\@&Nm Sei,._.‘,c’
Y %
E

N
(! o
] usiA! W

&
iy o
% t71|_|||1-lmﬂ“\Q

%\-\ul\"l .Ill.n-,l,_"V

&

ISSN- O: 2458 - 868X, ISSN-P: 2458 — 8687

National Library of Medicine - ID: 101731606

International Journal of Medical Science and Innovative Research (IJMSIR)

IIMSIR : A Medical Publication Hub
Available Online at: www.ijmsir.com

Volume - 6, Issue — 5, September — 2021, Page No. : 246 - 254

Third time recurrent invasive mole with an intervening viable gestation
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Abstract

Background: Invasive mole is a subtype of Gestational
Trophoblastic Neoplasms (GTNs) that develop from
malignant transformation of trophoblastic tissue after
molar evacuation. The occurrence of hydatidiform mole
in more than two conceptions is known as recurrent
hydatidiform mole. Recurrent molar pregnancy is very
rare, its incidence being less than 2 %, but it may
progress to invasive mole or choriocarcinoma.

Case presentation: In this case report, we highlight a
case of a patient who experienced three recurrent
invasive molar pregnancies with an intervening normal
viable pregnancy. A 21 year old patient, G4P1L1D1A2,
was admitted to our hospital with a third invasive molar
pregnancy. The patient underwent suction and
evacuation and was followed up with serial serum
Human Chorionic Gonadotropin (B-hCG) estimation.
The patient required chemotherapy. The couple was
counselled to use a reliable method of contraception
during the period of follow up until serum B-hCG levels

become undetectable.

Despite having an invasive mole for the third time, the
patient achieved remission each time with an
appropriately selected chemotherapy regimen and also
experienced a good reproductive outcome in the
intervening period.

Keywords:  Gestational ~ Trophoblastic  Disease,
Gestational Trophoblastic Neoplasms, Invasive mole,
Hydatidiform mole, Recurrent molar pregnancy,
Human Chorionic Gonadotropin, Chemotherapy.
Introduction

Gestational Trophoblastic Disease (GTD) is unique, as
it originates from the gestational tissue rather than from
the maternal tissue. GTD is divided into 2 major
groups: benign, which consists of complete and partial
hydatidiform moles, and malignant, referred to as
Gestational Trophoblastic Neoplasia (GTN), which
consists of invasive moles, choriocarcinomas, placental
site trophoblastic tumours (PSTTs), and epithelioid
trophoblastic tumours (ETTs). These malignancies can
occur weeks or years following any pregnancy (molar

pregnancy, abortion, ectopic pregnancy or normal
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pregnancy) but occur most commonly after a molar
pregnancy.

In India and the Middle East, the incidence of molar
pregnancy is estimated as 1 in 160 pregnancies.t
Following one molar pregnancy, the risk of a
hydatidiform mole in a subsequent pregnancy increases
to ~1-2%.2 After a complete molar pregnancy, the risk
of a hydatidiform mole in a subsequent pregnancy has
been reported as 0.91% whereas after a partial molar
pregnancy, the risk is lower, at 0.28%. The risk is
further lowered if a molar pregnancy is followed by an
intervening normal viable gestation. Following two
consecutive molar pregnancies, the risk increases to
23%.? Approximately 80% of the second Hydatidiform
moles are of the same histopathological type as the
index mole. Invasive mole is defined as the presence of
oedematous trophoblastic tissue and hydropic chorionic
villi invading the myometrium with or without extra-
uterine metastasis, which arises from myometrial
invasion of Hydatidiform mole via direct extension
through tissue or venous channels. Invasive moles
occur mostly in women of reproductive age. Herein we
report a unique and challenging case of third time
recurrence of an invasive mole with an intervening
viable gestation treated successfully with single-agent
chemotherapy (Methotrexate).

Case Report

We report the case of a 21 year old female,
G4P1L1D1A2, married since 6 years who presented to
Gynaecology OPD at NKPSIMS and LMH, Nagpur
with chief complaint of amenorrhoea of 3 months.
Patient had history of intake of MTP pills 10 days back,
after pregnancy was confirmed by a urine pregnancy
test. Obstetric ultrasound was not done. Following

intake of MTP pills, patient experienced vaginal
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bleeding for 1 day with passage of a mass and clots.
Serum B-hCG was done 3 days back, which was
>10,000 mlU/ml. Serum B-hCG was repeated on
admission and was determined to be > 60,000 mIU/ml
which raised the suspicion of hydatidiform mole.

