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Adult hepatic cavernous haemangioma with
highly elevated alpha-fetoprotein

A 35-year-old Chinese man presented with dull pain in the right hypochondrial region for
the previous 2 months. Laboratory examination revealed that his serum alpha-fetoprotein
level was 1890 pg/L (reference range, 0-20 pg/L), and computed tomographic scan showed a
hypodense lesion in the left liver lobe. At laparotomy, a dark reddish soft tumour (3.0 x 3.5 cm
in diameter) was found in the medial segment of the liver (segment Ill). The tumour became
markedly smaller than that before resection, and a vessel-like structure was found on the cut
surface. Intra-operative pathology and postoperative histopathology examinations revealed
that the tumour was a cavernous haemangioma of the liver. The serum alpha-fetoprotein
level decreased to 3.5 pg/L by the fourth postoperative week. Clinicians should be aware that
some rare tumours besides hepatocellular carcinoma and endodermal sinus tumours (yolk
sac tumour), for example, hepatic haemangioma, can produce alpha-fetoprotein.

Introduction

Alpha-fetoprotein (AFP) is a fetal-specific glycoprotein produced primarily by the fetal
liver. Normally, the AFP serum concentration falls rapidly after birth and its synthesis in
adult life is repressed.’® Alpha-fetoprotein is one of the best-known carcinofetal proteins,
and is useful for the diagnosis of hepatocellular carcinoma (HCC) during follow-up of
patients with chronic liver diseases.*® Some reports have indicated that a high serum
AFP concentration correlates with a poor prognosis for patients with HCC.** The serum
concentration of AFP also increases in other diseases, such as hepatic cirrhosis, fulminant
hepatitis, endodermal sinus tumours (yolk sac tumour) of the testis, ovary, and extragonadal
sites.>”"" Hepatic haemangioma is the most common vascular tumour in both adults and
children.*"*" This report is of a patient with hepatic haemangioma with a highly elevated
AFP level.

Case report

A 35-year-old Chinese man was admitted to the Department of General Surgery, The First
Affiliated Hospital of Wenzhou Medical College, Wenzhou, China, in December 2003
with dull pain in the right hypochondrial region for the previous 2 months. At physical
examination, no ascites was detected and the abdomen was tender on palpation. The liver
and spleen were not palpated, and other systems were normal on examination. The results
of laboratory tests performed at admission are shown in the Table.

Ultrasound examination showed a hypodense lesion in the left liver lobe (Fig a).
There was no evidence of thromboses in the hepatic or portal veins by Doppler ultrasound.
The AFP level was 1890 pg/L (reference range, 0-20 pg/L). Computed tomography (CT) of
the abdomen showed that the liver margin was irregular and the left lobe of the liver
contained a hypodense lesion resembling primary HCC. Hepatocytes were positive for
keratin and AFP, but negative for vimentin. Owing to the young age of the patient, the
presence of a hepatic hypodense lesion resembling a tumour and the high AFP level,
examination of the testis was also done to exclude a testicular tumour, but there were no
abnormal findings.

Exploratory laparotomy performed under epidural and general anaesthesia on 3
December 2003 revealed a dark reddish soft tumour (3.0 x 3.5 cm in diameter) at the medial
segment of the left lobe (segment IlI). After an irregular hepatectomy with 2.0-cm margins,
the tumour specimen became markedly smaller than that before resection, because of
blood discharged from blood sinus, and a vessel-like structure was found in the cut surface.
To exclude another similar lesion, intra-operative ultrasound examination was done but
no other lesion was found. Intra-operative pathology and postoperative histopathology
examinations revealed that the tumour was a cavernous haemangioma of the liver (Fig b).
The serum AFP level decreased to 430 pg/L on the seventh postoperative day and 3.5 pg/L
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FIG. (a) Computed tomographic scan of the left lobe of

the liver showing a hypodense lesion resembling primary
hepatocellular carcinoma. (b) Histopathological appearance of
cavernous hepatic haemangioma (H&E; original magnification,
x 400)

by the fourth postoperative week.

Discussion

This report is of a patient for whom abdominal
ultrasound examination and CT scan demonstrated
a localised hepatic nodule characteristic of hepatic
haemangioma. The highly elevated AFP level gave an
impression of HCC, but the intra-operative pathology
and postoperative histopathology examinations
disclosed a liver haemangioma without evidence of
chronic hepatitis B.

Only two patients with hepatic haemangioma
with highly elevated AFP level have been reported in
the Chinese medical literature from January 1994 to
March 2005. There was one man and one woman,
aged 35 years and 36 years, respectively. Both patients
were diagnosed after a routine health examination
and were negative for hepatitis B surface antigen.
Their preoperative AFP levels were 784 pg/L and 224
pg/L, respectively, and the AFP returned to normal
levels within 4 weeks of surgery to remove the
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TABLE. Results of the laboratory tests performed on admission

