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Abstract

Spontaneous regression of a malignant tumor is an ex-
ceptional phenomenon. A 56-year-old woman with liv-
er cirrhosis related to chronic hepatitis C presented
with a liver tumor. Partial regression of a hepatocellu-
lar carcinoma was diagnosed by imaging studies that
showed progressive diminution of the size of the tumor
and changes in the tumor markers. However, because
of the persistence of the tumor and uncertainty in the
diagnosis we recommended surgery. A hepatectomy
was performed and a hepatocellular carcinoma moder-
ately differentiated was found. The patient is now doing
well and without any evidence of recurrence at 25
months after surgery. We found 61 case reports that
have been published from 1982 to September 2006,
with apparently spontaneous regression of hepatocellu-
lar carcinoma. The precise mechanism regarding the
spontaneous regression of this tumor is not fully under-
stood, either ischemia due to rapid growth of the neo-
plasia or particular inflammatory and immunologic
mechanisms may be involved in the regression of the
hepatocellular carcinoma.
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Introduction

The hepatocellular carcinoma (HCC) is the most com-
mon primary malignant tumor of the liver worldwide, and
it is within the first ten cancers most common.' In Mexi-
co, the HCC (and the bile neoplasm), has an incidence of
1 in 100,000 habitants, and it is considered the fifth can-
cer most common and the forth like cancer related
deaths.?

The epidemiologic characteristics, clinical manifesta-
tions and survival are different between geographic ar-
eas; although, in general, the diagnosis of HCC, implies a
poor prognosis.** In Mexico, it has been reported that pa-
tients without treatment had a survival time of 1.7-11
months, and patients who received treatment had a sur-
vival time of 16-25.3 months, while, the survival time in
patients who received surgery was 26-38 months. Cur-
rently, the most common cause of HCC is hepatitis C vi-
rus (HCV) infection; follow up by alcohol consumption
and hepatitis B virus (HBV) infection.*’

Spontaneous regression of cancer is an uncommon
phenomenon; even in patients with HCC is rarely de-
scribed. Using the data bases «Pubmed» and «Medline»
in a review until September of 2006, and using key words
such as «hepatocarcinoma», «hepatocellular carcinoma»
and «spontaneous regression», we found 61 described
cases; and no one of these, has been reported in Mexico.

We herein present the case of a Mexican woman with
liver cirrhosis due to HCV infection who had a partial
spontaneous regression of HCC, and discuss the features
of cases with a spontaneous regression of HCC reported
in medical literature.

Case report

A 56-year-old woman with liver cirrhosis due to HCV
infection was taken care in our hospital in February 2004.
At accession she was in stage A of the Child-Pugh classifi-
cation, and an abdominal ultrasound detected a liver tu-
mor, that was confirmed with a magnetic resonance image
(MRI), showing a tumor of 6 vs 5 cm of diameter in the
segment V of the liver, suggestive of HCC (Figure 1); the
level of alpha- fetoprotein (AFP) was 195 ng/dL. The pa-
tient did not receive treatment until six months after, in
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this evaluation, the tumor had been diminished, its dimen-
sion were 3 cm vs 2.5 cm (Figure 2) and AFP level was 7.6
ng/dL. Finally, in August of the same year, the tumor was
surgically removed with the segments V and VIII of the
liver. The pathology report was of a hepatocellular carci-
noma moderately differentiated of 2.8 vs 2.6 cm, margins
were clear of tumor, there was important necrosis around
the tumor, and it also has macronodular cirrhosis with in-
tense activity (Figure 3). The patient did not receive adju-
vant treatment, and after 25 months of surgery she is doing
well, with no evidence of tumor recurrence at CT scan and
the AFP level is still within the normal range.

Discussion

The present case, had criteria for a partial spontaneous
regression of a hepatocellular carcinoma evidence by tu-

mor involution in a MRI and fall in serum AFP in the ab-
sence of treatment. Interestingly, there was evident ne-
crosis surrounding the tumor in the absence of linfocitary
infiltration in the microscopic analysis; therefore, the
main mechanism of tumor regression in our case may be
related to a disturbance of the blood supply on the pe-
ripheral side, such as the formation of a thick capsule,
that may prevent the nutrient blood supply from reach-
ing the tumor through the feeding arteries.

Spontaneous regression of cancers has been described
in almost all kind of tumors, the frequency of this phe-
nomenon is not well established; and it seems to be rarer
than previously believed. The incidence may be one in
every 140,000 cases of cancer rather one per 60,000 to
100,000 cancer cases as early thought (6). Almost half of
the reported cases are renal cell carcinoma, melanoma
and neuroblastoma; being the most representative the re-

Figure 1. Magnetic Resonance Imaging showed a hypointense lesion in T1 sequences that enhances in T2 sequences as a hepatocellular

carcinoma of 6 vs 5 cm.

Figure 2. Magnetic Resonance Image showed diminishes in size tumor to 2.5 cm.
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Figure 3. A) Macroscopic findings of the resected liver showing a well demarcated and encapsulated tumor measuring 2.8 vs 2.6 cm with
subcapsular crescent necrosis. B) Microscopic findings showing a moderately differentiated hepatocellular carcinoma.

nal carcinoma accompanied by spontaneous regression
of primary and/or the metastasis.

Meanwhile, spontaneous regression of HCC defined
as a partial or complete involution of tumor in the ab-
sence of treatment is exceptional and only 61 cases have
been documented in the medical literature. The mecha-
nisms underlying this process are unknown and several
factors have been proposed such as abstinence from alco-
hol consumption, herbal medicine consumption, vitamin
K administration, gastrointestinal bleeding, high fever,
subintimal vascular injury by angiographic procedures
and the tumor’s rapid growth. Hormonal influence, spe-
cially androgen and anti-estrogen therapy, and disrup-
tion of blood supply that may cause tumor necrosis could
explain this process. In addition, there is a fascinating
hypothesis that various biologically effective factors
may act as stimulants to the immune system in associa-
tion with spontaneous regression’'°

Othani et al'! recently, analyzed in detail 40 cases with
spontaneous regression of hepatocellular carcinoma, in 26
of these, either radiologically or histological complete re-
gression were reported, whereas 14 cases showed partial
spontaneous regression; since, cancer cells remained in a
part of the tumor of the resected specimen or complete ra-
diological disappearance was not seen. They had a rela-
tively good prognosis, 31 of 40 patients were alive be-
tween 1-20 years of follow-up, and 5 of 40 cases showed
recurrence after spontaneous regression.

We found 21 cases more published before September
of 2006, which were not included in the Othani’s report.
Four of these cases were considered as partial spontane-
ous regression of non metastatic HCC;'>!* and one meta-
static HCC to chest wall.'® Nine cases were reported as
complete spontaneous regression in metastasic HCC

(lungs, bone, peritoneal, or cervical lymph nodes),'”2!
and 7 patients developed complete spontaneous regres-
sion in non metastatic HCC.?*%

Spontaneous tumor regression is an interesting phe-
nomenon, but its mechanism remains uncertain. We ex-
pect that in the future, further accumulation and discus-
sion of such cases will help to elucidate the etiology and
treatment of this event.
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