On admission, there was no history of vaginal bleeding,
abdominal pain, passage of grape like vesicles, nausea,
vomiting, tachycardia, tremors, raised BP readings,
pallor, palpitations, cough, breathlessness, chest pain,
epigastric or right upper quadrant pain. She had no
history of contraceptive drug use. The vital signs were
normal. On per abdomen examination, uterus was just
palpable (12 — 14 weeks size). Speculum examination
showed no bleeding and no mass infiltration in the
vagina. On bimanual examination, uterus size was
corresponding to 12 to 14 weeks of gestation. There
was no adnexal mass. Patient had history of invasive
mole in first pregnancy 5 years back. Ultrasound report
was suggestive of invasion of trophoblastic tissue into
the anterior myometrium. Suction and evacuation was
done. Histopathology report of the tissue obtained was
complete Hydatidiform mole. Post procedure, patient
received 7 cycles of single-agent chemotherapy with
Methotrexate and serial serum B-hCG monitoring was
done. She was advised not to conceive during the
period of follow up, until serum B-hCG levels become
undetectable.

On serial monitoring, serum B-hCG levels displayed a
rising trend. It was assumed that the patient had
conceived during the period of follow up against
medical advice. On subsequent evaluation, it was rather
diagnosed as a case of recurrent invasive mole. Suction
and evacuation was done and the patient was then given
6 cycles of multi-agent chemotherapy with EMA-CO
(Etoposide, Methotrexate, Actinomycin-D,
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Cyclophosphamide and Vincristine). Unfortunately, the
diagnosis was not histopathologically confirmed. Serial
monitoring of serum B-hCG was done until B-hCG
levels became undetectable. Patient was then advised to
conceive.

A year later, patient conceived spontaneously and it
was a Monochorionic Diamniotic twin gestation. She
had history of preeclampsia in that pregnancy. Elective
LSCS was done at 37 weeks of gestation. The twins
had discordant growth due to Twin to Twin Transfusion
Syndrome (TTTS). Male child, birth weight 2.5 kg
survived and female child, birth weight 600 grams was
admitted to NICU and succumbed on postnatal day 1.
There was no family history of recurrent molar
pregnancy. Patient’s blood group was B positive. All
pre-operative blood investigations were done — Blood
group, Rh antibody, Complete blood count, Thyroid
function test, Renal function test, Serum electrolytes,
Liver function test, urine analysis and Coagulation

profile. Laboratory results revealed haemoglobin 9.8

g/dL, leucocytes 7370/mm?, platelets 2.5 lakh/mm?®, and
a quantitative B-hCG level of 60,000 mliU/mL. The
patient’s thyroid function was within normal limits,
with a slight decrease in TSH 0.18 mIU/L. Chest X-ray

revealed no significant abnormality.

Figure 1

© 2021 1IIMSIR, All Rights Reserved

Figure 2

CT (Abdomen + Pelvis) - a well-defined hypodense
collection in the endometrium (red arrow); and cystic
areas along with multiple dilated vascular channels in
the anterior myometrium replacing 50% of anterior
myometrium. (blue arrow)

Pelvic ultrasonography demonstrated a heterogeneous
mass obliterating the endometrial cavity, with a
vesicular appearance and normal ovaries. Computed
tomography (CT) scan of the abdominopelvic region
was done. After informed consent and arrangement for
adequate blood, the patient underwent an uneventful
suction and evacuation. Intraoperative blood loss was
approximately 500 cc. Intraoperatively 1 unit of packed
red cells was transfused. Post procedure, the patient
was scheduled for single agent chemotherapy with
Methotrexate (1 mg/kg) and Folinic acid. Serial
monitoring of serum B-hCG was done. Post-operative
period was uneventful. The serum B-hCG level showed

a decreasing trend.
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Table 1: Serial monitoring of Serum B-hCG and

Chemotherapy regimen (Methotrexate)

Day Serum B-hCG value in mIT/ml

9/7/21(Preoperative) | 10,000
12/7/21(Preoperative) | 60,000
15/7/21 (day 0) 35770

Methotrexate given on 16/07/21 (day 1) and 18/07/21 (day 3)
19/7/21 (day 4) 4428

Methotrexate given on 20/07/21 (day 5)
22/7/21 (day 7) 960

Methotrexate given on 24/07/21 (day 9)
26/7/21 (day 11) 434
Week 1 <2
Week 2 <2
Week 3 <2

