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CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL

 

Case 36-2000

 

PRESENTATION OF CASE

 

A 22-year-old man was admitted to the hospital be-
cause of a hepatic mass.

The patient had been well until three weeks earlier,
when he injured the right side of his chest and shoul-
der, with subsequent pain that was ascribed to a rib
contusion. The pain disappeared after nine days, at
which point he consulted a physician for clearance to
return to work. Examination showed numerous spi-
der angiomas, which were of unknown duration.

For several years, the patient had had difficulty gain-
ing weight, with intermittent night sweats. They had
become much more severe during the three nights be-
fore the examination, saturating the bedclothes. Dur-
ing the two years before admission, his weight had
dropped from 79.5 to 69.0 kg. During the year be-
fore admission, the patient had vomited in the morn-
ing about every third day and had received antibiot-
ics for several episodes of pneumonia. During the
month before admission, he had had pain in the right
upper abdominal quadrant during sexual activity.

The patient smoked one pack of cigarettes daily.
He had drunk alcohol in binges, consuming a liter
of whiskey once or twice weekly, until recently, when
drinking had provoked nausea and he had stopped
ingesting alcohol. In past years, he had had multiple
sexual partners, without protection, but was current-
ly in a monogamous relationship. He had had a sin-
gle seizure at the age of 15 years and took carbamaz-
epine daily thereafter. He did not have a history of viral
hepatitis, receipt of blood products, or intravenous
drug abuse.

Shortly before admission, the patient was seen at
another hospital. The temperature was 37°C, the pulse
was 88, and the respirations were 20. The blood pres-
sure was 115/80 mm Hg.

On examination, the patient was slender. Numer-
ous spider angiomas were scattered over the thorax.
The lungs and heart were normal. The liver descend-
ed 5 cm below the right costal margin. No splenomeg-
aly was detected.

The urine was normal. The results of other labora-
tory tests are shown in Tables 1 and 2. A computed
tomographic (CT) scan of the abdomen, obtained
after the oral and intravenous administration of con-
trast material, revealed diffuse enlargement of the liv-
er and a mass, 17 by 16 by 12 cm, in the right lobe
that showed heterogeneous enhancement (Fig. 1).
The spleen was normal.
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Urea nitrogen Normal Normal

Creatinine Normal Normal

Protein (g/dl) 7.2
Albumin 3.1 2.9
Globulin 4.3

Bilirubin
Total Normal Normal
Conjugated Normal Normal

Electrolytes Normal

Aspartate aminotrans-
ferase (U/liter)

111
(Normal range, 8–42)

41
(Normal range, 10–40)

Alanine aminotrans-
ferase (U/liter)

130
(Normal range, 5–50)

Alkaline phosphatase
(U/liter)

97
(Normal range,

33–100)

134
(Normal range,

45–115)

Lactate dehydrogenase 
(U/liter)

22
(Normal range,

110–210)
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Carcinoembryonic antigen Normal

Alpha-fetoprotein Normal

Antibodies against the human immuno-
deficiency virus

Negative

Antibodies against hepatitis viruses A, B, 
and C

Negative
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The patient was referred to this hospital, where the
findings on physical examination were unchanged.

Laboratory tests were performed (Tables 1 and 3).
A thoracic CT scan, obtained after the intravenous ad-
ministration of contrast material, showed no abnor-
malities except for the mass, which involved the entire
right hepatic lobe.

A diagnostic procedure was performed.

 

DIFFERENTIAL DIAGNOSIS
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EINUS

 

*: May we review the radio-
graphs?
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 E. Z

 

ALIS

 

: The CT scan of the abdo-
men (Fig. 1) shows a mass with heterogeneous en-
hancement in the right lobe of the liver.

D
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. R

 

EINUS

 

: The differential diagnosis of a mass in
the liver is a common clinical challenge in this era of
widely used cross-sectional body imaging. A lesion

is often found incidentally in an asymptomatic patient.
The most important initial question in a case of this
type is whether chronic liver disease or an extrahepat-
ic disorder may have led to the development of a focal
liver lesion, such as a regenerative nodule,

 

1

 

 hepatocel-
lular carcinoma, a metastatic mass, or an abscess.

Could this patient’s spider angiomas and abnormal
results of blood chemical tests signal the type of chron-
ic liver damage that might predispose him to hepa-
tocellular carcinoma? He had a history of drinking a
liter of whiskey (approximately 317 g of alcohol) once
or twice a week. The amount required for the devel-
opment of cirrhosis varies greatly, but most patients
with alcohol-induced liver disease have consumed be-
tween 80 and 160 g of alcohol a day for more than
10 years.

