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HBV genotype must be included in treatment algorithm
Reply to Buster and Janssen:
We thank Drs. Buster and Janssen for their appreciative com-
ments on our review article recently published in the Journal.
We entirely share their views on the important role of HBV geno-
type in a modern treatment algorithm of patients with chronic
HBV infection irrespective of the medicament used, even though,
as the authors also reiterated, its effects are indisputably evident
only in interferon-treated patients. We also think that a correct
algorithm must include histology as an additional variable and
that future trials must be powered to detect the effects of other
factors, such as age, ALT, and HBV DNA.

We apologize for not citing their abstracts on the role of HBV
genotype as predictor of sustained off treatment responses in
HBeAg positive patients, but the criteria we set for our review
were such that we considered for analysis only full papers report-
ing randomized clinical trials with any information provided on
HBV genotypes, baseline characteristics of study subjects,
response to antiviral therapy, and interaction with the type of
therapy. Finally, we fully support Buster and Janssen’s recom-
mendation that HBV genotyping should be part of a diagnostic
work-up at least in all tertiary referral centers where specialized
treatment is actually instituted.
mTOR inhibitors and sorafenib
carcinoma after orthotop

he Editor:
h interest we read the recent publication of the Milan
p by Bhoori et al., describing a patient with a late recur-

hepatocellular carcinoma (HCC) after orthotopic liver
splantation who was successfully treated with a combina-
of everolimus and sorafenib after initial failure of sorafenib
In general, the prognosis of recurrent HCC after orthotopic

r transplantation is fatal, especially in those patients pre-
ing with early recurrence [2]. The majority of these
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patients present with metastatic disease and treatment options
are very limited [3].

Sorafenib, a tyrosine kinase-inhibitor with anti-proliferative
and anti-angiogenic activity, is currently the only approved
systemic treatment in patients with advanced Barcelona Clinic
Liver Cancer (BCLC) stage HCC [4]. It inhibits downstream sig-
naling of VEGFR-2 and -3, Flt-3, PDGFR, and FGFR-1 and blocks
the Ras-Raf-MEK-ERK cascade by targeting the serine–threo-
nine kinase Raf. Rapamycin and its analogues, e.g. sirolimus
and everolimus, inhibit mammalian target of rapamycin (mTOR),
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