The final histopathologic diagnosis was complete
hydatidiform mole. Karyotyping of the products of
conception and karyotype of parents was not done due
to  affordability  issues. Immunohistochemical
examination of the tissue specimen was not done. Since
serum [- hCG levels revealed a declining trend
implying a good response to Methotrexate, patient was
discharged and advised to follow up with serum B-hCG,
on outpatient basis, weekly. Serum B-hCG levels
became undetectable at the end of first week and
remained so in the subsequent 2 weeks. As serum [3-
hCG levels were undetectable for 3 consecutive weeks,
the patient is advised monthly follow up with serum [-

hCG for 12 consecutive months. Patient was

encouraged to use oral contraceptive pills during the

Figure 4: original magnification x40

entire interval of follow up. . . . . )
P A microscopic image demonstrating a circumferential

proliferation of cytotrophoblasts and
syncytiotrophoblasts surrounding chorionic villi with
cystic dilatation (hematoxylin and eosin [H&E] stain).
Based on clinical, laboratory and radiological
correlation, the diagnosis was confirmed as an invasive

mole, stage I GTN according to the International

Federation of Gynaecology and Obstetrics (FIGO)  OY

: : : I

staging system. Single-agent chemotherapy is the N
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preferred treatment in patients with stage | GTN. In
resistant cases, combination chemotherapy should be
administered. The distinction between low risk and
high risk according to World Health Organization
(WHO) prognostic scoring system. applies mainly to
patients with stage Il and stage 111 GTN.

Discussion

Hydatidiform mole are due to abnormal proliferation of
trophoblastic tissue. Complete mole is the most
common type. Complete moles are typically diploid (46
XX = 90%, 46 XY — 10%), do not contain embryonic
or foetal tissue, have diffuse trophoblastic proliferation
and produce high levels of Human Chronic
Gonadotropin. In complete moles, only paternal DNA
is expressed with only mitochondrial DNA of maternal
origin. Whereas, partial moles are triploid (69 XXX, 69
XXY, 69 XYY - the extra haploid set of chromosomes
is paternal), contain identifiable foetal residues and
have focal trophoblastic proliferation. In partial moles,
paternal DNA as well as maternal DNA is expressed.®
Hydatidiform mole is characterized by chromosomal
abnormalities. The dysfunction of oncogenes and anti-
oncogenes and the alteration of telomerase regulation
might contribute to the malignant transformation of the
trophoblasts into invasive mole.

Patients with complete molar pregnancies have a 5%
risk of Persistent Trophoblastic Gestational Disease
(PTD); whereas in patients with partial molar
pregnancies, this risk is <1%." Patients with a uterine
size that is larger than the gestational age and presence
of theca lutein cyst more than 6 cm in diameter, have a
50% risk of PTD. Recurrent complete moles have
significant implications, including a risk of malignant
transformation and a poor reproductive future for the

woman.’

© 2021 1IIMSIR, All Rights Reserved

Invasive moles are preceded by hydatidiform moles in
approximately 95% of the cases. The risk of invasive
disease in a complete molar pregnancy is around 15%
to 20%, and in a partial molar pregnancy is 1% to
5%.%"® Invasive mole is often clinically diagnosed
based on persistent elevation of serum B-hCG levels
after evacuation of molar pregnancy. Irregular vaginal
bleeding and subinvolution of uterus may be present.
Invasive moles have the same histopathological
characteristics as that of a non-invasive hydatidiform
mole except for the infiltration of trophoblasts into the
myometrium and necrotic changes associated with it.
Invasive mole is generally confined to uterine
myometrial invasion and extrauterine metastasis occurs
in approximately 5% of complete moles and rarely in
partial moles.®® Invasive mole has a high rate of
metastasis, approximately 30%, at the time of initial
presentation. Metastasis mainly develops via the
haematogenous route. Lung is the most common site of
metastasis (80%) followed by vagina (30%), pelvis
(20%), liver (10%), brain (10%), and others (<5%).%°
Thus, imaging of the lungs is recommended for all
patients. Patients with pulmonary metastasis have a
high risk of developing central nervous system and
abdominal metastasis, highlighting the role of
abdominal CT and cerebral MRI for staging of the
disease.”" Invasive moles have a high risk of
transformation into choriocarcinoma.

Familial recurrent hydatidiform mole (FRHM) are
extremely rare, reported only among 21 families in
medical literature so far. In these cases, complete moles
are diploid but biparental unlike sporadic complete
moles. The pathological features are similar to that of a
sporadic complete mole. It is an autosomal recessive

condition and causes patients to have recurrent molar
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pregnancies and a rare chance of a successful
pregnancy. At present, mutation in two genes, NLRP7
and KHDC3L"™ account for ~75% and 5% of the
affected cases, respectively. In women with three or
more molar pregnancies, genotyping should be advised
for the diagnosis of FRHM. Recurrent molar pregnancy
does not always warrant chemotherapy unlike PTD and
GTN. Our patient had no family history of recurrent
molar pregnancies.

