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ABSTRACT

Objective: To raise awareness of the recognition of twin pregnancy with complete hydatidiform mole and normal coexist-
ing fetus (CHMCF). CHMCEF are at high risk of developing preeclampsia, prematurity and up to 50% fetal loss. Addition-
ally, about 35% develop gestational trophoblastic neoplasia, irrespectively of the duration of the pregnancy.

Case report: The patient was a primigravida with poorly controlled type 1 diabetes who became pregnant after ovula-
tion stimulation and intrauterine insemination. She suffered from vaginal bleeding, hyperthyroidism and preeclampsia.
CHMCF was suspected at 28 weeks of gestation. A caesarean section was performed at 30 weeks due to progressive
high-risk diabetic retinopathy. The patient developed a high-risk metastatic post molar neoplasia with lung metastases

and was treated with multidrug chemotherapy.

Conclusion: It is important to recognize early CHMCF to manage maternal and fetal complications, and inform patients
about related risks and to allow them to decide about the continuation or termination of pregnancy.
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Introduction

Twin pregnancy with complete hydatidiform mole and nor-
mal coexisting fetus (CHMCEF) is a rare condition. It is usually
suspected by the combination of ultrasound findings, clinical
symptoms and high human chorionic gonadotropin (hCG) lev-
els. The presence of a healthy fetus challenges the diagnosis .
Nevertheless, diagnosing CHMCF is important to allow the pa-
tient to give free and informed consent about the continuation
or termination of the pregnancy. Indeed, in addition to a higher
risk of developing gestational trophoblastic neoplasia (GTN),
these pregnancies are at risk of preeclampsia and fetal loss or
preterm delivery 2.

We present the case of a 21-year-old diabetic primigravida
with a CHMCEF arising after ovulation stimulation and intra-
uterine insemination. CHMCF was suspected during the sec-
ond trimester. The patient suffered from vaginal bleeding, hy-
perthyroidism, preeclampsia and choriocarcinoma. The patient
gave birth to a healthy baby at 30 gestational weeks.

Case presentation

The patient was a primigravida with a poorly controlled
type 1 diabetes. Her glycosylated hemoglobin level was 7.3%
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before the pregnancy. A twin pregnancy was achieved after
ovulation stimulation with clomiphene citrate followed by in-
trauterine insemination. A spontaneous involution of one of the
gestational sacs was observed between 6 and 8 weeks of gesta-
tion. At 8 weeks’ gestation, the patient presented a subchorion-
ic hematoma accompanied by vaginal bleeding. A non-invasive
prenatal testing was performed which was normal (46, XX).
At 12 gestational weeks, the patient presented blurred vi-
sion. A diabetic retinopathy with right eye ischemia was doc-
umented and treated by laser photocoagulation. Furthermore,
subclinical hyperthyroidism was treated with propylthiouracil.
The patient was hospitalized at 26 weeks’ gestation due to un-
controlled diabetes and left hospital against medical advice.
At 28 gestational weeks, patient presented mild hyper-
tension, generalized edema and proteinuria (1.4 g/24 hours)
without biological abnormalities, hence being diagnosed with
preeclampsia. Her glycemic balance was still poor due to
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preeclampsia, hence exogenous insulin needs were reduced.
Thyroid function was normalized. Fetal surveillance was reas-
suring. However, a molar pregnancy was suspected due to the
sonographic finding of a snowstorm appearance next to the
placenta (Figure 1) associated to elevated hCG level (170,759
IU/L). Review of prior ultrasounds revealed that such images
had already been seen but had been considered of unknown sig-
nificance. Expectant management was proposed in a first time
by the Belgian Trophoblastic Disease Reference Centre.

At 30 gestational weeks, a progressive bilateral fundal pap-
illary edema with micro-aneurysm and micro-hemorrhage was
highlighted. A caesarean section was performed to avoid further
ophthalmological damage, after corticosteroid and magnesium
sulfate treatment for fetal maturation and cerebral protection.
The patient gave birth to a healthy newborn weighing 1,490 g,
Apgar scores 6/9/10. A molar mass was easily removed with
the hand (Figure 2). The uterine evacuation was considered
complete. Placental analyses revealed a complete molar preg-
nancy with focus of trophoblastic atypia next to the normal
placenta. The next day, hCG level decreased to 47,271 IU/L.

After one week of delivery hCG levels raised to 6,399
IU/L, 12,072 IU/L after two weeks and 23,403 IU/L after three
weeks. An intrauterine mass of 30 x 38 mm was observed upon
pelvic ultrasound. Upon magnetic resonance imaging (MRI),
mass measured 48 x 40 x 49 mm that invaded more than 50% of
the myometrium with intact serous. Chest-abdominal comput-
ed tomography scan revealed widespread multiple pulmonary
metastases (Figure 3). Despite this, cerebral MRI was negative.
Following the WHO-FIGO recommendations, a high-risk stage
IIT gestational trophoblastic neoplasia (FIGO prognostic score
9) was allocated. Treatment with low-induction chemotherapy
(etoposide and cisplatin) for 2 courses followed by EMA/CO
chemotherapy (etoposide, methotrexate, dactinomycin/ cyclo-
phosphamide, vincristine) was started due to the fact that the
patient suddenly presented dyspnea (grade III according to the
New York Heart Association) and fever.

