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TO THE EDITOR 
Hepatocellular carcinoma (HCC) is one of  the leading 
causes of  cancer death in Japan, ranked 3rd in males and 
5th in females. Thanks to recent progress, there are several 
definitive treatment modalities available for HCC, includ-
ing surgery (liver resection and transplantation), ablation 
therapy, and transarterial chemoembolization (TACE). It 
is fortunate for both patients and doctors to have multiple 
treatment options, however, there have been very few 

evidence-based guidelines for decision-making[1]. Sup-
ported by the Japanese Ministry of  Health, Labour and 
Welfare, we have compiled the “Clinical practice guidelines 
for hepatocellular carcinoma”[2]. This set of guidelines cov-
ers 6 fields for HCC, including prevention, diagnosis and 
surveillance, surgery, chemotherapy, TACE, and ablation 
therapy. We have surveyed 7 192 publications on HCC ex-
tracted mainly from MEDLINE (1966-2002), and selected 
334 articles to form 58 pairs of  research questions and rec-
ommendations. For convenience in practical use, we have 
also created algorithms for the surveillance and treatment 
of  HCC. 

The algorithm for the treatment of  HCC was based on 
the evidence from the selected articles above and modi-
fied according to the current status in Japan, where liver 
resection for HCC is safe with less than 1% mortality, and 
cadaveric donors for liver transplantation are extremely 
difficult to obtain Figure 1. This algorithm was devised 
on the basis of  three factors, namely, degree of  liver dam-
age[3], number of  tumors, and diameter of  the tumors. In 
patients with the severity of  the liver damage categorized 
into class A or B: (1) If  there is only one tumor, liver re-
section is recommended, irrespective of  the diameter of  
the tumor. Ablation therapy may also be selected if  the 
severity of  liver damage is class B and the diameter of  the 
tumor is not more than 2 cm; (2) From 2 to 3 tumors of 
no more than 3 cm in diameter, liver resection or ablation 
therapy is recommended; (3) From 2 to 3 tumors with a 
diameter of  3 cm or more, liver resection or TACE is 
recommended; (4) For 4 or more tumors, TACE or he-
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Figure 1  Treatment algorithm for hepatocellular carcinoma (cited from Ref.2 with permission). aPresence of vascular invasion or extrahepatic metastasis to be indicated 
separately. bSelected when the severity of liver damage is class B and tumor diameter is no greater than 2 cm. cTumor diameter should be no greater than 5 cm when 
there is only one tumor.
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patic arterial infusion chemotherapy is recommended. For 
patients with class C liver damage: (1) If  the tumor condi-
tion is within the so-called Milan criteria[4], liver transplan-
tation is recommended; (2) If  the number of  tumors is 4 
or more, palliative treatment is recommended. For patients 
with class A liver damage accompanied by vascular inva-
sion, liver resection may be selected, and for patients with 
extra-hepatic metastasis, chemotherapy may be selected.

English translation for this guideline will be released on 
the website of  The Japan Society of  Hepatology (http://
www.jsh.or.jp/) soon.

Co-investigators for “Clinical practice guidelines for 
hepatocellular carcinoma” (in alphabetical order): Shigeki 
Arii, MD, Shunji Futagawa, MD, Yuji Itai, MD, Shuichi 
Kaneko, MD, Seiji Kawasaki, MD, Ken-ichi Kobayashi, 
MD, Hiroshi Matsuyama, PhD, Masatoshi Okazaki, MD, 
Kiwamu Okita, MD, Masao Omata, MD, Yukihisa Saida, 

MD, Tadatoshi Takayama, MD, Yoshio Yamaoka, MD. 
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