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patients are shown in Table 1.
Patients were followed for a median time of 28
months [interquartile range (IQR) 12-57 months]. During
follow-up, 679 (32%) patients initiated treatment. Specifically, 319 of them were initially treated with IFNa,
either alone (n =248) or in combination with NA (n =71),
while 360 patients were treated only with NA(s) (Table
2). Two hundred and fifty-one of the 360 NA-treated
(69.7%) received lamivudine and/or adefovir. Overall,
30 (1.4%) patients experienced a clinical event in 4-100
months from baseline. Eleven of these events (36.7%)
were observed in patients who had not been treated yet
(six cases of decompensated cirrhoses, four of HCC and
one liver-related death), seven (23.3%) in patients who
had received IFN-IFNa based treatment (two cases of
decompensated cirrhosis and five of HCC) and 12 events
(40.0%) in patients who had received NAs (four cases of
decompensated cirrhosis, eight of HCC). Eight (47.1%)
of the patients that developed HCC had not a prior cirrhosis diagnosis.
Patients with cirrhosis (OR: 1.56, 95% CI: 1.15-2.11;
p =0.004), HBV DNA >2000 IU/ml (OR: 8.52, 95% CI:
6.5-11.23; p <0.001), and elevated ALT (OR: 4.75, 95%
CI: 3.78, 5.96; p <0.001) or AST (>40 IU/L) (OR: 2.59,
95% CI: 2.13-3.15; p <0.001) were more likely to initiate treatment. Factors affecting the probability of starting IFNa based treatment also had a similar effect on the
probability of starting an NA based regimen. Patients
with cirrhosis though were more likely to initiate treatment with NAs [Relative Risk Ratio (RRR): 1.50, 95%
CI: 0.90-2.50; p =0.116 for IFNa initiation and RRR:
1.98, 95% CI: 1.38-2.85; p <0.001]. Elevated HBV
DNA was a stronger prognostic factor for initiating IFNa
than NA treatment (RRR: 18.10, 95% CI: 9.58-34.21; p
<0.001 for IFNa initiation and RRR: 7.01, 95% CI: 4.959.93; p <0.001). Older patients were more likely to be
treated with NAs, whereas younger were more likely to
be treated with IFNa (RRR for one year of age: 1.03, 95%
CI: 1.02-1.04; p <0.001 for NAs and RRR for one year
of age: 0.99, 95% CI: 0.98-0.99; p <0.001 for IFNa). In
addition, women tended to be more likely to initiate NA
treatment (RRR for NAs initiation 1.23, 95% CI: 0.981.53, p =0.075).
According to the MSM Cox model, treatment was
found to reduce the hazard of a clinical event by about
60% (HR =0.39, 95% CI: 0.16-0.98; p =0.044). The effect of treatment was found to be more intense in the subgroup of patients with cirrhosis than in the subgroup of
cirrhosis-free at baseline patients, although results were
not statistically significant for either group (HR =0.16,
95% CI: 0.02-1.21; p =0.075 and HR =0.45, 95% CI:
0.10-2.05; p =0.300, respectively) (Table 3). When the effect of treatment type was assessed, the results were in the
same direction, implying a protective though non-significant effect of both IFNa and NA treatment. Specifically,
IFNa was found to decrease the hazard by almost 65%
compared to no treatment (HR =0.36, 95% CI: 0.10-1.31;
p =0.122), while treatment with NAs was also protective

Table 1: Baseline characteristics of study participants (n =2,125
patients with chronic hepatitis B) derived from the HEPNETGreece.
n (%)
Gender
1273 (59.9)
Male
850 (40.0)
Female
2 (0.1)
Transexual
Calendar year
461 (21.7)
2000-2003
1002 (47.2)
2004-2008
662 (31.2)
2009+
Cirrhosis
2029 (95.5)
No
96 (4.5)
Yes
Mean of diagnosis
35 (36.5)*
Biopsy
59 (61.5)
Ultrasound
2 (2.1)
Unspecified
ALT
1177 (55.4)
≤40 IU/L
948 (44.6)
>40 IU/L
AST
1448 (68.1)
≤40 IU/L
677 (31.9)
>40 IU/L
HBV DNA
1030 (48.5)
≤2000 IU/ml
1095 (51.5)
>2000 IU /ml
HBeAg
1885 (88.7)
Negative
126 (5.9)
Positive
114 (5.4)
Unknown
Median (IQR)
Age, years
44.8 (33.0, 56.7)
Estimated Infection time, years
1.7 (0.2, 9.8)
n: number, ALT: alanine transaminase, AST: aspartate transaminase,
HBV: hepatitis B virus, HBeAg: hepatitis B e antigen, IQR: interquartile range *: percentages calculated among cirrhotics.

Table 2: Distribution of initial treatment regimens among
the 679 treated patients who initiated treatment during follow-up).
n (%)
IFNa monotherapy

248 (36.5)

NA

360 (53.0)

LAM alone

228 (63.3)

Adefovir Alone

10 (2.8)

Entecavir Alone

58 (16.1)

Tenofovir Alone

36 (10.0)

Tebivudine Alone

13 (3.6)

Tenofovir/Tebivudine

1 (0.3)

LAM/Adefovir

13 (3.6)

LAM/Tenofovir

2 (0.3)

IFNa+NA

71 (10.5)

IFNa+LAM

68 (95.8)

IFNa+LAM/Adefovir
IFNa+Adefovir

1 (1.4)
2 (2.8)

INFa: interferon, NA: nucleos(t)ide analogs, LAM: lamivudine