 

2,3

 

 This patient is only 22 years old, he prob-
ably did not drink every day, and he does not have
the aminotransferase values associated with alcohol-
related liver disease. Therefore, I do not think he has
hepatocellular carcinoma due to alcoholic cirrhosis.

Hepatocellular carcinoma often complicates long-
standing hepatitis C virus infection

 

4,5

 

 and may be di-
agnosed in a young person with chronic hepatitis B
even before cirrhosis develops.

 

5

 

 Each of these viral dis-
eases can cause abnormal results of blood chemical
tests, but this patient does not have chronic viral hep-
atitis, at least not an identified type, since serologic
tests were negative for both hepatitis B and C viruses.

Could this patient have a much less common type
of chronic liver injury? Any type of cirrhosis can confer
a predisposition to the development of hepatocellular
carcinoma, although the potential for hepatocarcino-
genesis varies considerably from one type of cirrhosis
to another and is minimal with some types. Thus, in
rare cases, autoimmune hepatitis, Wilson’s disease,
alpha

 

1

 

-antitrypsin deficiency, or another, even less
common disorder causing cirrhosis in a young person
is complicated by hepatocellular carcinoma.

It is important to consider a diagnosis of autoim-
mune hepatitis in a young person with an abnormal
serum alanine aminotransferase level, because many af-
fected patients have a dramatic response to treatment.
Patients with autoimmune hepatitis may present with
cirrhosis, spider angiomas, and hyperglobulinemia; the
last finding is especially common in persons with this
disease. The patient under discussion had both hyper-
globulinemia and spider angiomas. Type 1, or classic,
autoimmune hepatitis is usually diagnosed in girls and
premenopausal women, however, and type 2 autoim-
mune hepatitis is almost always diagnosed in girls un-
der 15 years of age. Cirrhosis due to autoimmune hep-
atitis with secondary hepatocellular carcinoma in this
22-year-old man is therefore very unlikely. The results
of antinuclear and anti–smooth-muscle antibody tests
and other tests for autoimmune hepatitis are not re-
ported.

Patients with Wilson’s disease have hepatic copper
accumulation and secondary chronic liver injury due

 

*Head of the Hepatology Section, Division of Gastroenterology and
Hepatology, Montefiore Medical Center; associate professor of medicine,
Albert Einstein College of Medicine — both in New York.

 

Figure 1.

 

 CT Scan Obtained after the Intravenous Administra-
tion of Contrast Material, Showing a Mass with Heterogeneous
Enhancement in the Right Lobe of the Liver.
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Hematocrit (%) 43

White-cell count (per mm

 

3

 

) 6,300

Platelet count (per mm

 

3

 

) 349,000

Prothrombin time Normal

Partial-thromboplastin time Normal
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to mutations of the 

 

ATP7B

 

 gene that result in de-
creased biliary copper excretion. Wilson’s disease is
often asymptomatic, and the diagnosis is frequently
made when serum aminotransferase abnormalities are
found incidentally in a young person. A person be-
tween 3 and 40 years of age who has unexplainedly
abnormal results of blood chemical tests should be
screened for Wilson’s disease by measurement of the
serum ceruloplasmin concentration and ophthalmo-
logic examination. The results of these studies are not
reported in this case, but hepatocellular carcinoma is
very unlikely in a young person who has cirrhosis due
to Wilson’s disease and no other signs or symptoms
of that disorder, such as central nervous system com-
plications.

This patient’s history of several episodes of pneu-
monia during the year before admission is unusual for
a 22-year-old, despite the fact that he smoked. Could
he have had alpha

 

1

 

-antitrypsin deficiency or cystic fi-
brosis, which are inherited diseases with pulmonary
and hepatic manifestations? Cystic fibrosis is the most
common lethal genetic disorder in whites. Although
the diagnosis is usually made during the first year of
life, up to 25 percent of affected persons present af-
ter the age of five years. Infections of the respiratory
tract may be the first sign of the disorder in young
adults. Between 1 and 5 percent of persons with cyst-
ic fibrosis have clinical manifestations of liver disease
due to ductular obstruction by inspissated bile, with
secondary biliary cirrhosis, which is characterized by
portal hypertension and abnormal results of blood
chemical tests, especially those reflecting the presence
of cholestasis.

