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ABSTRACT

Molar pregnancy is a non cancerous benign tumour that develops in the uterus. Molar
pregnancy is the most common type of gestational trophoblatic disease. Molar pregnancies
are most common in Asian countries, such as Taiwan, the Philippines and Japan, and also
among Native Americans. Complete molar pregnancies are more common in teenage women
and women over 45 years old. Most cases of molar pregnancy are diagnosed in the first
trimester by ultrasound or as early pregnancy losses. The cure rate for molar pregnancies,
including for those women requiring chemotherapy, is 99%. Trans-vaginal ultrasound,
routinary dosage of beta — hcG and current approaches to chemotherapy, let most women
with malignant gestational trophoblatic disease to be cured and their reproductive function

preserved.
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INTRODUCTION

Gestational trophoblatic disease is a term covering
pregnancy conditions that involve placental tissue
turning like cancer. Placental trophoblatic cells
possess the ability to proliferate, invade host tissue,
avoid the host’s immune response and even
metastasize. GTD is defined as heterogeneous
group of interrelated lesions arising from the

Figure: 1

trophoblatic epithelium of the placenta after
abnormal fertilization [1]. It includes various
lesions such as pre-malignant lesions including
hydatidiform mole (partial and complete type),
while malignant lesions (gestational trophoblatic
neoplasm) comprise invasive mole,
Choriocarcinoma,  placental-site  trophoblatic
tumour, and epithelioid trophoblatic tumour [2].

Choriocarcinoma

GTD: gestational trophoblastic disease
PHM: the partial hydatidiform moles
CHM: complete hydatidiform moles

ETT: epithelioid trophoblastic tumour
PSTT: placental site trophoblastic tumour

A molar pregnancy also known as hydatidiform
mole is a non cancerous benign tumour that
develops in the uterus. Molar pregnancy is the most
common type of GTD. A molar pregnancy starts
when an egg is fertilized, but instead of a normal,
viable pregnancy resulting, the placenta develops
into an abnormal mass of cyst. In a complete molar
pregnancy, there’s no embryo or normal placental
tissue [3]. In a partial molar pregnancy, there is an
abnormal embryo and possibly some normal
placental tissue. The embryo begins to develop but
is malformed and can’t survive. A molar pregnancy
can have serious complications including a rare
form of cancer [4].

Types of gestational trophoblastic disease: The
main types of GTD are:

Hydatidiform mole (complete or partial mole)
Invasive mole

Choriocarcinoma

Placental — site trophoblatic tumour
Epithelioid trophoblatic tumour.

agrwnE

Hydatidiform moles: Hydatidiform moles are
oedematous immature placentas which are broken
down into complete and partial moles. A complete
mole occurs when an empty ovum is fertilized by a
sperm, about 90% of complete hydatidiform moles
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are 46XX which originate from the duplication of
chromosomes of a haploid sperm and the other
10% are 46XY (figure:2)[5] and the chromosomes
are paternally derived. Complete hydatidiform
moles take on the appearance of a ‘“bunch of
grapes” which undergo diffuse villous (capillaries
are absent. Foetal tissue or the embryo is absent in

complete moles) enlargement with hydropic
changes. In complete hydatidiform moles, the
uterus is typically significantly enlarged for

gestational age, and patients always have an
elevated human chorionic gonadotrophin (hcG)
level of gestational age. Often, there can be early
onset of medical complications such as pregnancy
induced hypertension, hyperthyroid, hyper emesis
gravidarium [5-6].The most common presentation
of molar pregnancy is abnormal vaginal bleeding
during the first trimester and ovarian theca-lutein
cysts greater than 6¢cm in diameter [7-8]. A partial
mole occurs when an empty ovum is fertilized by
two sperm, the normal karyotype being 69XXX,
69XXY, or 69XYY, although a diploid karyotype
may also exist (figure: 2) [5]. In PHM’s placental
villi have focal oedema and denatured areas of
varying size and shape and pathological
trophoblatic cell proliferation. Foetal tissue or a
recognizable embryo will be present. Rarely, a term
infant will be born.
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Invasive mole: Invasive mole is common
manifestation of gestational trophoblatic neoplasia
characterised by the presence of whole chorionic
villi that accompany excessive trophoblatic over
growth and invasion. These tissues penetrate deep
into the myometrium sometimes involving the
peritoneum or vaginal vault. Such moles are locally
invasive but generally lack the pronounced
tendency to develop wide spread metastases typical
of Choriocarcinoma. Invasive mole originates
exclusively from complete or partial mole [9 -10].

