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Spontaneous regression of hepatocellular carcinoma

R C S Ayres, D A F Robertson, K C Dewbury, G H Millward-Sadler, C L Smith

Abstract
A 63 year old white woman presented with
abdominal discomfort, anorexia, and weight
loss. Investigations showed hepatocellular
carcinoma with pulmonary metastases. The
primary and secondary tumours resolved with-
out specific treatment.

Case report
A 63 year old woman was admitted to hospital
with a four month history of abdominal dis-
comfort and bloating after eating. There was a
one month history of anorexia and 3 i2 kg weight
loss with nausea but no vomiting. She had noted
a mass in the right upper quadrant a week before
admission, since when the abdominal discomfort
had become progressively more severe. There
was no relevant past history or family history.
There was no previous history of jaundice or
hepatitis, no excessive alcohol intake, no pre-
vious operations or blood transfusions, and she
had been taking no drugs.
On examination she was thin, with evidence of

recent weight loss. Palmar erythema was noted
but no other stigmata of chronic liver disease.
Irregular hepatomegaly was noted 8 cm below
the costal margin. Her initial weight was 47 5 kg.

Investigations showed normal concentrations
of urea, electrolytes, calcium, and phosphorus.
The concentration of total protein was 81 g/l,
albumin 41 g/l, and total bilirubin 10 [tmol/l;
alkaline phosphatase activity was 549 IU/l
(normal range 100-300 IU/1) (liver origin con-
firmed by isoenzymes), aspartate aminotrans-
ferase activity 101 IU/l (normal range <40 lUll),
glucose concentration 4-2 mmol/l, and y
glutamyltransferase activity 207 IU/1. The a

Figure 2: A longitudinal ultrasound scan through the left lobe
ofthe liver over the aorta. A large lobularfocal lesion is seen
occupying the upper halfofthe left lobe ofthe liver.

fetoprotein concentration (immunoradiometric
assay, Novo Labs) was appreciably raised at 7390
KAU/l (normal <10). Hepatitis B surface anti-
gen and hepatitis B antibodies including IgM
anticore antibody and hepatitis A IgM were
negative. The haemoglobin concentration was
11 3 g/dl, mean cell volume 76&8 fl, platelet count
379x 109/1, and white cell count 7 5 x 10'/1 with a
normal differential count. A blood film showed
normocytic and hypochromic red cells. The
prothrombin time was 13 seconds and the serum
ferritin concentration was normal at 143 IU/1.
The chest x ray film showed a number of small
round shadows at the bases and one large one in
the left mid-zone; the appearance was that of
metastatic disease (Fig 1). Ultrasound scanning
showed multiple, large, highly reflective lesions
suggestive of tumour in both left and right lobes
of the liver (Figs 2 and 3). No other abnormality
was seen. The patient underwent liver biopsy,
which showed fragments oftumour composed of
large polygonal cells arranged in sheets and
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Figure 1: A posteroanterior chest radiograph. Note the slightly
raised right hemidiaphragm. There are several rounded
densities in both lungfields. The most easily seen is in the left
mid-zone. The appearances are typical ofmetastases.

Figure 3: A longitudinal ultrasound scan through the right lobe
ofthe liver. Almost the whole ofthe right lobe is replaced by a
large lobular roundedfocal lesion with a heterogeneous
texture. The appearances are ofa liver tumour.
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Figure 4: Tumour arranged in trabeculae two or more cell plates thick and separated by
sinusoids. Haematoxylin and eosin.
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Figure 5: Solid clear cell area oftumour showing multinucleate tumour cells and an abnormal
mitotic figure. Haematoxylin and eosin.

trabeculae with little intervening stroma but
with a prominent sinusoidal structure. The
tumour cells were pleomorphic, and several foci
with bizarre giant nuclei and multinucleate cells
were present. In between these foci the tumour
cells were polygonal with either eosinophilic or
clear cytoplasm and their large nuclei had promi-
nent nucleoli. Many lymphocytes and mono-
nuclear cells infiltrated the fragments oftumour.
No non-neoplastic liver tissue was present. The
appearances were those of a primary hepato-
cellular carcinoma (Figs 4 and 5).
No treatment was considered worth while,

and the patient was discharged home with no
drugs.