 

6

 

 In rare cases, liver disease is the only
manifestation of cystic fibrosis.

 

7

 

 Sclerosing cholangi-
tis and cholangiocarcinoma have been described in
patients with this disorder

 

8,9

 

; hepatocellular carcino-
ma, however, has not been reported.

Could the liver mass in this patient be cholangio-
carcinoma? In patients with underlying bile-duct dis-
ease such as sclerosing cholangitis, cholangiocarcino-
ma usually appears at the lower end of the common
bile duct or within the major bile ducts, near their
bifurcations. If the tumor develops within the hepat-
ic parenchyma, the location of the lesion in this case,
it usually occurs in the absence of chronic liver disease,
although it may be associated with Oriental cholan-
giohepatitis, cystic disease, liver-fluke infestation, or
exposure to thorium dioxide, none of which are perti-
nent to this case. The average age of patients with cho-
langiocarcinoma at presentation ranges from 50 to
60 years. The serum carcinoembryonic antigen level
is elevated in a minority of cases, but it is normal in
this case.

 

10

 

 Thus, it is unlikely that this patient’s le-
sion is a new central cholangiocarcinoma.

Patients with alpha

 

1

 

-antitrypsin deficiency may also
have asymptomatic, unexplained serum aminotrans-
ferase elevations and a history of respiratory disease.
Two percent of patients with alpha

 

1

 

-antitrypsin defi-

ciency who are 20 to 40 years old have liver disease,
and cirrhosis is found in over 12 percent of all affected
patients at autopsy. Hepatocellular carcinoma and, in
rare cases, cholangiocarcinoma may develop.

 

11

 

 Meas-
urement of the serum alpha

 

1

 

-antitrypsin level should
be part of the evaluation of a young adult with high
serum aminotransferase levels after other, more likely
explanations have been ruled out. The alpha

 

1

 

-anti-
trypsin level is not reported in this case, but a malig-
nant liver tumor would be unlikely in a young person
with cirrhosis due to alpha

 

1

 

-antitrypsin deficiency and
no other manifestations of the disorder — for exam-
ple, parenchymal lung disease.

Could this patient’s disease be due to treatment with
carbamazepine for seven years? This drug causes ab-
normal results of blood chemical tests but has not
been reported to cause cirrhosis. Treatment with car-
bamazepine can cause pseudolymphoma, with fever,
lymphadenopathy, pneumonitis, a morbilliform skin
eruption, and hepatitis, but it does not result in a large
hepatic mass.

 

12

 

 Thus, I do not think this patient’s dis-
ease is iatrogenic.

Although 90 percent of patients with primary liver
cancer have hepatocellular carcinoma, the common
type is unlikely in this case. Hepatocellular carcinoma
rarely develops in a person as young as this patient
or in the absence of cirrhosis, unless the patient has
chronic hepatitis B. Moreover, when cirrhosis is
present, hepatocellular carcinoma is usually not the
first clinical manifestation of liver disease. The com-
mon type of hepatocellular carcinoma is characterized
by a shrunken, nodular liver surrounding the mass and
other changes suggestive of cirrhosis on abdominal CT
scans — findings that are absent in this case. Similar-
ly, the serum alpha-fetoprotein level is abnormal in
more than 70 percent of patients with the common
type of hepatocellular carcinoma, but the value is nor-
mal in this case.

If this patient does not have chronic hepatitis and
cirrhosis, why are the serum alanine aminotransferase
and albumin levels abnormal, and why does he have
spider angiomas? Spider angiomas are probably due
to a relative excess of estrogen in persons with acute
or chronic liver disease and in pregnant women.

 

13

 

 They
have also been reported in association with elevated
serum estrogen levels and as paraneoplastic manifes-
tations of cancers, disappearing after the tumor has
been resected.

 

14

 

 The spider angiomas in this patient
are not diagnostic of chronic liver disease, but they
may have developed in conjunction with the liver le-
sion, a possibility that suggests the malignant nature
of the mass. The abnormal serum alanine aminotrans-
ferase level shortly before admission may have resulted
from trauma to the large mass, with secondary blood
clotting and tissue necrosis. I believe the abdominal
CT scan shows signs of focal necrosis within the liver
mass, just beneath the ribs on the right side. Since the
serum aspartate aminotransferase level was almost
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within the normal range when the patient was eval-
uated on admission, and I assume the same was true
for the serum alanine aminotransferase level by then,
the levels were probably not chronically elevated, as
they would have been if he had had long-standing liv-
er disease of most types. The serum albumin concen-
tration is not a reliable test of liver function, and the
value is typically low in a variety of diseases.

