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Our experience with alpha 2-b interferon in the treatment 
of chronic active hepatitis B 

Vladimir Brinovec 

Clinic for lnfectious Diseases and Febrile States, Ljubljana, Slovenia 

Clinical investigations of alpha-2 b inte1feron (bztron A - Schering-Plough) ancl other interferons 

have led to the registration of this substances far the treatment of chronic active hepatitis (CAH) B. 

In the present study patients were administered a dose of 3 million units (or 6 million units) of 

Intron A three times a week far three months (treatment failure was observed in one woman only; 

in this patient the close was increased to 6 million units of Intron A and the treatment continued 

for another three months). As regards the therapeutical scheme, optimal instructions, as recommendecl 

by other European authors, were followecl. Before therapy was introcluced, all objective factors 

influencing the outcome of treatment were thoroughly examinecl. Liver histology, repeated compara

tive tests of the virus replication markers (HBV-DNA, HBeAg), ancl biochemical !iver examinations 

(bilirubin, ALT, AST) were goocl inclicators of the efficacy of the therapy. All the above laboratory 

tests were performed monthly. Therapy was stopped as soon as the laboratory test.1· and histological 

!iver findings showecl satisfying results. A prolongation of therapy was inclicated only in one patient

(non-responcler) in whom therapy was prolonged until an improvement of the laboratory and

histological !iver test was achieved.
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lntroduction 

Chronic active hepatitis ( CAH) B stil! repre

sents a therapeutic problem. Corticosteroids, 

which had been widely used for the treatment 

of CAH B in the past, proved unsuccessful 

because they were shown to even induce HBV 

replication without reducing the clinical signs 

of the disease. 1·
2 At present, interferon alpha 
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is considered to be the most promising antiviral 

agent in the treatment of chronic HBV infec

tion. 3·6 It exerts an additional effect on clearing 

HBeAg and HBV DNA from serum with or 

without the disappearance of HBs Ag. By this 

action interferon alpha is believed to cause an 

interruption of the vira! replication phase (pro

ved by HBeAg seroconversion) resulting in an 

improvement of the clinical, biochemical and 

histological changes of the liver.7 It has been 

demonstrated that HBeAg seroconversion oc

curs in about 30-40 % of patients treated with 

alpha-interferon (IFN).6
·
8 In the remaining over

50 % of patients the treatment is unsuccessful 
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lcading to further development of the inflamma

tory activity of the HBV infection. 

A better therapeutical approach has not been 

found yet. 

Patients and metltods 

In the period from June 1988 till December 

1992 6 patients underwent trcatment. 

Table t. Patients eharactcristics prior to interferon 
therapy. 

Men/women 
Age/women 
Agc/men 
History of acute 
hepatitis 
Duration of infection 
(months) 

Time prececling the 
IFN therapy 

CPH/CAJ-1 
1 -IBV DNA (pg/ml) 
AST (rtkat/L) 
anli-HlV 

4/2 

25 ancl 61 years 
18, 20, 26, and 32 years 

M3/W 1 

beyoncl 6 moths or 
up lo severa] years 

6 months up to severa] 
years 
0/6 

0-2IO
0-5.3

negative 

Prior to the initiation of therapy, chronic 

active hepatitis B following HBV infection was 

histoiogically confirmed in ali 6 patients under 

therapy. Ali patients were HBsAg positive, 

anti HBs negative, anti HBc positivc (lgM 

negative), and HBeAg positive. Markers of 

active vira! replication (positive HBeAg and 

HBV DNA) were detected by serum testing. 

Hepatitis D infection was excluded. Ali patients 

had signs of HBV infection (positive HBsAg) 

for at Ieast 6 months or more. To 3 out of 4 

men lntron A was aclministered at a dose of 6 

million units three times a week for three 

months. Only one male patient received a dose 

of 3 million units during an equal treatment 

period. 

In 2 womcn the therapeutic dose was 3 

million units of Intron A given three times a 

week for 3 months. Since the older female 

patient (61 years) did not respond to the above 

treatment regimen therapy was prolonged for 

another 3 rnonths during which tirne she was 

givcn a dose of 6 million units three times a 

week. During the course of therapy Iaboratory 

!iver function tests (bilirubin, AST, ALT, pro

thrornbin, proteinogramme) and tests for hepa

titis B and HBV DNA serum markers were

carried out regularly. Tcsts were performed

every fortnight during the first month of treat

ment, Iater monthly, and every 3 months during

the follow-up period. After three months of

treatment ali patients underwent !iver biopsy

which was used to evaluate the efficacy of

interferon therapy. In the older wornan (aged

61) biopsy was repeated at the end of the

prolongecl therapy. Blood count values were

expressecl in SI units, AST, ALT in µkat/L;

HBsAg, and anti HBc were determined accord

ing to the RIA methocl with reagents obtained

from Abbott, ancl were expressecl in mrnol/L,

while anti HBs was cleterminecl accorcling to

the enzymatic rnethocl developecl by Berhring

werke and was expressed in IU/L. HBV DNA

was expressed in pg/ml and was determined

according to the RIA method with reagents

obtained from Abbott.

