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Hepatocellular carcinoma with severe hypoglycemia in twins
pregnancy-case report and review literature
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A case of hepatocellular carcinoma diagnosed in a 24-year-old pregnant woman
during her 25" week of pregnancy is presented. The clinical evolution was complicated
by severe hypoglycemia and twins pregnancy. Good control of the plasma glucose
and close supervision of the pregnancy resulted in spontaneous delivery of two live
infants at the 33" week of gestation. However, the mother died 6-7 months after
delivery. Only 8 cases of hepatocellular carcinoma in pregnancy have been reported
to date, with 100% maternal mortality and only 3 live infant births before this
report.
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Hepatocellular carcinoma associated with
pregnancy is a rare disease. So far, only eight
cases of hepatocellular carcinoma (HCC) and two
cases of cholangiocarcinoma associated with preg-
nancy have been reported.****"'> However, there
was only one reported case of HCC in pregnancy
that had HBsAg positive and severe hypoglycemic
symptoms.”) By review literature, the authors
believe this case to be the first report
of hepatocellular carcinoma in a pregnant Thai

womarn.

Case report

A 24-year-old hill-tribe Thai woman was
referred from a district hospital to Nan Provincial
Hospital because of unconsciousness resulting
from severe hypoglycemia. She was pregnant with
an unrecalled last menstrual period after having
discontinued injectable contraception 2 years
earlier. Her husband and first child were HBsAg
negative. Physical examination revealed an un-
conscious patient with no localizing signs. The
liver was palpable two fingers breadth beneath
the right coital margin. The fundus of the uterus
was compatible with 26 weeks of pregnancy and
the fetal heart rate was 156 beats/min.

Numerous hematologic studies revealed
the following data: hemoglobin 12 Gm/dl;
leucocyte count 10,700 cells/mm® with a normal
differential count; alkaline phosphatase 4.17 IU
(normal value 0.8-3 IU); plasma sugar 13.1 mg/dl.
electrolyte, urea nitrogen, creatinine and other
liver hematochemistry tests were within normal
ranges. A diagnosis of severe hypoglycemia,
26-week-duration gestation, and hepatocellular
carcinoma was suspected. The treatments con-
sisted of continuous intravenous infusion of
hypertonic glucose and this resulted in recovery of
consciousness. A positive test for HBsAg was

reported later.
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Ultrasonography of the whole abdomen
disclosed multinodular hypoechoic-density
masses in both lobes of the liver, and twins
pregnancy with 25 weeks gestational age. Clinical
fetal monitoring assessment, serial ultrasonography
and non-stress tests exhibited normal ranges, ex-
cept for three milimeters of biparietal diameter
difference between the two fetuses. The patient
was encouraged to take hypertonic glucose and
sugarcane orally every 2 hours and occasional
intravenous infusion of hypertonic glucose to
control the hypoglycemic symptoms. She refused
to go to the university hospital for further
investigation and treatment.

After seven weeks hospitalization, she went
into spontaneous labor pains and twins were born
vaginally with the first and second weighing 1,850
gm and 1,350 gm, respectively. Exploratory
laparotomy was done two weeks postpartum and
disclosed multinodular masses in both lobes of the
liver. A tubal resection and biopsy were per-
formed. The pathological report was hepatocellular
carcinoma (as figure 1 and 2). The patient denied
further treatment and returned home. She con-
tinued treatment at a health center in her village
and at a nearby district hospital for the hypogly-
cemic symptoms. Eventually, though, she died

six months after delivery of the twins.

Figure 1. Shows tumor nodules in liver.
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Figure 2. Shows tumor arrangement.
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Discussion

Hepatocellular carcinoma is four times
more common among men than in women and it
associates with liver cirrhosis which is unfavorable

for pregnancy.***'®

Hepatocellular carcinoma
during pregnancy is a very rare condition which

has been reported in only 8 cases (Table 1)

Table 1. Published report on clinical features of 8 cases of hepatocellular carcinoma (HCC) in pregnancy.

