|S)
UM 9%9G Ul pa1ndo0 sasuodsal YNd AGH 9|9e10919p-Uou ‘yQ| YoM }y :Synsay
'syuaned annebou pue anlisod-ByagH 40} pawiouad
aJom sasAjeue ajesedss ‘esuodsal pue sonsueIoeIeyd olydelBfowep Ul seoualayp
JO @snedag "ejel JUNoJSIP [BNUUE %¢ e yum (|id Jed L9 /¢ sulpnAlwe| pue £2°91$
BUIPNAIQISY DVM 2002) SIS0 Bnip ‘[eainins juejdsuely Janl ‘8| Jo Ayjenb ‘Aouejoadxe
9| 1o} eyep SN Buisn sawooINo OlWoU0Ds pue [edluljo Buojey| 108loid o) uonenwis
HOYO0D AOMJe| B 0} palidde asem (29¢ | =U) [eu} uonesisiBal 39019 [euoneulNw
By} WO} SY9M Q| JOlE (SUIPNAILUE| SNSIBA SUIPNAICIS) 0} 90UB)SISa) pue asuodsal
|eoiwayooiq pue [esibojoiss ‘[eaibojolin ‘Uepuab ‘abe) eyep jusied [enpialpul :SPOYISIA
‘g sheday oluoiyo anebau Jo
aAlIsod-ByagH Jo} suIpnAILE| SNSIBA BUIPNAIQIS} JO SSBUBAII0DYS-1S0D S} S1eWIISe O] Wiy

1ovdisav

VSN VIl ‘UOISOg ‘SUIDIPSIAl JO [004OS ANSIOAIUN SHNL 481USD [BOIPSIN PUBIBUT MON-SHNL
sl1o1eBi1seAu] 39015 8Ul JO Jjeyag uo Jayned 't usydelg pue Buopp g uyopr

g snnedaH 2o1uoays 40} auipnAlwe
SNSJAA SUIPNAIQIAL JO SSOUBAIID3YF-1S0)




S4431

© Novartis Pharma AG 2008. March 2008.