Results 

After therapy with lntron A the histologic 

picture of the !iver showed that chronic persi

stent hepatitis B (CPH) was present in 4 men. 

In 1 (32 years) of the 2 women, to whom Intron 

A was administered at a dose of 3 million units 

three times a week for 3 months, repeated !iver 

biopsy showed chronic CPH B, while in the 

other patient (61 years) the therapy was ineffec

tive. In this non-responding patient, the dose 

of lntron A was increased to 6 million units 

given three tirnes a week and the treatrnent 

prolongecl for another 3 months. The histologi

cal finding obtained after this prolonged admi

nistration confirmecl the presence of chronic 

persistent hepatitis (CPH) B. 

Four men and one woman (5 patients) re

mained HBsAg positive throughout the whole 

treatment ancl follow-up period. In the 61 year 

olcl woman in whom therapy was prolonged for 

another 3 months, HBsAg disappeared frorn 

serum ancl has rernained negative up to the 

present. In ali patients converted to HBeAg 
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negative, seroconversion of anti HBe was obser

ved after the cessation of therapy. 

At the end of therapy HBV DNA was normal 

in ali patients. In one woman (32 years) an 

increase reappeared after therapy had been 

stopped, but disappeared spontaneously after 

some tirne. 

Aminotransferases returned to normal values 

in ali patients at the end of treatment. 

As regards the side effects, a flue-like syn

drome was noticed which was most frequent 

after the first application of the drug and disap

peared spontaneously in the majority of patients 

during the continuation of therapy. Only in the 

61 year old woman who was under prolonged 

interferon treatment, an increase in body tem

perature occurred (Iasting for severa! hours 

after application) associated with nausea, loss 

of appetite, and reduced body weight. After 

repeated application these side effects dimi

nished and totally disappearecl by the ene! of 

therapy. 

In ali patients leukopenia associatecl with a 

relative lymphocytosis and mile! thrombocyto

penia occurred after application, so that therapy 

coulcl be continued and concluded in the whole 

group of patients. 

The patients are followed up every three 

months. 

Discussion 

The aim of alpha 2b interferon therapy (Intron 

A) was to prevent further development of HBV

infection. The sole disappearance of HBeAg

and HBV DNA from serum cannot be seen as

a sign of complete eraclication of HBV since

many investigators have founcl that in patients

with chronic !iver diseases HBV DNA division

in !iver cells occurs even after complete clis

appearance of HBeAg and occurrence of anti

HBe antibodies.9
•

10 In patients under immuno

supressive therapy (and also spontaneously) cli

nical activation of hepatitis ancl reactivation of

HBV replication developed despite the occur

rence of anti HBe antiboclies. 11
•

12 

In all 6 patients under tria! interferon therapy 

led to disappearance of HBeAg and HBV DNA 

from serum. In our patient group the occur-

rence of anti HBe in serum was, except for one 

patient, not followecl by reappearance of increa

sed HBV DNA values. Later on these values 

were not detectable. The HBV DNA value 

before treatment is another important parame

ter. Some authors have reported that lower 

serum HBV DNA was associated with a better 

response to interferon therapy. 13·14 

In our patient group the loss of HBeAg from 

serum was associated with normalization of 

aminotransferases and an improvement of the 

hepatic histology (histologically, in ali patients 

CAH B turned to CPH before the beginning 

of therapy). 

It is known that in about 5-15 % of patients 

with chronic !iver disease seroconversion from 

HBeAg can occur also spontaneously. 15
·
17 

Disappearance of HBsAg from serum (lasting 

up to the present) occurred only in one patient 

under prolonged therapy. This finding is in 

accordance with the study results obtained by 

other authors, 8• 
18

• 
19 who reported that after 

therapy with alpha-interferon disappearance of 

HBsAg from serum occurred in O-20 % of 

patients under therapy. 

Due to a small number of patients involved 

in the tria!, the evaluation of the obtainecl 

results lacks to a certain degree the required 

objectivity. However, the frequency of the clis

appearance of HBs from serum will probably 

increase with prolongecl therapy and follow-up 

period, depencling, of course, on the dose of 

interferon. For that very reason my work has 

been directed towards further investigation of 

the efficacy of this treatment regimen already 

from the beginning. 
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