Laboratory test Laboratory Reference
value range
Alanine aminotransferase (IU/L) 24 0-50
Aspartate aminotransferase (IU/L) 30 5-60
Fasting plasma glucose (mmol/L) 5.7 3.9-6.1
Urea (mmol/L) 1.7 2.9-8.2
Serum creatinine (umol/L) 51 35-80
Lactate dehydrogenase (IlU/mL) 500 240-480
Gamma-glutamyltransferase (U/L) 26 0-49
Alkaline phosphatase (U/L) 372 50-120
Total protein (g/L) 67 66-88
Albumin (g/L) 36 35-52
Globulin (g/L) 31 25-40
Direct bilirubin (umol/L) 5 0-5
Indirect bilirubin (umol/L) 9 3-15
Total cholesterol (mmol/L) 2.6 3.4-5.2
Triglyceride (mmol/L) 0.32 0.45-1.47
Low-density lipoprotein (mmol/L) 1.3 2.1-3.1
High-density lipoprotein (mmol/L) 1.03 0.90-1.68
Sodium (mmol/L) 138 136-142
Potassium (mmol/L) 3.9 3.5-5.0
Calcium (mmol/L) 2.2 2.1-2.6
Haemoglobin (g/L) 115 140-175
Haematocrit (proportion of 1.0) 34.8 0.4-0.5
White blood cells (x 10°/L) 4.7 4.5-11.0
Platelets (x 10°/L) 215 150-450
Mean corpuscular volume (fL) 83 89-115
Erythrocyte sedimentation rate (mm/h) 12 0-20
Markers of viral hepatitis
Hepatitis B surface antigen +

Antibody to hepatitis B surface antigen

Antibody to hepatitis C virus
Hepatitis B e antigen

Antibody to hepatitis B e antigen
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tumour. The tumours were located in segment VI in
one patient and segments V and VIII in the other, and
were 6.0 cm and 7.0 cm in diameter, respectively. This
finding suggests that the production of AFP originates
from the hepatic haemangioma, implying that some
haemangiomas may have the function of synthesis
and secretion of AFP. For the patient in this report, it
is likely that the AFP was produced by a few residual
primitive embryonic tissues that remained in the
haemangioma during development as the patient was
hepatitis B-negative with normal liver function. In a
study by Seo et al,’? serum AFP levels were elevated in
all five infants with hepatic haemangioendothelioma,

References

and were closely related to the patients’ ages, with
the younger patients having higher levels.

If an incidental liver lesion with elevated AFP
level is found, it is important to differentiate whether
or not the liver lesion is HCC. The treatment choice is
based on the nature and extent of disease, such that
surgery will depend on the volume of the tumour
and the surgical risk.

In conclusion, clinicians should be aware that
some rare tumours besides HCC and endodermal
sinus tumours (yolk sac tumour), for example, hepatic
haemangioma, can produce AFP.

1. Mhanni AA, Chodirker BN, Evans JA, et al. Fetal hepatic
haemangioendothelioma: a association  with
elevated maternal serum alpha-fetoprotein. Prenat Diagn
2000;20:432-5.

2. Han §J, CC, Tsai HM, Chen Y]J.
hemangioendothelioma with a highly elevated serum alpha-
fetoprotein level. Hepatogastroenterology 1998;45:459-61.

3. Murashima S, Tanaka M, Haramaki M, et al. A decrease in
AFP level related to administration of interferon in patients
with chronic hepatitis C and a high level of AFP. Dig Dis Sci
2006;51:808-12.

4. Butt AK, Khan AA, Alam A, et al. Hepatocellular carcinoma:
analysis of 76 cases. ] Pak Med Assoc 1998;48:197-201.

5. Yang SZ, Dong JH, Zhu J, Li K, Zhang Y. Perioperative
detection of MAGE-TmRNA and AFP mRNA in peripheral
blood of patients with hepatocellular carcinoma:
relationships with recurrence [in Chinese]. Zhonghua Yi
Xue Za Zhi 2005;85:595-8.

6. Ersoy O. Very high alpha-fetoprotein in a young man due
to concomitant presentation of hepatocellular carcinoma
and Sertoli cell testis tumor. World ] Gastroenterol
2005;11:7051-3.

7. Girel S, Canyigit M, Haliloglu M. Infantile hemangioen-
dothelioma [in Turkish]. Tani Girisim Radyol 2003;9:269-70.

new

Tsai Infantile

Hong Kong Med J Vol 16 No 5 & October 2010 # www.hkmj.org

8. Ganz M, Joller-Jemelka HI, Grob PJ. Severely increased
alpha fetoprotein and associated diseases [in German].
Schweiz Med Wochenschr 1979;109:1314-22.

9. Taniyama K, Suzuki H, Hara T, Yokoyama S, Tahara E. An
alpha-fetoprotein producing Sertoli-Leydig cell tumor—a
case report [in Japanese]. Gan No Rinsho 1989;35:107-13.

10. Talerman A, Haije WG, Baggerman L. Serum alpha-
fetoprotein (AFP) in patients with germ cell tumors of
the gonads and extragonadal sites: correlation between
endodermal sinus (yolk sac) tumor and raised serum AFP.
Cancer 1980;46:380-5.

11. Herman TE, Siegel M. Solitary hepatic
hemangioendothelioma with extensive cystic necrosis
and markedly elevated alpha-fetoprotein. ] Perinatol
2001;21:568-70.

12. Seo IS, Min KW, Mirkin LD. Hepatic hemangioendothelioma
of infancy associated with elevated alpha fetoprotein and
catecholamine by-products. Pedatr Pathol 1988;8:625-31.

13. Kaniklides C, Dimopoulos PA, Bajic D. Infantile
hemangioendothelioma. A case report. Acta Radiol
2000;41:161-4.

14. Wang ZG, Ding FQ, Zhang AL, Liu GZ. Hepatic hemangioma
associated with AFP elevation: two case reports [in Chinese].
Qilu Zhongliu Zazhi 1997;4:153.