Twelve weeks after delivery, there was a regression of the
uterine mass and of the pulmonary metastases. Levels of hCG
were null after four complete EMA/CO courses (17 weeks

Figure 1 Molar pregnancy upon abdominal ultrasound at 28 gestational
weeks.
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Figure 2 Macroscopic aspect of the normal placenta (left) and the
complete hydatidiform mole (right) at delivery.
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Figure 3 Chest computed tomography scan evidencing pulmonary
metastases 3 weeks after delivery.

postpartum). The fifth EMA/CO course was interrupted due to
severe medullar aplasia and febrile neutropenia with grade 3
necrotic mucositis, pancolitis, appendicitis and toxic lichenoid
cutaneous rash. A new course of EMA/CO with reduced dose
to 80% was started again at week 26 after delivery. hCG levels
were regularly monitored and remained negative. A follow-up
thoracic imaging revealed a favorable evolution with regres-
sion of the previous lesions.

At birth, the newborn was transferred to the neonatal in-
tensive care unit due to respiratory distress syndrome and pre-
maturity. Newborn’s hCG level was first measured at 599 IU/L
then rapidly decreased to be normalized after two weeks. The
newborn had a normal thyroid function, presented a good evo-
lution and was discharged at 36 gestational weeks.

Discussion

Gestational trophoblastic disease refers to a group of be-
nign and malignant tumors arising from gestational tissue that
can have locally invasive and metastatic potential . Molar
pregnancy, which is divided into complete and partial hydatidi-
form mole, is the most common form and is considered benign.
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Complete hydatidiform moles (CHM) are mainly the conse-
quence of the fertilization of an empty ovum with one or two
spermatozoon and do not include fetal tissue **. CHMCF (a
twin pregnancy combining a complete hydatidiform mole with
an apparently normal fetus) is a rare condition estimated to oc-
cur in one in 20,000 to 100,000 pregnancies 23, There is no
evidence that CHMCEF is facilitated by assisted reproductive
technology ®1. A recent study suggests that maternal genetic
susceptibility for meiosis defects may underlie the etiology of
molar pregnancies 7.

The suspicious of molar pregnancy is usually based on the
association of ultrasound findings, clinical symptoms and high
hCG levels. Upon imaging, the CHM is located outside the pla-
centa of a usually normal fetus and presents with the appear-
ance of a “snowstorm” multivesicular pattern “#!. Three entities
should be considered in case of an abnormal molar placenta
observed next to a fetus, namely: a dizygotic gestation with a
CHMCF, a single pregnancy consisting of a partial mole with a
dysmorphic fetus and a mesenchymal dysplasia of the placenta
with a viable fetus.

Patients with CHMCF may present vaginal bleeding, hy-
peremesis gravidarum, hyperthyroidism, preeclampsia and
GTN 124381 About 35% of CHMCEF cases will develop GTN .
Interruption of pregnancy does not seem to decrease the risk of
GTN 12462100 Nevertheless, as underlined by Sharon et al.
the pregnancy remains at high risk of maternal complications
and only 40-60% live births are reported in ongoing pregnan-
cies with high rates of preterm deliveries 1%,

After delivery, close hCG monitoring is essential to diag-
nose a post-molar GTN which should be sought when hCG
level stagnates for 4 consecutive values over = 3 weeks, rises
= 10% for 3 values over = 2 weeks or persists 6 months after
molar evacuation !. There is no evidence that hCG level before
delivery predicts GTN ["l. The patient may present abnormal
vaginal bleeding and pulmonary or neurologic symptoms in
case of metastatic lesions.

Doppler pelvic ultrasound may locate the tumor in an en-
larged irregular uterus and chest x-ray may reveal a pulmonary
metastatic disease. Repeated uterine curettage may be consid-
ered in non-metastatic post-molar GTN. Workup for metastatic
disease has to be completed with pelvic, abdominal and thora-
cic imaging. Brain MRI has to be performed in case of pulmo-
nary metastases ),

GTN have to be staged and scored with the FIGO staging
and prognostic scoring system to ascertain the most appropriate
therapy. Post-molar high-risk GTN (FIGO prognostic score =
7) is relatively rare and estimated at only 6% . It has to be
managed with multiagent EMA/CO chemotherapy (etoposide,
methotrexate and dactinomycin alternating weekly with cyclo-
phosphamide and vincristine) repeated every two weeks until
hCG levels normalize and continue normal for an additional
6-8 weeks for consolidation *'?. Long-term survival rates of
85% to 94% are reported with this treatment ). In widespread
metastatic GTN, an induction chemotherapy with low dose
regimen associating etoposide and cisplatin prior to initiating
EMA/CO is recommended to avoid potential early death due to
tumor collapse with hemorrhage, metabolic acidosis, septice-
mia and multiple organ failure 131,
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Newborn prognosis is mainly based on prematurity com-
plications. Positive newborn hCG is expected due to maternal
to fetal hCG passive transfer during pregnancy . However,
newborn hCG levels have to be monitored because infant
choriocarcinomas have been reported . Furthermore, the
newborn thyroid function has to be assessed in case of mater-
nal hyperthyroidism and antithyroid drug intake.

Conclusion

Twin pregnancy with CHMCEF is a rare condition that car-
ries significant maternal and fetal complications. The most se-
rious are fetal loss or preterm birth, preeclampsia and GTN.
Even though continuation of pregnancy seems not unfavorable
from the oncological point of view, these pregnancies remain at
high risk of severe maternofetal complications. Therefore, it is
of paramount important to recognize CHMCEF at an early gesta-
tional age to allow the patient to give free and informed consent
about the continuation or termination of the pregnancy. In case
of pregnancy continuation, the patient should be followed by a
multidisciplinary team experienced in the management of hi-
gh-risk pregnancies. Collaboration with trophoblastic diseases
reference center is advised.

In the present case, CHMCF was suspected only one week
before fetal extraction. Given this circumstance, the patient did
not have the opportunity to give free and informed consent to
continue her pregnancy. Regrettably, the patient developed al-
most all the most serious complications of CHMCF particular-
ly preeclampsia, preterm delivery and subsequently high-risk
metastatic post molar neoplasia.
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