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Hepatocellular carcinoma (HCC) represents ∼90% of the pri-
mary liver cancer cases, and 90% of HCC cases occur in pa-
tients with chronic liver disease.1 It also represents the sixth 
most common cancer (4.7%) and the third leading cause of 
cancer-related death globally (8.3%).2 More troubling, the 
global incidence and mortality rates have been increasing 
since 1990.3 In the United States, the highest average an-
nual percentage change (known as AAPC) reported between 
2000 and 2012 involved individuals between 55 and 59 years 
of age (AAPC: 8.9%; 95% confidence interval: 7.1–10.7%).4

The current European Association for the Study of the 
Liver (commonly known as EASL) guidelines advise treat-
ment assignment according to tumor stages following the 
Barcelona Clinic Liver Cancer (BCLC) staging system.5 The 
concept of very-early or stage 0 classification was not intro-
duced until the 2003 BCLC modification.6 Surgical resection 
or image-guided ablation are the first-line therapies recom-
mended in these set of patients.5 The reported overall sur-
vival (OS) at 5 years after surgical resection is 71.1%, with 
a 5-year recurrence rate of 43.3%.7 In patients excluded 
from surgery with Child class A, the reported 5-year survival 
rate is 61% and 5-year recurrence rate is 81%.8

Since patients with HCC BCLC stage 0 and A are deemed 
curable, such high recurrence rates are rather dismal and 
attempts are being made to improve patient outcomes. An 
interventional review explored chemotherapy, chemoembo-
lization, internal radiation, and retinoids as neoadjuvant or 
adjuvant therapy after surgical resection and did not find 
enough evidence of their efficacy,9 and hence are not cur-
rently advised.

Sorafenib, a multikinase inhibitor that targets recep-
tor tyrosine and serine/threonine kinases to inhibit tumor 
growth and angiogenesis,10 was shown in a phase II trial to 
have efficacy in patients with non-operable HCC.11 A phase 
III double-blind placebo-controlled trial was then conduct-
ed and showed that sorafenib conferred a median OS of 
10.7 months (hazard ratio: 0.69; 95% confidence interval: 
0.55–0.87; p<0.001).12 It was in the second BCLC modifi-
cation, published in 2008, that sorafenib was incorporated 

as a first-line treatment option for BCLC stage C patients.13

A very large multicenter, phase III, double-blind, place-
bo-controlled trial was conducted to assess the efficacy and 
safety of sorafenib as an adjuvant therapy for both surgical 
resection and local ablation; results were disheartening, as 
no efficacy was found.14 However, other smaller trials have 
shown more promising results.

A meta-analysis15 was conducted to answer this ques-
tion. Overall, the combined therapy showed significantly 
higher 1-, 2- and 3-year survival rates and an odds ratio of 
2-year recurrence of 0.40 (95% confidence interval: 0.18–
0.87). It is to be noted that the rate of adverse events was 
also higher for the combination therapy group, especially 
for that of hand-foot syndrome.

The results of this meta-analysis should be analyzed with 
caution. First, only three out of the fifteen studies were ran-
domized controlled trials (commonly referred to as RCTs). 
Furthermore, the largest RCT14 conferred great heterogene-
ity to the results. This was also the only trial which included 
some non-Asian patients, and HCC etiology may vary in dif-
ferent geographical regions, making results not applicable 
to all populations.

Some new light has been shed over the question of how 
to improve OS and decrease recurrence rates in candidates 
for potentially curative treatments. Nevertheless, the ques-
tion remains largely unanswered, and a recommendation to 
include adjuvant treatment with sorafenib in the treatment 
of stage 0 or Child A patients cannot yet be made. High-
quality RCTs, including diverse populations and with long-
term follow-up are needed.

References

[1]	 Llovet JM, Kelley RK, Villanueva A, Singal AG, Pikarsky E, Roayaie S, et al. 
Hepatocellular carcinoma. Nat Rev Dis Primers 2021;7(1):6. doi:10.1038/
s41572-020-00240-3.

[2]	 GLOBOCAN I. A. for R. on C. Liver. Available from: https://gco.iarc.fr/to-
day/data/factsheets/cancers/11-Liver-fact-sheet.pdf.

[3]	 Lin L, Yan L, Liu Y, Qu C, Ni J, Li H. The burden and trends of primary liver 
cancer caused by specific etiologies from 1990 to 2017 at the global, re-
gional, national, age, and sex level results from the global burden of disease 
study 2017. Liver Cancer 2020;9(5):563–582. doi:10.1159/000508568.

[4]	 White DL, Thrift AP, Kanwal F, Davila J, El-Serag HB. Incidence of hepatocel-
lular carcinoma in all 50 United States, from 2000 through 2012. Gastroen-
terology 2017;152(4):812–820.e5. doi:10.1053/j.gastro.2016.11.020.

[5]	 European Association for the Study of the Liver. EASL clinical practice 
guidelines: management of hepatocellular carcinoma. J Hepatol 2018; 
69(1):182–236. doi:10.1016/j.jhep.2018.03.019.

[6]	 Llovet JM, Burroughs A, Bruix J. Hepatocellular carcinoma. Lancet 2003; 
362(9399):1907–1917. doi:10.1016/S0140-6736(03)14964-1.