Author (s) Patient Alpha HBsAg  Associate Fetal outcom Causes of maternal
Age fetoprotein factors death
Roddie 43 - - Cirrhosis 32 wk live infant (C/S)* tumor hemorrhage
Purtilo et al 28 = - HCC before 32 wk IUFD** liver failure pneumonia
pregnancy
Previous left
hepatectomy
Purtilo et al 37 normal - Cirrhosis 27 wk IUFD** tumor hemorrhage
Christensen et al 45 normal negative  Oral contra- 36 wk live infant (C/S)* liver failure
ceptive pills
Egwuatu et al 29 normal - Family history 22 wk macerated fetus liver failure
of HCC
Seaward et al 17 high neagtive  No 33 wk live infant Unknown
normal delivery
Goncalves et al 33 high positive Hepatitis B 28 wk IUFD** severe hypoglycemia
carrier
Nganwuchu et al 30 - - Cirrhosis 8 month IUFD** tumor hemorrhag

* C/S = cesarean section

** JUFD = Intra-uterine fetal death at time maternal death

Numerous factors or agents, such as hepa-
titis B virus, hepatitis C virus, alcohol, antitrypsin
deficiency, hemochromatosis, tyrosinemia, aflatoxin
and androgenic steroid administration are the
predisposing causes of hepatocellular carci-
noma.“**"® Because these causes contribute to
chronic, low-grade liver cell damage and mitosis,

the hepatocyte DNA will be more susceptible to

genetic alteration and may transform to liver cell
carcinoma.®® Hepatitis B surface antigen was
positive in our case but we did not prove the tissue
specimen by immunochemistry stain.

The most common clinical features of
hepatocellular carcinoma are abdominal pain with
the detection of an abdominal mass at the right

upper quadrant.”” However, metabolic distur-
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bances such as hypoglycemia, polycythemia,
polyuria etc, may also be the manifestations of
these patients, as in our case.?

The pathogenesis of hypoglycemia
resulting from hepatocellular carcinoma has not
been clearly established, but two possible causes
may contribute to profound hypoglycemia.*”
One is the increased glucose utilization by gigantic
tumor masses. Second is the decreased glucose
production and defective glycogen synthesis and
release caused by nonsuppressible insulin-like
activity of insulin-like growth factor (IGF) which
is produced by tumor cells.

The usual effects of hepatocellular carci-
noma on pregnancy are 100% maternal mortality,
greatly increased intrauterine fetal death, and
preterm labor (table 1). This case is the first for
twins and the fourth for live neonates in
hepatocellular carcinoma with pregnancy. How-
ever, the effect of pregnancy on hepatocellular
carcinoma has been suspected to be enhancement
of tumor growth due to the high steroid levels
during pregnancy.®'”

Ultrasonography, together with laboratory
estimation of alfa fetoprotein levels will suggest
the diagnosis of hepatocellular carcinoma. A
definite tissue diagnosis should be obtainable
from percutaneous liver biopsy or minilaparotomy
biopsy.

Because of the rarity of hepatocellular
carcinoma during pregnancy, there have been no
reports of hepatic surgery being performed in this
condition. Consequently, the best treatment for
this malignancy during pregnancy is not yet known.
Generally, surgical resection or live transplanta-
tion is the treatment of choice for hepatocellular
carcinoma.® Laparotomy with termination of the

pregnancy should be done to assess the operability
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of the tumor, reduce the steroid levels, and permit
the subsequent use of chemotherapy.'” However,
we treated only for the symptoms by oral sugar-
cane or glucose every two hours to prevent
hypoglycemia and we performed a laparotomy
biopsy during puerperium. Patients can survive
more than eight months after diagnosis of

hepatocellular carcinoma.

Summary

The authors report a case of hepatocellular
carcinoma in a patient during twins pregnancy who
was presented with severe hypoglycemia. Close
fetal monitoring and the taking of sugarcane and
glucose orally resulted in successful delivery;
however death ensued after 8 months after diag-

nosis of the hepatocellular carcinoma.
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