Choriocarcinoma: Choriocarcinoma is a germ cell
tumour containing cells of trophoblatic origin. It is
usually associated with gestational event like molar
pregnancy and secretes human chorionic
gonadotrophin (b- hcG) [11]. Primary pulmonary
Choriocarcinoma (pcc) is a rare tumour that
generally affects young individuals [12]. It is rarely
in the post menopausal women [13].

Placental site trophoblatic tumour: Placental site
trophoblatic tumour is a rare tumour, representing
from 0.23[14] to 3% [15] of gestational
trophoblatic disease (GTD). It mainly affects
women of childbearing age, after pregnancy. PSTT
differs from other GTD by a slow growth and a
relative resistance to chemotherapy.

Epithelioid trophoblatic tumour: Epithelioid
trophoblatic tumour is an extremely rare type of
gestational trophoblatic disease that can be hard to
diagnose. ETT wused to be called atypical
Choriocarcinoma because the cells look like
Choriocarcinoma cells under the microscope, but it
is now thought to be a spate disease. ETT is most
often occurs after a full- term pregnancy [16].
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ETIOLOGY:

As described previously, hydatiform moles are
divided into complete and partial moles. Complete
mole is the more common type and does not
contain a foetus, whereas in a partial mole are
typically diploid, where as partial moles are
triploid. complete moles tend to causes higher
levels of the human chronic gonadotrophin (hcG),
which is one of the main clinical features of this
process .in incomplete moles , the karyotype is
46,XX90% of time and 46,XY10% of the time. It
arises when an enucleated egg is fertilized either by
two sperms or by a haploid sperm that then
duplicates and therefore only parental DNA is
expressed. On other hand In partial moles, the
karyotype is 90% of the time triploid and either by
two sperm subsequently fertilizes a haploid ovum
duplicate and or when two sperms fertilize a
haploid ovum .in partial moles, both maternal and
paternal DNA is expressed[17,18,19]

PATHOPHYSIOLOGY:

Molar gestations are increased in older and very
young females of reproductive age in those with a
history of prior molar pregnancy. Advanced
paternal age may be a risk factor for complete
molar pregnancy[20]. Molar pregnancies and
gestational trophoblatic neoplasm all take their
origin from the placental trophoblast. Normal
trophoblast is composed of cytotrophoblast,
Syncytiotrophoblast and intermediate trophoblast.
Syncytiotrophoblast  invades the endometrial
stroma with implantation of the blastocyst and is
the cell type that produces human chorionic
gonadotrophin (hcG). Cytotrophoblast functions to
supply the syncytium with cells in addition to
forming outpunching that become the chorionic
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villi  covering the chorionic sac. The
villousnchorion adjacent to the endometrial and
basal layer of endometrium together forms the
functional placenta for maternal foetal nutrient and
waste exchange. Intermediate trophoblast is located
in the villi, the implantation site, and the chorionic
sac. All three types of trophoblast may result in
gestational trophoblatic disease when they
proliferate[21-22].

Risk Factors:

e Whilst the diagnosis of molar pregnancy is rare
, there are two group of women who have
significantly elevated risk of developing a
molar pregnancy. At the extremes of the
reproductive age of 15 years have a risk
approximately 20 times higher than women
aged 20-40 , whilst women aged over 45 years
have a several hundred —fold higher risk than
those aged 20-40[23].

e Age - complete molar pregnancies are
common in teenage women and women over
45 years old. Age has little or no effect on the
risk of partial molar pregnancy[24].

e Previous molar pregnancy —if you have had
one molar pregnancy before, your chance of
having another one is around one to two in
100, compared with one in 600 for women
who haven't had a molar pregnancy. If you had
two or more molar pregnancies, your risk of
having another is around15-20 in 100[25].

e Ethnicity- molar pregnancies are most
common in Asian countries, such as Taiwan,
the Philippines and Japan, and also among
Native Americans. However, in recent years,
the differences in the incidence of molar
pregnancy between these communities and the
general population have less marked[25].

e A low intake of carotene (a form of vitamin
A).

e Prior history of gestational trophoblatic disease
— the recurrence rate is one in 100.

e Ovulatory disorders, such as polycystic ovary
syndrome (PCOS).

e Living in, or coming from certain geographical
areas (as mentioned before women from
southeast Asian [26].

Signs and Symptoms: A molar preghancy may

seem like a molar pregnancy at first, but most

molar pregnancies cause specific signs and

symptoms, including:

e  Dark brown to bright red vaginal bleeding
during the first trimester

. Severe nausea and vomiting

. Sometimes vaginal passage of grape — like
cysts

. Rarely pelvic pressure or pain[27].
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e In many cases there may be no signs that
patient is having a molar pregnancy and it
may go undetected until routine early
pregnancy scan at 10-12 weeks. If patient
experience any signs or symptoms of a molar
pregnancy, she should consult physician or
pregnancy care provider[28].He or she may
detect other signs of molar pregnancy, such
as:

1. Rapid uterine growth — the uterus is too
large for the stage of pregnancy

High blood pressure

3. Preeclampsia-a condition that causes high

blood pressure and protein in the urine

after 20 weeks of pregnancy[29].