Despite the aggressive behaviour and high metastatic
rate of invasive moles, they are highly sensitive to
chemotherapy, which is considered the treatment of
choice. Surgical procedures might be recommended in
specific cases including postmenopausal patients and

invasive moles with uncontrolled

14,15,16

vaginal
bleeding.
Weekly serum B-hCG levels are done after surgery for
evacuation of molar pregnancies until an undetectable
level of B-hCG is obtained. Patients with previous
molar pregnancy are advised to use reliable
contraception to avoid a new pregnancy. It could
conflict with weekly serum B-hCG level testing, as in
our case, and make it impossible to determine the
occurrence of invasive molar disease.

GTN should be suspected if a patient’s B-hCG levels

increase or remain high for several weeks after

evacuation of molar pregnancy. The post-molar
diagnosis of GTN can be made based on criteria from

FIGO."

1. A B-hCG level that does not change (£10% of the
previous result) on 4 measurements made over >3
weeks.

2. A B-hCG level that increases by more than 10% on
3 consecutive weekly measurements made over >2

weeks.

© 2021 1IIMSIR, All Rights Reserved

3. Persistence of B-hCG in the serum for >6 months
after mole evacuation.

High-risk factors for developing post molar GTN are
age >40 years, multiparity, uterus size greater than
gestational age, B-hCG >1,00,000 mIU/mL, theca lutein
cyst greater than 6 cm in diameter on ultrasound, and
histopathology that shows excessive trophoblastic
proliferation.’®!*? Offering prophylactic chemotherapy
for high risk women with complete moles may decrease
the incidence of GTN.

Primary therapy for GTN should be chemotherapy. The
chemotherapy regimen is designed according to FIGO
anatomic staging system and WHO prognostic scoring
system. Low-risk patients, with scores less than 7, are
administered a single agent (Methotrexate) as first-line
chemotherapy. Actinomycin D can be added in cases of
poor response to Methotrexate. High-risk patients, with
scores more than 7, are administered a multi-agent
EMA-CO

Actinomycin-D, Cyclophosphamide and Vincristine)

regimen - (Etoposide, Methotrexate,
followed a week later by cyclophosphamide and

vincristine  or  MAC regimen (Methotrexate,

Actinomycin D,  Cyclophosphamide).  Regular
monitoring of serum B-hCG levels for 1 year in low
risk cases and 2 years in high risk cases is
mandatory.*>#

Our case was a rare presentation of a third time
recurrence of an invasive mole with an intervening
viable gestation. The final diagnosis was FIGO stage 1
GTN. Despite having an invasive mole for the third
time, the patient achieved remission each time with an
appropriately selected chemotherapy regimen and also
achieved a good reproductive outcome in the
intervening period. Complete remission was achieved

in our case. In our case, the antecedent pregnancy was a
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term pregnancy and the interval to transformation into
GTN was 3 years. Whether her stage | GTN followed
her previous normal term pregnancy rather than
representing early transformation into GTN of her
current molar pregnancy is a question.

Conclusion

Despite the aggressive behaviour and high metastatic
rate of invasive moles, they are highly sensitive to
chemotherapy. Single-agent chemotherapy achieves a
high remission rate in nonmetastatic and low risk
metastatic GTN. Most of the patients can preserve their
fertility and anticipate normal reproduction in the
future. Inspite of third time recurrence of invasive
mole, complete remission was achieved in our case
with Methotrexate. Counselling on future pregnancies
poses a real obstetric dilemma.
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Abbreviations

GTD - Gestational Trophoblastic Disease

GTN - Gestational Trophoblastic Neoplasms

HCG - Human Chorionic Gonadotropin

PSTT - Placental site trophoblastic tumours

ETT - Epithelioid trophoblastic tumours

OPD - Outpatient department

MTP — Medical termination of pregnancy

BP — Blood pressure

EMA-CO - Etoposide, Methotrexate, Actinomycin-D,
Cyclophosphamide and Vincristine

LSCS — Lower segment caesarean section

TTTS - Twin to Twin Transfusion Syndrome

NICU — Neonatal Intensive care unit
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TSH - Thyroid stimulating hormone

FIGO - International Federation of Gynaecology and
Obstetrics
WHO - World Health Organization

PTD - Persistent Trophoblastic Gestational Disease

CT -Computed Tomography

MRI — Magnetic Resonance Imaging

FRHM - Familial recurrent hydatidiform mole
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