Is there any evidence that this patient had a primary
extrahepatic illness that caused a liver mass? Night
sweats and weight loss are common symptoms of ex-
trahepatic diseases that are often associated with liver
lesions, such as tumors (especially lymphomas) and
infections. These findings occur in 25 to 30 percent
of persons with Hodgkin’s disease, which is common
in males who are 15 to 30 years old, but this patient
had no evidence of lymphadenopathy or splenomegaly.

Could the liver be the primary site of Hodgkin’s
disease in this case? Hepatic Hodgkin’s disease usually
has an infiltrative pattern, with multiple, or occasion-
ally single, lesions that are well defined, large, and uni-
formly low in density, unlike the lesion in this case.
The findings in this case are also not consistent with
the diagnosis of primary hepatic non-Hodgkin’s lym-
phoma, an uncommon disorder that is almost always
aggressive, rarely causing symptoms of over two years’
duration, and that is usually manifested as multiple
low-density lesions on CT scans.

Hepatic metastases are approximately 30 times more
frequent than primary liver cancer. Gastric, colonic,
and pancreatic adenocarcinomas account for over 40
percent of cases of hepatic metastases, but none of the
findings in this case suggest the presence of one of
these tumors. Nor is there evidence of metastatic mel-
anoma, which often metastasizes to the liver but al-
most always has a rapid clinical course once the liver is
involved.

Could this patient have had an amebic liver abscess?
Such an abscess typically develops in the right hepat-
ic lobe of a young adult (median age, 29 years) and
appears as a well-defined lesion on imaging studies.

 

15

 

This patient did not report diarrhea, which would have
suggested the presence of amebic colitis, but fewer
than half the patients with an amebic liver abscess re-
port antecedent diarrhea or have amebic trophozo-
ites or cysts in their stools. Infection can be diagnosed
serologically, but serum IgG antibody to 

 

Entamoeba
histolytica

 

 was not measured in this case. Patients with
an amebic liver abscess do not have spider angiomas,
however, and their abdominal CT scans typically show
well-defined, round, low-density lesions, unlike the
lesion in this patient.

A pyogenic liver abscess may be primary, or it may
be secondary to bacterial superinfection of an amebic
liver abscess or another liver lesion. When this patient
injured the right side of his chest, did a hemangioma
or other primary hepatic lesion become infected? I
doubt it. A pyogenic liver abscess is not a likely diag-

nosis, because of the duration of the patient’s symp-
toms, the presence of spider angiomas, the absence of
a history of clinically significant fever and rigors, and
the absence of evidence of a source of infection on the
abdominal CT scan. Rare nonpyogenic infectious caus-
es of focal liver lesions include parasites other than

 

E. histolytica,

 

 fungi,

 

16

 

 and 

 

Mycobacterium tuberculosis.

 

17

 

A test for antibody against the human immunodefi-
ciency virus was negative in this case, ruling out im-
munosuppression due to the acquired immunodefi-
ciency syndrome and hepatic lesions such as Kaposi’s
sarcoma or peliosis hepatis.

Having ruled out chronic liver diseases and system-
ic diseases, I must consider new masses that arise in an
otherwise normal liver. The most common primary
hepatic lesions, in decreasing order of frequency, are
hemangiomas, cysts, focal nodular hyperplasia, and
hepatic adenomas. Small benign cysts and hemangi-
omas account for most lesions seen on imaging and at
autopsy.

 

18,19

 

 A cavernous hemangioma, which is more
common in men than in women, is generally asymp-
tomatic, although it occasionally causes abdominal
pain, and it is not associated with the constellation
of findings in this patient. The lesion is usually easy to
identify on imaging, but the features may be atypical,
prompting a more detailed investigation. Similarly,
most hepatic cysts are asymptomatic and are easily di-
agnosed on the basis of imaging studies.

Focal nodular hyperplasia, the third most common
benign hepatic lesion, is usually detected incidentally
in an asymptomatic person. The lesion is typically less
than 5 cm in diameter, solitary, unencapsulated but
well circumscribed, and homogeneous, with a central
scar that contains an arteriovenous malformation. Oc-
casionally, large lesions have caused abdominal discom-
fort and have been mistaken on imaging for malignant
tumors, especially fibrolamellar carcinoma. Hepatic ad-
enoma occurs almost exclusively in young women, par-
ticularly those taking oral contraceptives. It also occurs
in patients with tyrosinemia, type I or IV glycogen
storage disease, or familial diabetes mellitus and in
those who use anabolic steroids. None of these predis-
posing factors are present in this case. Hepatic adeno-
mas may become large enough to cause abdominal
discomfort, but their clinical importance lies in their
potential for rupture and malignant change. Intrale-
sional hemorrhage may result in a heterogeneous ap-
pearance on CT scanning that is suggestive of cancer.

