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& < 88 P ' Rapid recurrence of hepatocellular carcinoma in a patient undergoing
direct-acting antiviral agents therapy for chronic hepatitis C-a case report and
literature review
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Chronic hepatitis C infection is the leading cause of cirrhosis and hepatocellular
carcinoma (HCC) worldwide.' HCC may occur at an average 3.5% annual rate when
liver cirrhosis is established.2 Current HCV cure rate with IFN-free regimens has
increased SVR rates over 90% within a very short time.2-3- However, there are limited
data of the association between DAA and HCC recurrence.

We have found a 56 y/o woman with history of treatment naive chronic hepatitis
C (Genotype 1b) without cirrhosis. She was diagnosed as HCC, BCLC stage A, with
hepatic tumors in S6 (4.0cm) and S5 (0.8cm) on CT (2016/11/01) and MRI
(2016/11/09). She received Da Vinci hepatectomy on 2016/11/10. Pathology reported
tumor involves visceral peritoneum (pT4) but tumor margin was free. Non-tumor part
fibrotic stage was F3 (Ishak score). Two months later, sonogram suggested no tumor
recurrence then she received Ledipasvir/Sofosbuvir for eight weeks since 2017/02/12.
Pre-treatment HCV RNA: 1,617,623 IU/mL. However, a palpable mass over the RLQ
was noticed on 2017/03/15. HCV RNA was undetectable. CT found a 13cm tumor in
pelvic cavity on 2017/03/20 (Fig.1). She received resection on 2017/3/23 which
pathology was consistent with recurrence of the previous HCC.

HCV-induced inflammation is a strong promoter of tumor development and
resolution of HCV infection may reduce incidence of HCC with successful IFN
therapy.2 Surprisingly, Reig ef al. found 27.6% of HCC recurrence occurred in 58
HCV-related cirrhotic patients who had a previous HCC compared with 3.2% of
cirrhotic patients without history of HCC after a following time of 5.7 months after
starting DAA.1-3 Conti ef al. analyzed the occurrence of HCC in 344 HCV-related
cirrhotic patients without active HCC, who were treated with DAA. After 24 weeks
following, HCC was detected in 26 patients (7.6%): 17 of 59 patients (28.81%) in
previous HCC group and 9 of 285 patients (3.16%) in group without previous
HCC.12Reig claimed tumor dormancy results from immune surveillance controlling
tumor outgrowth, hostile tumor microenvironment, or tumor cells being quiescent.



IFN-free DAA therapy can rapidly achieve viral suppression but reduce inflammation
may cause immune surveillance downregulation.’-2-3 Otherwise, miR-122 level
decreased on IFN-free DAA therapy which plays a central role in suppressing viral
replication and controlling hepatocarcinogenesis.! Extrahepatic cancer development
would become apparent If immune cancer surveillance is distorted. Chronic
inflammation such as long-lasting HCV infection increases the risk of extrahepatic
cancer and transformed cells may stay subclinical or even remain indolent for a long
period.4

These observed studies may have bias, such as small sample size, elder, cohort
with more advanced liver disease, and short observation time. A French cohorts did
not observe an increased risk of HCC recurrence after DAA treatment.> Moreover,
from a meta-analysis of 41 studies (13,875 patients) of initial or recurring HCC
following DAA treatment, no evidence for different HCC occurrence or recurrence
following a cure from DAA or interferon-based regimens is found.®

We observed a patient who started DAA therapy three months after receiving
curative surgery for her ruptured HCC. Rapid peritoneal recurrence of her HCC was
found within only four weeks after initiating DAA therapy. A recent study found that
median volume doubling times (TVDT) of patient with HCV related HCC was 137.2
(range: 22.4-851.2) days.’” The calculated tumor volume was
784.4cm3(13.1*10.7*10.7*0.523). We expected the CT with 5 mm thick slices may
miss tumor with 4mm in diameter in the initial examination. That is, CT may miss
tumor with the volume of 0.335cm3 (0.4*0.4*0.4*0.523). The calculated TVDT was
about 14.55 days between the two CT examination (140 days). The explanations of
the rapid recurrence of HCC may be more aggressive tumor behavior or DAA
accelerated the tumor cell growth.

Though recent debate seems more favor no increased recurrence of HCC after
curative treatment®-6; however, the effects of DAA on the imaging-undetectable HCC
foci after curative therapy is yet to be clarified. In conclusion, we suggest longer
observation after curative HCC therapy to see if there is any early recurrence of HCC
before initiating DAA therapy.
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