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ABSTRACT

Background: Choriocarcinoma is a rare disease with varying incidence in different parts of the world. Asian,
American Indian and Africans are quoted to be at a higher risk. There are no epidemiological data from Middle East
and hence authors studied the prevalence of choriocarcinoma in Oman, a Middle East nation with a high parity.
Methods: This is a retrospective, descriptive, observational study done at tertiary care hospital; Royal Hospital from
Jan 2010 to Dec 2019. Since all women are referred to a single center from all over the country, authors believe all
cases are included over ten years.

Results: There were 22 patients and the prevalence were 1 in 36966 live births. The main presenting symptom was
abnormal uterine bleeding and all were gestational type of choriocarcinoma. Median gravidity was 6 and median
parity was 5. Almost 80 % received chemo as their risk scoring was more than 7 and one woman died.

Conclusions: The prevalence of choriocarcinoma was much similar to Europe and USA though the median gravidity
and parity was high. Clinical features were comparable to the literature and management protocols were as per
international recommendations.
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INTRODUCTION

Choriocarcinoma is a type of gestational trophoblastic
neoplasia which can follow any form of pregnancy, such
as hydatidiform moles, abortion, term pregnancy or
ectopic gestation.! It is a rare disease. In Europe and
North America, about 1 in 40,000 pregnant patients and 1
in 40 patients with hydatidiform moles develop
choriocarcinoma.?® In Southeast Asia and Japan, 9.2 in
40,000 pregnant women and 3.3 in 40 patients with
hydatidiform  moles are likely to  develop
choriocarcinoma.? In China, 1 in 2882 pregnant women
apparently develop choriocarcinoma.® This correlates
with an increased risk for development of
choriocarcinoma in Asian, American Indian, and African
American women.? Other risk factors include prior

complete hydatidiform mole (a 100-fold increased risk),
advanced age, long-term oral contraceptive use, and
blood group A.2

It is highly aggressive, malignant trophoblastic neoplasm
that can be gestational or non-gestational in origin.
Accurate discrimination between these two subtypes, the
causative pregnancy type, and the pregnancy-to-treatment
interval for gestational choriocarcinoma are vital for
clinical management.*

Choriocarcinoma has the tendency to widespread local
dissemination and distant metastases. Pelvis is one of the
initial sites of metastasis. High mortality rate has been
observed in patients with extra pelvic metastasis.
Unfortunately, the patients with choriocarcinoma despite
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widespread disease might have no specific symptoms, but
it should be kept in mind that early diagnosis and
appropriate chemotherapy could be curable.>®

Although only 0.76 to 4% cases of choriocarcinoma
develop in ectopic locations, they are usually more
aggressive and associated with distant metastasis.”® It can
develop anytime between 5 weeks and 15 years after
gestation or even after menopause.*!® Approximately
30% cases of choriocarcinoma have metastatic disease at
the time of diagnosis. Lungs (80%) are the most common
site of metastasis, followed by vagina (30%) and liver
(10%). Metastatic choriocarcinoma involves the brain in
3-28% of patients. The clinical presentation of
choriocarcinoma is so much varied that every case may
be one of its kinds and thus can be a diagnostic challenge.

Early diagnosis and prompt initiation of chemotherapy is
a well-known  determinant of  prognosis  of
choriocarcinoma. A knowledge regarding the variations
from its classic clinical presentation are, therefore, a must
to any practicing clinician. The main aim of this research
is to present an epidemiological study from a parous
population, in Oman over the last 10 years 2010-2019.
This is possible as all the cases are referred to one
institute only.

METHODS

This is a retrospective, descriptive, observational study
done at tertiary care hospital; Royal Hospital from
January 2010 to December 2019, for 10 years.

Inclusion criteria

All cases with confirmed diagnosis of gestational
choriocarcinoma clinically and histopathology were
included.

Exclusion criteria

Women with non-gestational choriocarcinoma placental
site  trophoblastic tumor (PSTT), and epithelioid
trophoblastic tumor (ETT) were excluded.

This study looked into different aspects including the
demographic characteristics like age, gravidity, parity and
miscarriages clinical presentation and physical signs.
Authors also studied the management, treatment and
follow up path over the study period. Medical
management  including  chemotherapy,  surgical
management and radiation therapy if done were obtained
from medical records. Results are presented as simple
descriptive statistics as frequency of occurrence, mean +
SD and percentages. All women had ultrasound of the
pelvis for imaging and chest X-ray and other modalities
like CT abdomen and pelvis, MRI of the involved organs
if indicated.
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Ethical approval was obtained from the hospital ethical
committee. Data collected from the hospital electronic
records. All cases were referred from all over the country
to single institute (Royal hospital) and hence authors
believe all cases are included over 10 years.

RESULTS

Authors had a total of 22 cases over the ten-year period.
The incidence is 1 in 36966 live births and 1 in 236
women  with  hydatidiform  mole  developed
choriocarcinoma. All cases were gestational. Mean age of
the women was 39.77+7.6 years with a median gravidity
of 6 and median parity of 5. About 60% women were in
the age group of 20-40 years and 36.4% in the age group
of 41-50 years. Others were more than 50 years old.
About 55% were of parity 1-6 and 9% had more than 11
deliveries. The commonest blood group was O rhesus
positive (45.5%) followed by B rhesus positive (22.7%).
Only 23% had history of previous molar pregnancy, 63%
had a miscarriage and the rest after a term pregnancy.
Presenting symptoms are mentioned in Table 1 and site
of metastases in Table 2.