A diagnosis that can explain most of the clinical fea-
tures of this case is fibrolamellar carcinoma,

 

20

 

 a slow-
growing cancer that typically occurs in young adults;
the median age of affected persons is 25 years.

 

21

 

 Al-
though usually considered a variant of hepatocellular
carcinoma, fibrolamellar carcinoma may be a separate
entity.

 

20,22

 

 Unlike typical hepatocellular carcinoma, it
has no known connection with cirrhosis or chronic in-
flammatory liver disease and is usually not associated
with an elevated serum alpha-fetoprotein level. The se-
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rum des-carboxy prothrombin level is abnormal in
nearly all cases of fibrolamellar carcinoma.

 

23

 

 Because
the tumor generally has an indolent course, there may
be a protracted prodromal period characterized by
nonspecific symptoms, including abdominal discom-
fort, weight loss, and night sweats. Jaundice is uncom-
mon. On CT scans, fibrolamellar carcinoma is heter-
ogeneous, with a hypodense, occasionally calcified scar.
Marked enhancement is seen after the administration
of contrast material, and this finding may result in a
misdiagnosis of focal nodular hyperplasia.

In addition to focal nodular hyperplasia, the dif-
ferential diagnosis of fibrolamellar carcinoma includes
typical hepatocellular carcinoma, adenosquamous car-
cinoma of the gallbladder with extension into the liver,
and metastatic tumors associated with fibrosis — for
example, breast cancer, islet-cell tumor, carcinoid, and
cholangiocarcinoma, all of which are ruled out in this
case by the clinical findings. The diagnosis of fibro-
lamellar carcinoma can be difficult to establish by ex-
amining a needle-biopsy specimen, and several passes
or an open-wedge biopsy may be necessary to obtain
adequate tissue. Complete surgical resection is cura-
tive in 50 to 75 percent of cases.

 

24

 

 If partial hepatec-
tomy is not feasible because of the size of the tumor
or because it extends into adjacent organs, orthotop-
ic liver transplantation is required. The lesion in this
man is very large, but it appears to be resectable, since
the remaining liver tissue is not cirrhotic and the left
portal vein appears to be patent. I would attempt to
establish the diagnosis by performing a percutaneous
liver biopsy.

D

 

R

 

. P

 

AUL

 

 P. B

 

ERGERON

 

: As this patient’s primary
physician, I had examined him for shoulder pain and
noticed the hepatic mass and cutaneous manifestations
of hepatic disease. My impression was that he had a
hepatocellular disorder such as hepatocellular carcino-
ma or lymphoma.

 

CLINICAL DIAGNOSIS

 

Hepatocellular carcinoma or lymphoma.

 

DR. JOHN F. REINUS’S DIAGNOSIS

 

Hepatocellular carcinoma, fibrolamellar variant.

 

PATHOLOGICAL DISCUSSION

 

D

 

R

 

. K

 

ENNETH

 

 T

 

ANABE

 

: No source of metastatic
disease was found, and I therefore performed a lap-
arotomy. A percutaneous needle biopsy would not
have revealed any findings that might have contrain-
dicated an exploration for potential resection.

Intraoperative ultrasonographic examination of the
liver showed the relation between the mass and major
vessels. The left hepatic lobe appeared to be normal,
and there was no evidence of extrahepatic cancer.
I therefore resected the lesion, including segments
4 through 8.