Five months later she was asymptomatic and
had gained 3 kg. A repeat chest x ray examina-
tion showed that the metastases had cleared (Fig
6). The a fetoprotein concentration fell to 1 kU/l.
Repeat ultrasound scanning showed consider-
able shrinkage ofthe tumour (Figs 7 and 8) and a
biopsy of the remaining abnormal area seen on
ultrasound showed a cryptogenic macronodular
cirrhosis with no evidence of carcinoma. One of
the two cores of liver examined was almost
entirely recent scar tissue. No evidence of
piecemeal necrosis, hepatitis B infection, haemo-

Figure 6: A follow up chest radiograph takenfive months after
that in Figure 1. The right hemidiaphragm is now in a normal
position and the rounded metastases previously noted are no
longer visible.

chromatosis, chronic biliary tract disease, al
antitrypsin deficiency, or alcoholic liver disease
could be found from the biopsy specimens.
Twelve months after presentation she remained
well with further weight gain and no recurrent
symptoms. Liver function tests were normal.

Discussion
Primary hepatocellular carcinoma is the com-
monest malignancy world wide, although it is
rare in Britain, and has a very poor prognosis
with a mean survival of six months.' 3 Several
risk factors are recognised. There is a male pre-
ponderance of three to one over females which is
usually explained by the increased rate of ethanol
abuse, chronic liver disease, and chronic hepa-
titis B infection in men. There is a well estab-
lished association with hepatitis B.7 Hepatitis B
virus DNA has been isolated from human
hepatocellular carcinoma tissue from both
necropsy and biopsy specimens, but only in
patients with at least one marker of previous or

Figure 7: A longitudinal ultrasound scan through the left lobe
ofthe liver. This is a comparative section to that in Figure 2
and there is no evidence here ofanyfocal lesion in the left lobe
ofthe liver.
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Figure 8: A longitudinal ultrasound scan through the right lobe
ofthe liver. Comparison with Figure 3 shows a dramatic
improvement. The liver texture is now essentially normal and
no discretefocal lesions can be identified, although there is still
slight distortion ofthe hepatic interlobar fissure in the position
in which the previous focal lesion was noted.

current hepatitis B infection.8 An association
with cirrhosis, not necessarily hepatitis B
related, is recognised, with histological evidence
ofcirrhosis being found in between 60% and 90%
of cases.9 10

Treatment is largely unsuccessful. Surgical
options include resection or transplantation, but
surgery is often precluded by the extent of spread
at presentation. The results of chemotherapy are
poor. The antimetabolite fluorouracil was one of
the first cytotoxic agents to be investigated as a
single agent treatment in a large number of
patients, but the results of trials of both oral and
intravenous use were poor'" and the drug is now
rarely used. Remission has been induced with
doxorubicin in some trials,'2 1 although in others
this failed to show any benefit.'4 1 Survival is
longer in young patients without cirrhosis and
with low cc fetoprotein levels and in those with
well differentiated tumours. 16 17

Spontaneous regression has been documented
in malignant disease, although only two reports
of spontaneous regression of primary hepato-
cellular carcinoma have been published.'8 9 In
only one of these, in a Chinese patient who was
positive for hepatitis B surface antigen, was there
evidence of metastatic spread.'8 The second
case '9 occurred in a 65 year old alcoholic, the
biopsy showing established cirrhosis as well as
hepatocellular carcinoma.
The spontaneous regression ofcancer is poorly

understood, although various causes have been
proposed.20 Endocrine factors have been thought
to be responsible for spontaneous regression of
some cases of hypernephroma, malignant
melanoma, and carcinoma of the ovary, testis,
breast, and thyroid.
Immune mechanisms may occasionally be

responsible for an effective host response to an
established neoplasm and have therefore been
implicated in some cases of spontaneous regres-
sion of cancer. Disruption of the blood supply to
the tumour, either because of rapid tumour
growth or after incomplete surgical removal,
may result in tumour infarction and is implicated
in the spontaneous regression of neuroblastoma.
Cases of apparent spontaneous regression of
cancer of the bladder have been attributed to
removal of a carcinogenic agent. Other cases of
apparent spontaneous regression have been
attributed to incorrect initial diagnosis of
malignancy.
The diagnosis in this case was established by a

strongly suggestive clinical presentation sup-
ported by ultrasound scanning of the liver, a
chest x ray film showing discrete scattered
opacities consistent with metastatic spread, and
appreciably raised a fetoprotein concentrations
and confirmed by liver biopsy. The patient
received no treatment for the tumour and
regression therefore can truly be described as
spontaneous.
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