Table 1: Presenting symptoms.

Symptoms Frequenc %
Abnormal uterine bleeding 16 72.7
Abdominal pain 2 9.1
Abnormal bleeding with

- 1 4.5
nausea and vomiting
Not available in records 3 13.6

Table 2: Sites of metastases.

Site Frequenc %
Genital organ 3 13.6
Lung 10 45.5
Brain 2 9.1
Lung, brain and adrenals 1 4.5
Nil 6 27.3
Total 22 100

Table 3: Type of chemotherapy.

Chemotherap Frequenc %
Methotraxate + folinic acid 1 4.5
EMACO 11 50
EMACO+MTX 2 9.1
Piclataxel/Etopside 1 4.5
Multiple(EMACO/etopside/

piclataxel/cisplatin) 2 At
Not documented 1* 4.5
Not applicable 4** 18.2
Total 22 100

*syrian patients went back home and had chemo there. **Two did
not need chemo, one lost for follow-up and one refused chemo.
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Table 4: Survival and type of chemotherapy.

Type of chemo

EMA-CO

EMACO-MTX

Multiple (EMACO, taxol, etoposide, cisplatin)
Methotrexate+folinic acid
Etoposide+paclitaxol

The type of chemotherapy and survival after
chemotherapy is presented in table 3 and table 4
respectively.

All cases were gestational choriocarcinoma. One of them
presented in the postmenopausal period, almost ten years
after the last child birth. About 55% had a B human
chorionic gonadotropin (hCG) value of more than 20,000
IU and for others it ranged from 1000-20,000. Most of
the women had a risk score of 7 or more based on the
WHO risk prognostic scoring system.

Around 45% of the patients received chemotherapy and
36% had both hysterectomy and chemotherapy. Only two
patients (9.1%) had hysterectomy and did not require
chemotherapy as B-hCG was normal on follow-up for 3
years post op. Majority of the cases received EMACO
chemotherapy (50%) with a median of 6 cycles. B-hCG
normalized after the 4+1.9 cycles of chemotherapy. The
mean time to start chemotherapy from diagnosis was just
under four weeks in most women.

There was one mortality of the 22 women (4.5%). Four
women had recurrent disease and the details are as below.

Number 1 had recurrence in lung, brain and adrenal in
five months, went abroad then had some cycles of chemo
and hysterectomy, planned for bone marrow transplant.

Number 2 recurrence after five years unknown location
and she went abroad.

Number 3 recurrence after three years in uterus, had
another cycles of chemo then hysterectomy then had bone
marrow transplant in Turkey.

Number 4 recurrence in 5 months and had chemo and
died of severe neutropenia.

DISCUSSION

There are two types of choriocarcinoma, gestational and
non -gestational. Non gestational choriocarcinoma arises
from pluripotent cells and mostly in gonads. Gestational
can arise following a miscarriage, molar pregnancy and
term pregnancy.*? Though the incidence in Japan and
South east Asia is 9.2 in 40,000, the incidence in China is
very high.2® It was our interest to see a ten year
prevalence of choriocarcinoma in a Middle East country
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Disease free survival Recurrence
9 2
2 0
0 2
1 0
1 0

with a population of about 2.5 million natives and the
average parity is about 5. This study was possible as all
cases from all over the country get referred to one
institute, once the diagnosis is made.

The incidence of choriocarcinoma after molar pregnancy
appears to be different from the report by Nagan et al.*3
This may be explained by the fact that the products of
conception following medical termination of pregnancy
may not always be sent for histology. Abnormal uterine
bleeding is the commonest presenting symptom in this
series as reported by others, followed by abdominal pain
and mass in the vagina.'*

None of this study patients presented with symptoms of
secondaries, like hemoptysis or convulsions. The
commonest site of secondaries was lungs followed by
pelvis and brain. This is slightly different from the
described literature.’> Much contrary to the report by
Alteiri et al the commonest blood group in this study
series was “O” and not “A”.16

There was one mortality of the 22 women (4.5%). She
had choriocarcinoma arising from an ectopic pregnancy
in fallopian tube along with a normal intrauterine
pregnancy (heterotopic pregnancy). After salpingectomy
pregnancy proceeded to 32 weeks and she was delivered
by cesarean section. Though she responded well to four
cycles of chemotherapy after delivery, she died due to
neutropenia five months from the diagnosis. This is an
extremely rare case of choriocarcinoma from heterotopic
pregnancy.

Regarding chemotherapy most patients received standard
of care which was combination chemotherapy as per their
risk grading.'”® There was recurrence in four women and
this occurred from five months to five years from the
initial disease. The recurrence rate was higher than
quoted in the literature as some of them were not
compliant and travelled abroad for treatment.

CONCLUSION

In conclusion, the main risk factors in this series were,
50% women were older than 40 years of age and the
mean parity was five. The strength of this study is the
referral to single center in the whole country and
availability of almost all records. The weakness is that it
is retrospective and information on one or two patients is
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missing. The incidence of choriocarcinoma is almost
similar to the western world in spite of high mean
gravidity and parity in this part of the world.
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