D

 

R

 

. R

 

HONDA

 

 K. Y

 

ANTISS

 

: The specimen contained
a tan–yellow, bile-stained mass, 17 cm in diameter,
that was well circumscribed but unencapsulated, with
a scalloped margin and a very small, stellate scar, 2.3
cm long, at the center. Microscopical examination re-
vealed that the mass consisted predominantly of sheets
of large polygonal cells with well-defined borders,
abundant granular eosinophilic cytoplasm, and large,
atypical nuclei with prominent, single, central nucle-
oli; intracanalicular and intracellular deposits of bile
were present (Fig. 2). Many of the cells contained in-
tracytoplasmic hyaline globules and faintly eosinophil-
ic, pale bodies (Fig. 3). In some areas, there were broad
zones of necrosis surrounded by inflammatory cells
and nests of neoplastic cells within a desmoplastic stro-
ma. We interpreted these features to be diagnostic of
hepatocellular carcinoma that was moderately to well
differentiated. In a minor portion of the tumor, how-
ever, nodules and nests of tumor cells were separated
by dense, fibrous septa (Fig. 4). This part of the tumor
was characteristic of so-called fibrolamellar hepato-
cellular carcinoma. Therefore, we classified the tumor
as hepatocellular carcinoma, moderately to well differ-
entiated, with a focal fibrolamellar pattern.

 

Figure 2.

 

 Large Tumor Cells with Abundant Pink, Granular Cy-
toplasm, Distinct Cell Membranes, and Nuclei Containing Sin-
gle, Prominent Central Nucleoli (Hematoxylin and Eosin, ¬350).
Intracanalicular deposits of bile (arrows) are present, as well as
intracellular deposits.
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Until very recently, hepatocellular carcinoma with
predominantly fibrolamellar features has generally
been viewed as a distinctive entity and designated as
fibrolamellar hepatocellular carcinoma. Many of the
clinical and pathological characteristics of this type
of tumor have been noted by Dr. Reinus. It is said
to account for only 1 to 2 percent of all cases of hep-
atocellular carcinoma but for as many as 40 percent
of those in patients 35 years of age or younger.

 

22

 

 Fi-
brolamellar hepatocellular carcinoma occurs in approx-
imately equal numbers of males and females, whereas
typical hepatocellular carcinoma occurs predominant-
ly in men over the age of 35.

Fibrolamellar hepatocellular carcinoma typically ap-
pears as a solitary, well-circumscribed nodule with a
prominent central, stellate scar. The characteristic his-
tologic findings are cords and trabeculae of large he-
patic cells in a dense, collagenous stroma composed
of lamellae of collagen between nests of tumor cells
(Fig. 4). Other features include eosinophilic hyaline
globules, which are composed of accumulations of
alpha

 

1

 

-antitrypsin; pale bodies, which are composed
of fibrinogen; and intranuclear cytoplasmic pseudo-
inclusions.

 

20,22

 

 In addition to the laboratory features

 

Figure 3.

 

 Eosinophilic Hyaline Globules (Long Arrow) and Faint-
ly Eosinophilic, Pale Bodies (Short Arrows) in the Cytoplasm of
Tumor Cells (Hematoxylin and Eosin, ¬350).

 

Figure 4.

 

 Dense, Fibrous Lamellae between Aggregates of Tu-
mor Cells (Panel A, Hematoxylin and Eosin; Panel B, Masson
Trichrome Stain, ¬350).

A

B
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mentioned by Dr. Reinus, the tumor has been re-
ported to be associated with an elevated plasma level
of vitamin B12, an unsaturated vitamin B12–binding
capacity, and an elevated level of neurotensin.25-27

The prognosis for patients with fibrolamellar hep-
atocellular carcinoma is better than that for patients
with typical hepatocellular carcinoma. The former
tumor is resectable in 50 to 75 percent of cases,
whereas the latter tumor is resectable in only 17 per-
cent of cases. Patients with fibrolamellar hepatocel-
lular carcinoma have a survival rate of 34 percent at
five years, and the rate rises to 63 percent if the tu-
mor has been completely resected.20 Moreover, among
patients whose tumors either are not resectable or have
metastasized at the time of diagnosis, the mean sur-
vival rate is 32 months for those with fibrolamellar
hepatocellular carcinoma but only 6 months for those
with typical hepatocellular carcinoma.28 Patients with
fibrolamellar hepatocellular carcinoma that is not re-
sectable may be treated by liver transplantation, but
recurrences develop in about half of them within 40
months after receipt of the transplant.24

