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As most patients with HCC have underlying cirrhosis of

various etiologies, patients die not only from progression of

HCC but also aggravation of the underlying cirrhosis. The

most commonly used parameters to assess cirrhosis is the

Child-Pugh score (CPS). Considering that death from cir-

rhosis could potentially mask antitumor efficacy of

sorafenib, the 2 phase III trials, SHARP [4] and Asia–

Pacific trials [5], selected HCC patients with underlying

Child-Pugh class A (CPA) cirrhosis. But, in practice, many

patients have poorer liver function when sorafenib is con-

sidered, which hinders physicians from prescription of the

agent. While it is generally agreed that sorafenib could not

be used for the patients with Child-Pugh class C (CPC)

cirrhosis because of the poor prognosis and significant liver

function deterioration, controversy lies with patients with

Child-Pugh class B (CPB) cirrhosis [6]. The confusion and

controversy have really focused on the use of sorafenib in

patients with CPB cirrhosis. One phase I study showed no

substantial differences in the incidence of adverse events

between CPA and CPB patients [3]. And another phase II

study showed that pharmacokinetics (PK) of sorafenib was

comparable with similar drug-related toxicity profiles

between the CPA and CPB patients [2]. On the other hand,

a study showed that CPB patients suffered more frequent

worsening of their liver function [1]. These studies, how-

ever, included CPB patients at various clinical statuses.

Our report is based on the assumption that some patients

in CPB could be safely treated with systemic treatment

including sorafenib, and could also be included in clinical

trials for new agents. To identify these patients, we com-

pared the efficacy and toxicity of sorafenib according to

CPS in CPB patients (CPB 7 vs. CPB 8–9). According to

our results, sorafenib efficacy and survival outcomes were

worse in CPB patients than in CPA patients. But the inci-

dence of adverse events was comparable in CPB 7 with in

CPA. But the low incidence of adverse events in CPB 7

might be related with the short duration of sorafenib

treatment because of the lower efficacy. To minimize this

effect, the number of patients who discontinued sorafenib

because of cirrhosis-related complications was analyzed; a

significant number of patients with CPB 8–9 required

sorafenib discontinuation because of the cirrhosis-related

complications in comparison to CPB 7.

In conclusion, sorafenib should not be used in patients

with CPC. In patients with CPB, sorafenib could not be

recommended as a standard treatment because of the lower

efficacy; but, selected patients with CPB cirrhosis (i.e.,

CPB 7) may be included with CPA in the future clinical

trials with sorafenib or other novel agents. In the era of

enormous clinical trials for HCC, a better and applicable

index is required to assess liver function and guide therapy.
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