[7]	 Hasegawa K, Kokudo N, Makuuchi M, Izumi N, Ichida T, Kudo M, et al. Com-
parison of resection and ablation for hepatocellular carcinoma: a cohort 
study based on a Japanese nationwide survey. J Hepatol 2013;58(4):724–
729. doi:10.1016/j.jhep.2012.11.009.

*Correspondence to: Norberto Chavez-Tapia, Obesity and Digestive Disease 
Unit, Medica Sur Clinic and Foundation, Puente de Piedra 150, col. Toriello 
Guerra, C.P., Mexico City 14050, Mexico. ORCID: https://orcid.org/0000-0002-
7451-3306. Tel: +52-55-5424-6850, E-mail: nchavezt@medicasur.org.mx

http://creativecommons.org/licenses/by-nc/4.0/
http://creativecommons.org/licenses/by-nc/4.0/
https://doi.org/10.14218/JCTH.2021.00137
https://orcid.org/0000-0002-7451-3306
https://doi.org/10.1038/s41572-020-00240-3
https://doi.org/10.1038/s41572-020-00240-3
https://gco.iarc.fr/today/data/factsheets/cancers/11-Liver-fact-sheet.pdf
https://gco.iarc.fr/today/data/factsheets/cancers/11-Liver-fact-sheet.pdf
https://doi.org/10.1159/000508568
https://doi.org/10.1053/j.gastro.2016.11.020
https://doi.org/10.1016/j.jhep.2018.03.019
https://doi.org/10.1016/S0140-6736(03)14964-1
https://doi.org/10.1016/j.jhep.2012.11.009
https://orcid.org/0000-0002-7451-3306
https://orcid.org/0000-0002-7451-3306
mailto:nchavezt@medicasur.org.mx


Journal of Clinical and Translational Hepatology 2021 vol. 9  |  141–142142

Vidal-Cevallos P. et al: Very-early-stage HCC treatment to im-

[8]	 Lencioni R, Cioni D, Crocetti L, Franchini C, Pina CD, Lera J, et al. Early-
stage hepatocellular carcinoma in patients with cirrhosis: long-term results 
of percutaneous image-guided radiofrequency ablation. Radiology 2005; 
234(3):961–967. doi:10.1148/radiol.2343040350.

[9]	 Samuel M, Chow PK, Chan Shih-Yen E, Machin D, Soo KC. Neoadjuvant 
and adjuvant therapy for surgical resection of hepatocellular carcinoma. 
Cochrane Database Syst Rev 2009;2009(1):CD001199. doi:10.1002/ 
14651858.CD001199.pub2.

[10]	Chang YS, Adnane J, Trail PA, Levy J, Henderson A, Xue D, et al. Sorafenib 
(BAY 43-9006) inhibits tumor growth and vascularization and induces tu-
mor apoptosis and hypoxia in RCC xenograft models. Cancer Chemother 
Pharmacol 2007;59(5):561–574. doi:10.1007/s00280-006-0393-4.

[11]	Abou-Alfa GK, Schwartz L, Ricci S, Amadori D, Santoro A, Figer A, et al. 
Phase II study of sorafenib in patients with advanced hepatocellular car-
cinoma. J Clin Oncol 2006;24(26):4293–4300. doi:10.1200/JCO.2005.01. 

3441.
[12]	Llovet JM, Ricci S, Mazzaferro V, Hilgard P, Gane E, Blanc JF, et al. Sorafenib 

in advanced hepatocellular carcinoma. N Engl J Med 2008;359(4):378–
390. doi:10.1056/NEJMoa0708857.

[13]	Llovet JM, Di Bisceglie AM, Bruix J, Kramer BS, Lencioni R, Zhu AX, et al. 
Design and endpoints of clinical trials in hepatocellular carcinoma. J Natl 
Cancer Inst 2008;100(10):698–711. doi:10.1093/jnci/djn134.

[14]	Bruix J, Takayama T, Mazzaferro V, Chau GY, Yang J, Kudo M, et al. Adjuvant 
sorafenib for hepatocellular carcinoma after resection or ablation (STORM): 
a phase 3, randomised, double-blind, placebo-controlled trial. Lancet Oncol 
2015;16(13):1344–1354. doi:10.1016/S1470-2045(15)00198-9.

[15]	Jin M, Yu Q, Liu Y, Xu W, Fu X, Ji B, et al. Safety and efficacy of physical 
thermal ablation combined sorafenib for hepatocellular carcinoma: a meta-
analysis. J Clin Transl Hepatol 2021;9(2):149–159. doi:10.14218/JCTH. 
2020.00125.

https://doi.org/10.1148/radiol.2343040350
https://doi.org/10.1002/14651858.CD001199.pub2
https://doi.org/10.1002/14651858.CD001199.pub2
https://doi.org/10.1007/s00280-006-0393-4
https://doi.org/10.1200/JCO.2005.01.3441
https://doi.org/10.1200/JCO.2005.01.3441
https://doi.org/10.1056/NEJMoa0708857
https://doi.org/10.1093/jnci/djn134
https://doi.org/10.1016/S1470-2045(15)00198-9
https://doi.org/10.14218/JCTH.2020.00125
https://doi.org/10.14218/JCTH.2020.00125

	﻿﻿﻿﻿References﻿