Recent findings suggest that fibrolamellar hepato-
cellular carcinoma may not be a distinct entity, but
only a form of well-differentiated hepatocellular car-
cinoma, and that the relatively good prognosis for
patients with this type of tumor stems from its re-
sectability in most cases, its tendency to occur in
young patients, and the absence of associated liver
disease. A study of low-grade hepatocellular carcino-
ma without fibrolamellar features in young patients
who did not have cirrhosis showed that the progno-
sis for these patients was similar to that for patients
with fibrolamellar hepatocellular carcinoma.29 In a
recent study of 15 otherwise unselected cases of hep-
atocellular carcinoma in patients under 45 years of age,
a colleague and I identified a fibrolamellar pattern in
8 tumors; 7 were well differentiated, and 1 was mod-
erately to well differentiated.30 The fibrolamellar com-
ponent occupied less than half the lesion in five tu-
mors and more than half in three, two of which were
entirely fibrolamellar. Two of the patients who had
tumors with a fibrolamellar component also had cir-
rhosis related to either alcohol abuse or hepatotropic
viral infection. These findings suggest that fibrolamel-
lar hepatocellular carcinoma is not a distinct entity but
a morphologic variant of hepatocellular carcinoma
with a prognosis similar to that of low-grade typical
hepatocellular carcinoma.

DR. REINUS: Did the spider angiomas in the pa-
tient under discussion disappear after the tumor had
been resected?

DR. TANABE: When I saw the patient 14 months af-
ter the resection, they were still present, although there
was no evidence of recurrent cancer.

DR. REINUS: Spider angiomas have been described
as a paraneoplastic manifestation, with resolution af-
ter resection of the tumor.14 Their presence in patients

with liver diseases is probably a complex phenomenon
related to a preponderance of estrogens over andro-
gens, which probably depends on the amount of go-
nadotropin-binding protein that is produced, or at
least the amount released from the liver into the blood.
In patients with non-neoplastic diseases, particularly
alcoholic liver disease, a number of other effects on
the reproductive organs may contribute to an excess
of estrogen.

ANATOMICAL DIAGNOSIS

Hepatocellular carcinoma, with a focal fibrolamel-
lar pattern.

REFERENCES

1. International Working Party. Terminology of nodular hepatocellular le-
sions. Hepatology 1995;22:983-93.
2. Lischner MW, Alexander JF, Galambos JT. Natural history of alcoholic 
hepatitis. I. The acute disease. Am J Dig Dis 1971;16:481-94.
3. Pequignot G, Tuyns AJ, Berta JL. Ascitic cirrhosis in relation to alcohol 
consumption. Int J Epidemiol 1978;7:113-20.
4. Simonetti RG, Camma C, Fiorello F, et al. Hepatitis C virus infection 
as a risk factor for hepatocellular carcinoma in patients with cirrhosis: a 
case-control study. Ann Intern Med 1992;116:97-102.
5. Nzeako UC, Goodman ZD, Ishak KG. Hepatocellular carcinoma in cir-
rhotic and noncirrhotic livers: a clinico-histopathologic study of 804 North 
American patients. Am J Clin Pathol 1996;105:65-75.
6. Scott-Jupp R, Lama M, Tanner MS. Prevalence of liver disease in cystic 
fibrosis. Arch Dis Child 1991;66:698-701.
7. Resti M, Adami Lami C, Tucci F, et al. A false diagnosis of non-A/non-
B hepatitis hiding two cases of cystic fibrosis. Eur J Pediatr 1990;150:97-9.
8. Strandvik B, Hjelte L, Gabrielsson N, Glaumann H. Sclerosing cholan-
gitis in cystic fibrosis. Scand J Gastroenterol Suppl 1988;143:121-4.
9. Tesluk H, McCauley K, Kurland G, Ruebner BH. Cholangiocarcinoma 
in an adult with cystic fibrosis. J Clin Gastroenterol 1991;13:485-7.
10. Liver Cancer Study Group of Japan. Follow-up of primary liver cancer 
patients: report 9 (1986-1987). Kyoto, Japan: Kyoto University Depart-
ment of Surgery II, 1990.
11. Eriksson S, Hagerstrand I. Cirrhosis and malignant hepatoma in alpha 
1-antitrypsin deficiency. Acta Med Scand 1974;195:451-8.
12. Nathan DL, Belsito DV. Carbamazepine-induced pseudolymphoma 
with CD-30 positive cells. J Am Acad Dermatol 1998;38:806-9.
13. Bean WB. The cutaneous arterial spider: a survey. Medicine (Balti-
more) 1945;24:243-331.
14. Jao JY, Barlow JJ, Krant MJ. Pulmonary hypertrophic osteoarthropa-
thy, spider angiomata, and estrogen hyperexcretion in neoplasia. Ann In-
tern Med 1969;70:581-4.
15. Adams EB, MacLeod IN. Invasive amebiasis. II. Amebic liver abscess 
and its complications. Medicine (Baltimore) 1977;56:325-34.
16. Annunziata GM, Blackstone M, Hart J, Piper J, Baker AL. Candida 
(Torulopsis glabrata) liver abscesses eight years after orthotopic liver trans-
plantation. J Clin Gastroenterol 1997;24:176-9.
17. Oliva A, Duarte B, Jonasson O, Nadimpalli V. The nodular form of 
local hepatic tuberculosis: a review. J Clin Gastroenterol 1990;12:166-73.
18. Gaines PA, Sampson MA. The prevalence and characterization of sim-
ple hepatic cysts by ultrasound examination. Br J Radiol 1989;62:335-7.
19. Karhunen PJ. Benign hepatic tumours and tumour like conditions in 
men. J Clin Pathol 1986;39:183-8.
20. Berman MM, Libbey NP, Foster JH. Hepatocellular carcinoma: po-
lygonal cell type with fibrous stroma — an atypical variant with a favorable 
prognosis. Cancer 1980;46:1448-55.
21. Berman MA, Burnham JA, Sheahan DG. Fibrolamellar carcinoma of 
the liver: an immunohistochemical study of nineteen cases and a review of 
the literature. Hum Pathol 1988;19:784-94.
22. Craig JR, Peters RL, Edmondson HA, Omata M. Fibrolamellar carci-
noma of the liver: a tumor of adolescents and young adults with distinctive 
clinico-pathologic features. Cancer 1980;46:372-9.
23. Pinna AD, Iwatsuki S, Lee RG, et al. Treatment of fibrolamellar 
hepatoma with subtotal hepatectomy or transplantation. Hepatology 1997;
26:877-83.
24. Starzl TE, Iwatsuki S, Shaw BW Jr, Nalesnik MA, Farhi DC, Van Thiel 
DH. Treatment of fibrolamellar hepatoma with partial or total hepatecto-
my and transplantation of the liver. Surg Gynecol Obstet 1986;162:145-9.

