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Abstract

Background: There is evidence that patients with persistently normal ALT (PNALT) respond similarly to those with
elevated ALT to treatment with interferon and ribavirin, however, further studies are needed. In this prospective,
multicenter, open-labeled clinical trial 240 de novo patients with biopsy-proven CHC with normal or elevated ALT
levels received Pegintron 1.5 mg/kg/wk & Rebetol 800-1200 mg/d for 48 weeks (genotype 1/4) or 24 weeks
(genotype 2/3).

Study Design: Patients were stratified according to elevated or normal (>3 measurements over >3 months) ALT,
high or low viral titer (cut-off 800,000 1U/ml, bDNA HCV RNA 3.0 assay; Bayer Diagnostics) and genotypes (GT) 1/4
or 2/3. Baseline data are available from 225 patients: 107 patients with PNALT (83 patients with GT 1/4, median ALT

Trial Status
Thus far 195 patients have completed the study (Figure 3).
* 66.6% completed the study according to protocol

* 33.4% discontinued anti-viral therapy because of
non-response or adverse events
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Results: There was no statistical significant difference in
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pretreatment characteristics between the two groups.
800,000 IU/ml vs 66.4% of patients with elevated ALT.

(Tables 1 and 2).

Table 1. Pre-treatment Characteristics

From 114/225 patients viral load was determined after week 4. 51.8% had undetectable RNA (49.2% PNALT and
54.9% high ALT; 37% of GT 1/4 pts. and 93% of GT 2/3 pts). After week 12 167/225 pts. were evaluated: 71.3% had
undetectable RNA (76.3% PNALT and 67% high ALT; 66% of GT 1/4 and 90% of GT 2/3). 195 patients have so far
completed the study. 14.4% of these patients withdraw because of AEs; 4,1% had a breakthrough on therapy, and
14.9% did not show a 2 log drop at week 12. Of these 195 patients 71.3% had undetectable RNA at end of treatment
(74.1% normal ALT and 69.1% high ALT; 64% GT 1/4 and 89% GT 2/3). The differences in responses between the
normal and high ALT group are not significant.

Conclusions: Patients with elevated or normal ALT stratified for genotypes and viral load show at least the same
ETR receiving Peglntron 1.5 mg/kg/wk & Rebetol 800-1200 mg/d.

Background

» Most studies establishing the role of anti-viral therapy in patients with chronic hepatitis C exclude patients with
normal alanine aminotransferase (ALT) levels

» However, viral kinetics are similar in patients with chronic hepatitis C and persistently normal ALT (PNALT) levels
and in those with elevated ALT levels?!

* Furthermore, there is evidence that patients with PNALT levels and patients with elevated ALT levels respond
similarly to treatment with interferon and ribavirin?

* To Investigate whether patients with PNALT levels and patients with elevated ALT levels respond similarly to
treatment with pegylated alfa-2b (Peglntron) 1.5 mg/kg/week and ribavirin (Rebetol) 800 to 1200 mg/day

Patients

» Patients (N = 240) were stratified according to
— Genotype 1, 2, 3, or 4

— PNALT or elevated ALT levels: >3 measurements over >3 months
— High or low viral titre: cutoff 800,000 [U/ml
« Ethical approval was obtained for every participating centre

Study Design

This is a prospective, open-label, multicentre clinical trial involving 240 treatment-naive patients with chronic
hepatitis C infection recruited from 28 sites throughout Austria (Figure 1).
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Figure 1. Study design

Virological Response
* Viral titres were measured by bDNA HCV RNA 3.0 assay (Bayer Diagnostics, Tarrytown, NY, USA) in a central laboratory

Genotype 1 or 4

Genotype 2 or 3

Genotype 1 or 4 Genotype 2 or 3

PNALT PNALT Elevated ALT Elevated ALT
Median n =83 n=24 n =88 n=230
Age, y 43 44 43 40
BMI 23.5 22.9 24.6 23.5
Viral load, IU/ml 491,000 324,000 345,000 671,000
ALT, U/l 29 25 79 135

BMI = body mass index.

Virological Response Rates

* Table 3 shows the rapid virological response (RVR; week 4) rates and early virological response (EVR; week 12) rates

* Differences in response rates between the PNALT and elevated ALT groups were not significant

Table 2. Pre-treatment Characteristics by ALT Status

Table 3. Rapid and Early Virological Response Rates

PNALT,% Elevated ALT,% RVR, % EVR, %

n =107 n=118 Week 4 Week 12
Male 52.9 63.8 PNALT 49.2 76.3
Viral load Elevated ALT 54.9 67.0
< 800,000 [U/ml 65.1 66.4 Genotype 1 or 4 37.0 66.0
Stage 2 fibrosis Genotype 2 or 3 93.0 90.0

or more 29.0 45.3

: : All 51.8 71.3

Stage 4 fibrosis 0 9.4 n=114 n=167

End-of-Treatment Response Rates
End-of-treatment response rates are shown in Table 4.

» Differences in end-of-treatment response rates in
patients with PNALT or elevated ALT are not significant

Table 4. End-of-Treatment Response Rates

End-of-Treatment Response, %

PNALT 74.1
Elevated ALT 69.1
Genotype 1 or 4 64.0
Genotype 2 or 3 89.0
All (n =139)* 71.3

*Accounts for all patients with an end-of-treatment response.

Conclusions

e According to the results of this study, ALT status does not appear to affect rapid, early, or end-of-treatment
response rates in patients chronically infected with hepatitis C who were treated with peginterferon alfa-2b
1.5 mg/kg/week and ribavirin 800 to 1200 mg/day

e Patients with PNALT or elevated ALT levels showed comparable rates of RVR (49.2% and 54.9%,
respectively), EVR (76.3% and 67%, respectively), and end-of-treatment response (74.1% and 69.1%,

respectively, for those who completed the study)

e [n total, 51.8% of the patients in this study achieved an RVR (week 4), 71.3% achieved an EVR (week 12),
and 71.3% of those who completed the study achieved an end-of-treatment response

 Consistent with previous reports, patients with genotype 2 or 3 responded better to treatment than patients

with genotype 1 or 4
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15 patients were not included in the analysis
= 2 patients had a baseline viral load under the detection limit
4 patients never received study medication
e 9 patients with PNALT levels had no baseline data available
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