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Comment on: Short-term effect of metronomic
chemotherapy of low dose Tegafur on
patients with primary hepatic carcinoma after
radiofrequency ablation

Dear Editor,

We read with great interest the review by Ma et al' about “Short-term effect of metronomic
chemotherapy of low-dose Tegafur on patients with primary hepatic carcinoma after
radiofrequency ablation”. Hepatocellular carcinoma (HCC) represents the most common primary
cancer and despite the advances in oncological and surgical treatments, HCC is still a global
burden, representing the third cancer-related cause of death worldwide?*. Overall, we believe
that a multidisciplinary panel should provide a tailored approach for each patient, considering
both guideline indications and patient-specific characteristics, enhancing the hospital-specific
best practice. The trend in the evaluation of HCC is still bi-dimensional, focusing on tumor
dimension and number as prognostic factors and key elements in the decision-making process of
HCC. A range of therapies are used in the management of HCC; the best outcomes are observed in
patients who fulfil the criteria to undergo liver transplantation, surgical resection or loco regional
therapies including transarterial chemoembolization (TACE), radiofrequency ablation (RFA) and
percutaneous ethanol injection (PEI). We firmly believe that the multidisciplinary approach in
this kind of cancer disease is mandatory to obtain the best results in terms of control of local
disease, progression free-survival (PFS) and overall survival (OS). This manuscript is a typical
example of multidisciplinary approach and the authors used the metronomic Tegafur (Gimeracil
and Oteracil Potassium Capsules)®, an oral chemotherapeutic agent derived from fluorouracil for
its good safety profile and strong anti-angiogenic effect. The process of angiogenesis consists
of multiple, and mutually dependent steps. It begins with local degeneration of the basement
membrane near capillaries, then by the invasion of the nearby stroma by the primary endothelial
cells in the direction of the angiogenic stimuli. Endothelial cells migration is followed by the
increase of endothelial cells, organized into 3D structures joining with new analogous structures
forming a system of new blood vessels®'°. More recently, the identification of cellular pathways
playing a key role in the pathogenesis of HCC, primarily neoangiogenesis, has led to development
of targeted drugs®. The authors treated a total of 114 patients divided in two groups: RFA group
and RFA + Tegafur group. The statistical methods adopted were appropriate for this kind of
study and the results obtained were interesting. The clinical characteristics of the patients and
HCC disease are similar between two groups. About response rate the PFS, at 1 year was 71.9%
(41/57), in the RFA+Tegafur group vs. 45.6% (26/57) in the RFA group. A significant difference
in 1 year PFS was observed between the two groups (p=0.004). The disease control rate (DCR)
was 93.3% and 73.4% in the RFA+Tegafur and RFA groups, respectively (p=0.038). Moreover,
it is interesting to observe that there was a significant difference in the median PFS between
two groups (p=0.008) in favor of RFA+Tegafur group. No differences were found according to
CHILD-Pugh A and CHILD-Pugh B score and the number of tumor lesions about liver function
grades and PFS. The choice of antiblastic drug (AD) as Tegafur, with antiangiogenic activity and
according to biological characteristic of the HCC and concomitantly with loco-regional therapy
(RFA), represents the goal to obtain a better DCR with a good safety profile. We agree with
this kind of therapeutic approach that can be identified as the concept of tailored treatment
in the Tegafur*RFA group. Another important aspect, considering the clinical contest and
results obtained, is the cost of the AD used, acceptable and compared to new drugs available.
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In conclusion, this kind of study is important to improve the knowledge about treatment of HCC
and in this particular setting of patients the importance of multidisciplinary approach with the
aim to obtain better therapeutic results, in terms of DCR and at the same time to preserve the
quality of life.
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