SUPPLEMENTAL INFORMATION

Supplementary Information: clinical and laboratory evaluations at time of admission.

The virological profile at the time of admission indicated a HBeAg negative chronic HBV infection, sustained
by genotype D with presence of G1896A stop codon mutation on the Basic Core Promoter/Pre-Core region.
Antibodies against Hepatitis Delta and Hepatitis C were negative, while a previous exposure to Hepatitis A
virus was observed. The liver stiffness determined by transient elastography (Fibroscan, Echosens, France)
was 21.3 kPa. As co-factors of liver disease, the patient reported a significant alcohol intake (up to 100 gr/die)
and a history of overweight (BMI up to 29.1 Kg/m?) that was controlled at the time of admission (BMI of 24.9
Kg/m?). As comorbidities he had arterial hypertension that, together with dyslipidemia and insulin resistance,
was suggestive of the presence of metabolic syndrome and small joints arthritis with an increased rheumatoid

factor (RF=373 IU/mL) and erythrocyte sedimentation rate (ESR=68 mm/h).



o HEV-DNA BT ——HEsbg

B g — = = = m e e e e e e e e e e e e e e e e e e e - - - - - - - — &l
2D
O b ozam
Lo
= LU=
T
E40 b oan
3 2
= el gy
f_u: —————————————————————————————————— —t :-mg
= I
g F iz
] s
- R e el =
z an &
ten
T el it el i Lo
o000 L o o D000 o000
B koo
[iT1] + + + t i W e #* * . -:.- 1]
L - R R - B R R I B R S B R
: oo . S . N - .
R A S - R A
— AP —#—{a 199 ——AFP — GGT
T T e e 1 1200
R e et il
EL IL ————————————————————————————————
e | 1000
[ TI% N | N |
- ---|FlFr---""-""""="="="="="="=-"=-"=-=- = - - - = - - - - - - =
T | R | = | T Tt
o pa—
ay 00 A -
Gk fF--\-fHr--- - - - - -"--"-"-"-"-"-"-"-"-“"-“---“"-“-" - - -“"-—--- =
n Jd wi Ml o L L o o  ____o____ E
o e =
5_' T e e Ml e i e =
= 120 - — — m m m e m m e m m e —————— - -
E iqd— — — &% — — — — — H mrm——— e 2= — e e - - = = = = —
&> i 4 — e — — e
S
E I e e ettt i e e +
M- - - - - - - - - - - - T ——— - - — - .T—/r/— -
i} I - o i I = - I 1 i)
- o E N
o o o o o o @ o o J

Supplementary Figure S1: On-treatment kinetics of patient’s main laboratory parameters. The figure
shows the patient serum levels of HBV-DNA, HBsAg (top panel) and ALP, Ca 19.9, AFP, GGT (bottom
panel) during 10 years of Entecavir treatment. A rapid decline of viral load and ALT is observed.
HBsAg serum levels progressively declined and its clearance was observed 6 years (2014) after the start of
treatment. Persistence of mildly elevated ALP serum levels is observed during the first two-years of
follow-up in spite of transaminases normalization, with two major but self-limiting peaks in March and
June 2010 (325 and 314 U/L, respectively). Subsequently, ALP levels returned within the normal range and a
concomitant reduction of Ca 19.9 serum levels was also observed, with a persistent normalization from 2012.
AFP serum levels showed a sharp increase at HCC diagnosis and progression (2018).