No foetal movement

Abnormal appearance of the uterine cavity

at the first ultrasound (called a

‘snowstorm’ pattern).

No foetal heart beat

Ovarian cysts

Anaemia

Overactive thyroid(hyperthyroidism) [29]
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Diagnosis:

e The diagnosis of a molar pregnancy might be
suspected based on a number of clinical
features: abnormal vaginal bleeding in early
pregnancy is the most common
presentation;[30] uterus large for dates (25%);
pain from large benign theca-lutein cysts
(20%); vaginal passage grape- like
vesicles(10%); exaggerated pregnancy
symptoms including hyper emesis (10%),
hyperthyroidism(5%), early preeclampsia(5%).

e Now a day’s ultrasound scan often permits
diagnose molar pregnancy before 12 weeks,
showing a fine wvascular or honeycomb
appearance. Later a complete mole is
characteristically described as snowstorm
appearance of mixed echogenicity,
representing hydropic villi and intrauterine
haemorrhage. The ovaries often contain
multiple large theca- lutein cysts as a result of
increased ovarian stimulation by excessive
beta- hcG [31].

e Ultrasound diagnosis of partial mole difficult:
the foetus may show signs consistent of
triploid, such as unusually early growth
restriction or developmental abnormalities.
There may be only scattered cystic spaces
within the placenta, and ovarian cystic changes
as usually much less pronounced. In case of
doubt, the scan should be repeated in 1 to 2
weeks.

e In women with a complete mole, the
quantitative serum beta- hcG level is higher
than expected, often exceeding 100,0001U/L.
In case of partial mole, the level of beta-hcG is
often within the wide range associated with
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normal pregnancy are usually less pronounced.
For these reasons the diagnosis of partial mole
is often missed clinically and made from
subsequent histological assessment of the
abortive material [32].

Imaging:

The diagnosis of molar pregnancy can nearly
always be made by ultrasound, because the
chorionic villi of a typical complete mole
proliferate with vacuolar swelling and produce
a characteristic vesicular sonographic pattern
[33].

Previously when the diagnosis was made at a
later stage, the classical ‘snowstorm’ pattern of
the uterus was described; however this is not
commonly seen now.

The majority of the first trimester complete
moles demonstrated a typical sonographic
appearance of a complex and echogenic
intrauterine mass containing many small cystic
spaces.

One may see a large, central fluid collection
that mimics an embryonic gestation or abortion
[34].

Occasionally, there is merely a central mass of
variable echogenicity, presumably because the
villi are too small to be seen with sonography
at that time.

Transverse  sonogram  of the  uterus
demonstrates the heterogeneous mass within
the endometrial cavity. The visualized anterior
and posterior myometrium appear to be normal
and uninvolved.

The sagittal view of the uterus demonstrating
that the endometrial cavity is filled with an
echogenic cavity is filled with an echogenic
mass containing cystic spaces.

Uterus &

Ovary

Figure: 3

Transducer
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Non- invasive GTD may appear avascular and
contain many cystic spaces within, which
correspond to the swollen chorionic villi.
Invasive GTD including Choriocarcinoma
however show increased intratumoral blood
flow, and focal areas of increased flow in the
myometriumas well, if there is local
invasion[35-36].

Studies have concluded that it is not always
possible to make a diagnosis of early molar
pregnancy by ultrasound and therefore,
histological examination of the aborted/
evacuated specimens remains important and
DNA analysis should be carried out for the
final diagnosis, if the histology is inconclusive
[37].

The present data indicates that ultrasound can
correctly identify molar changes in early
pregnancy and together with HCG levels and
uterine Doppler measurements may establish
the differential diagnosis in uterus of the

various  forms  of  placental molar
transformations [38].
Patients are often counselled to avoid

pregnancy for at least one year to minimize the
risk of missing persistent trophoblatic
neoplasia.

With a standard ultrasound, high frequency
sound waves are directed at the tissues in the
abdominal and pelvic area.

During early pregnancy, however, the uterus
and fallopian tubes are closer to the vagina
than to the abdominal surface, so the
ultrasound may be done through a wand like
device placed in patient’s vagina [39].