Copyright © 2000 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org by COSIMO COLLETTA MD on November 24, 2007 . 



1560 · November 23, 2000

The New England Journal  of  Medicine

25. Paradinas FJ, Melia WM, Wilkinson ML, et al. High serum vitamin 
B12 binding capacity as a marker of the fibrolamellar variant of hepatocel-
lular carcinoma. BMJ 1982;285:840-2.
26. Collier NA, Weinbren K, Bloom SR, Lee YC, Hodgson HJF, Blum-
gart LH. Neurotensin secretion by fibrolamellar carcinoma of the liver. 
Lancet 1984;1:538-40.
27. Soreide O, Czerniak A, Bradpiece H, Bloom S, Blumgart L. Charac-
teristics of fibrolamellar hepatocellular carcinoma: a study of nine cases and 
a review of the literature. Am J Surg 1986;151:518-23.

28. Wetzel WJ, Costin JL, Petrino RL. Fibrolamellar carcinoma: distinc-
tive clinical and morphologic variant of hepatoma. South Med J 1983;76:
796-8.
29. Nagorney DM, Adson MA, Weiland LH, Knight CD Jr, Smalley 
SR, Zinsmeister AR. Fibrolamellar hepatoma. Am J Surg 1985;149:113-
9.
30. Yantiss RD, Graeme-Cook FM. Fibrolamellar hepatocellular carcino-
ma: a morphologic variant of HCC, not a distinct entity. Mod Pathol 
2000;13(3):192A. abstract.

35-MILLIMETER SLIDES FOR THE CASE RECORDS

Any reader of the Journal who uses the Case Records of the Massachusetts General Hospital as a 

medical teaching exercise or reference material is eligible to receive 35-mm slides, with identifying 

legends, of the pertinent x-ray films, electrocardiograms, gross specimens, and photomicrographs of 

each case. The slides are 2 in. by 2 in., for use with a standard 35-mm projector. These slides, which 

illustrate the current cases in the Journal, are mailed from the Department of Pathology to correspond 

to the week of publication and may be retained by the subscriber. Each year approximately 250 slides 

from 40 cases are sent to each subscriber. The cost of the subscription is $450 per year. Application 

forms for the current subscription year, which began in January, may be obtained from Lantern Slides 

Service, Department of Pathology, Massachusetts General Hospital, Boston, MA 02114 (telephone 

[617] 726-2974). Slides from individual cases may be obtained at a cost of $35 per case.

©2000, Massachusetts Medical Society.

Copyright © 2000 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org by COSIMO COLLETTA MD on November 24, 2007 . 


