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Carcinoma: Possible Immune System Hypothesis
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Abstract

Spontaneous regression of hepatocellular carcinoma (HCC) is an
extraordinarily unusual phenomenon. The mechanisms underlying
this intriguing phenomenon remain unknown. We report a 72-year-
old man with a liver mass. MR pictures demonstrate arterial hyper-
vascularity with venous washout. We performed a fine-needle aspi-
ration cytology of this nodule and it allowed us to find an HCC well
differentiated. Postoperative histopathologic findings demonstrated
a spontaneous complete necrosis of HCC. The necrotic tissue was
filled with large debris from a neoplastic tissue, regardless of no
viable tumor cells were seen among them. The patient is alive and
well for 2 years after surgery. The underlying mechanism of this
phenomenon is not clear. The histologic findings of our patient are
including the tumor necrosis, the severe inflammatory infiltration
with lymphocytes and the thick fibrous capsule. We speculate that
some immune mechanism may be involved in regression of HCC.
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Introduction

Hepatocellular carcinoma (HCC) usually exhibits a poor
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prognosis. Spontaneous regression of HCC is an extraordi-
narily unusual phenomenon. The underlying mechanism of
this phenomenon is not clear but several factors have been
proposed including deficit of vitamin K, blood transfusion,
alcohol, use of herbal medications, anti-estrogen therapy and
an upper gastrointestinal hemorrhage.

Case Report

A 72-year-old man consulted for vague abdominal pains.
We did not note any particular antecedent. The patient does
not have any risk factors for development of HCC. We also
did not note any medicamentous catching, any tobacco ad-
diction, nor alcohol consumption. The clinical and biologic
examinations were perfectly normal. The abdominal ultra-
sonography and the hepatic MRI have discerned a nodular
lesion measuring 14 mm in the VII segment (Fig. 1, 2). The
findings of MRI are compatible to those of typical HCC.
HCC tumors derive blood flow predominantly from the he-
patic artery and tend to enhance during the arterial phase or
2 - 40 sec after contrast infusion.

We performed a fine-needle aspiration cytology of this

Figure 1. Hepatic MRI. Nodular lesion in the VII segment (T1
VIBE sequence).
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Figure 2. Hepatic MRI. Nodular lesion in the VII segment
(T2 sequence).

nodule and it allowed us to find an HCC well differentiated
(Fig. 3). The case was discussed by the multidisciplinary on-
cologic team who decided that tumorectomy by coelioscopy
should be performed. Two month later, the tumorectomy
has been made with ultracision ACE, in alternation with the
bipolar grip and the operational continuations were simple.
The anatomopathologic results (HE staining) have revealed
a complete tumor necrosis outside and the hepatic architec-
ture is normal with an arc shape lymphocytic band, and mar-
gin was 1 cm along the specimen (Fig. 4). Microscopically,
the resected mass did not contain any malignant cells.

Therefore, the histologic examination has concluded that
it was a completely necrotic nodule developed on a healthy
liver and the ablation has been complete. We have chosen to
do a simple surveillance.

Six months later, the abdominal CT scan has not found
any mass on the ablation area. The patient is alive three years
after the surgery without evidence of recurrence.

Figure 3. Fine-needle aspiration cytology (May-Grunwald-
Giemsa stain, x 400). Cluster of tumor cells resembling he-
patocytes with spherical nuclei and conspicuous nucleoli.

Discussion

Spontaneous regression of HCC is an extraordinarily unusu-
al phenomenon. Spontaneous regression has been defined by
Everson and Cole as the partial or complete involution of
a malignant tumor without application of a specific therapy
[1]. The incidence of spontaneous regression has been es-
timated to be one in every 140,000 cases of cancer [2]. In
1956, Lee et al first reported spontaneous regression of a
massive hepatica in a 5.5-month-old male infant [3].

We have reported a very rare case of spontaneous re-
gression of HCC with complete necrosis. Complete regres-
sion of HCC was confirmed by examination of the surgi-
cally resected specimens. The mechanisms underlying
this intriguing phenomenon remain unknown [4]. Possible
mechanisms discussed in the literature originate primarily
from the analysis of individual case histories because of the
rarity of this phenomenon. The underlying mechanism of

Figure 4. (A, B) The anatomopathologic results (HE staining). Complete necrose of the tumor. a = necrose of the tumor. b =
macrophages band and inflammatory granuloma. ¢ = normal hepatocytes. d = biliary duct. e = vessel.
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this phenomenon is not clear but several factors have been
proposed including deficit of vitamin K, blood transfusion,
alcohol, use of herbal medications, anti-estrogen therapy
[5] and an upper gastrointestinal hemorrhage [6]. Kojima
et al have reported the case of a patient with HCC with
multiple lung metastases in whom malignancy spontane-
ously regressed after taking Pheliinus linteus Mycelium [7].
Because of the hypervascular nature of HCC, another im-
portant factor might be an insufficient blood supply to the
tumor. The ischemia of HCC due to disruption of the feed-
ing artery might have induced tumor regression in the case
reported by Okano et al [8].

In our case, the reasons why resected specimen showed
complete tumor necrosis remain unknown. The immune sys-
tem is the possible reason why resected specimen showed
complete tumor necrosis. This patient had not received any
medication, and there were no evident events or changes in
this habitis during this period. The most frequent mecha-
nism explaining the spontaneous disappearance of HCC is
immunologic and we think that some of the characteristics
observed in our case may well fit this model. Peritumoral
lymphocyte infiltration with pseudocapsular lining has been
described in a case of spontaneously regressing HCC [9].
This result has also been described in our case. Spontaneous
regression seemed to occur during interval between percu-
taneous fine-needle aspiration and tumor resection existed.
The histologic findings of our patient are including the tumor
necrosis, the severe inflammatory infiltration with lympho-
cytes and the thick fibrous capsule. Therefore, some immune
mechanism may be involved in regression of HCC. To our
knowledge, there has been only one report of two cases of
recurrence of HCCs after spontaneous regression.

Conclusion

A rare case of spontaneous regression of HCC with complete
necrosis is presented. The changes in the vascular supply as
well as in the immune system demonstrate good anticancer
effects. We can speculate that complete spontaneous necrosis
of HCC can promote the spontaneous regression of HCC.
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