Satyanaraya et al., World J Pharm Sci 2019; 7(9): 124-131

Trans-vaginal ultrasound:

An ultrasound of a complete molar pregnancy-
which can be detected as early as eight or nine
weeks of pregnancy- may show: [40]

e No embryo or foetus

e No amniotic fluid

e Athick cystic placenta nearly filling the uterus
e  Ovarian cysts

An ultrasound of a partial molar pregnancy may
show:

e A growth- restricted foetus

e Low amniotic fluid

e Athick cystic placenta [40]

If health care provider detects a molar pregnancy,
he or she may check for the other medical
problems, including:

. Preeclampsia

. Hyperthyroidism

e  Anaemia

TREATMENT

A molar pregnancy cant continue as a normal
viable pregnancy. To prevent complications, the
molar tissue must be removed. Treatment usually
consists of one or more of the following:

Dilation and Curettage (D&C): To treat a molar
pregnancy, doctor removes the molar tissue from
patient’s uterus during a procedure called dilation
and curettage (D&C). A D&C usually done as an
outpatient procedure in a hospital [41]. During the
procedure, patient receives a local or general
anaesthetic and lie on her back with legs in stirrups.
Doctor inserts a speculum into patient’s vagina, as
in a pelvic exam, to see his or her cervix. Doctor
then dilates his or her cervix and removes uterine
tissue with a vacuum device. A D&C usually takes
about 15 to 30 minutes.

Hysterectomy: The molar tissue is extensive and
there’s no desire for future pregnancies, patient
might have surgery to remove her uterus
(hysterectomy).

HCG monitoring: After the molar tissue is
removed, doctor repeats measurement of your HCG
level until it returns to normal. If patient continue
to have HCG in her blood, she may need
additional. Once treatment for the molar pregnancy
is complete, doctor may continue to monitor her
HCG levels for six months to one year to make
sure there’s no remaining molar tissue. Because
pregnancy makes it difficult to monitor HCG
levels, doctor may recommend waiting until after
follow up before trying to become pregnant again
[42].

After treatment: Following the mole’s removal,
some cells will be left in the womb. The cells
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usually die off over time in around 90% of women.
To check the cells have died, all women who have
had a molar pregnancy in the UK undergo
monitoring of the hormone HCG via the National
Trophoblastic Screening Centre’s surveillance
programme [43- 44]. hcG is the pregnancy test
hormone produced by a normal placenta, but also
by the mole cells, and is the hormone detected in a
pregnancy test. It can also be detected in blood and
urine tests. Women on the surveillance programme
send in blood or urine samples every two weeks.
This is so they can be monitored for signs of
persistent trophoblastic disease, which is a risk
after molar pregnancy [44]. Persistent trophoblastic
disease needs further treatment with chemotherapy.

Chemotherapy: Complete molar pregnancy is well
recognized to have the potential for local invasion
and distant spread. After evacuation, local uterine
invasion occurs in about 15% and metastasis in 4%.
Complete molar pregnancy is usually divided into
low and high risk for persistent based on signs and
symptoms of marked trophoblastic proliferation at
the time of evacuation, i.e., hcG >100,000
mIU/ML,; excessive uterine enlargement; theca-
lutein ovarian cyst>6cm in  diameter; older
maternal age; a previous molar pregnancy. The risk
of post molar GTD is significant less with partial
molar pregnancy and is seen in approximately 1-
6% [45]. Unfortunately there are no distinguishing
clinical or pathologic features for predicting
persistence after a complete molar pregnancy.
Although controversial, the use of
chemoprophylaxis at the time of evacuation of
high-risk complete molar pregnancy has been
shown to significantly decrease the development of
GTD from approximately 50% to 10-15%. A
number of chemotherapy regimens are used for
treating the disease, but the best seems to be the
association between methotrexate, actinomycin D
and cyclophosphamide [46].

CONCLUSION

Molar pregnancy is rare and its aetiology, biology
and responsiveness to treatment are very different
from those of any other form of malignancy.
Fortunately, the majority of cases can be cured by
simple surgical intervention and those that require
chemotherapy are generally cured with very low
toxicity treatment. The general understanding of
the natural history and management of Molar
Pregnancy has advanced considerably in recent
years. The frequency of hydatidiform mole is
common in our setting. Complete mole was more
frequent and present mainly with vaginal bleeding.
The clinical presentation of partial mole was
similar to incomplete and/or missed miscarriage.
The outcome of pregnancy in women with previous



Satyanaraya et al., World J Pharm Sci 2019; 7(9): 124-131

hydatidiform mole was uneventful except for a Efforts are still necessary to develop effective new
slight increased risk of a repeat mole. The key- role second- line therapies for patients with drug-
in obtaining a high cure rate becomes an early resistant disease.

diagnosis and the subsequent strictly follow-up.
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