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Abstract

Introduction: The purpose of this article is to report a rare case of twin
pregnancy complicated by a complete hydatidiform mole with a live fetus
and to review the clinical challenges associated with its management.

Case Presentation: A 21-year-old woman in her third pregnancy with a
history of one previous birth and one miscarriage was referred to our terti-
ary clinic at 21 weeks of gestation with a suspected molar pregnancy. Ult-
rasonography revealed a dichorionic twin pregnancy consisting of a normal
fetus and its anterior placenta, along with a posterior placental mass with a
“bunch of grapes” appearance. Laboratory findings showed markedly ele-
vated B-hCG levels and suppressed TSH values. Amniocentesis confirmed
a normal fetal karyotype, but concurrent mole tissue analysis was initially
inconclusive. The pregnancy was closely monitored with weekly B-hCG
and ultrasound assessments. At 33+6 weeks, an emergency cesarean section
was performed due to vaginal bleeding, and a male baby weighing 1750
g was born. Postnatal histopathology confirmed a complete hydatidiform
mole in one placenta and a normal placenta in the other. Postpartum B-hCG
levels gradually decreased, and no evidence of gestational trophoblastic ne-
oplasia was observed on follow-up.

Conclusion: Twin pregnancy with a complete hydatidiform mole and a co-
existing fetus is an extremely rare condition associated with significant ma-
ternal and fetal risks. Careful monitoring t may allow favorable outcomes in
selected cases where continuation of pregnancy is chosen.
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Introduction

Twin pregnancies carry higher risks than
singletons, and rare anomalies further complicate
management.' One such condition is the coexistence
of a complete hydatidiform mole (CHM) with a viab-
le fetus. Hydatidiform mole, the most frequent ges-
tational trophoblastic disease, results from abnormal
trophoblastic proliferation and is classified as comp-
lete or partial, each with distinct features (2—4). The
occurrence of CHM alongside a normal fetus is ext-
remely uncommon, estimated at 1 in 20,000—100,000
pregnancies.>

Complete hydatidiform moles arise from ab-
normalities in early fertilization that disrupt normal
genomic imprinting and parental gene balance. Most
cases develop when an ovum lacking functional ma-
ternal chromosomes is fertilized, leading to a diploid
conception composed entirely of paternal genetic ma-
terial. Because maternally expressed imprinted genes
such as p57/CDKNIC are absent, trophoblastic tissue
proliferates extensively and villous structures beco-
me markedly edematous. Less frequently, disper-
mic fertilization or rare heritable imprinting defects
may produce similar androgenetic or biparental pat-
terns, each ultimately resulting in the characteristic
overgrowth of molar placental tissue.?

In these cases, one placenta sustains normal
fetal growth while the other is replaced by abnormal
molar tissue.* CHM usually causes miscarriage or
trophoblastic disease, but when a twin fetus develops
normally, the pregnancy poses serious risks such as
hemorrhage, preterm birth, and malignant progressi-
on.” Even when fetuses appear structurally normal,
survival rates are low.¢

Pregnant women in whom a complete mole
coexists with a normal fetus are well known for pla-
cing both the mother and the fetus at considerable
risk. On the maternal side, complications frequently
arise from the excessive hormonal activity of the mo-
lar tissue, leading to early or recurrent bleeding, the
development of preeclampsia often with an unusually
early onset, and episodes of biochemical or sympto-
matic hyperthyroidism.”® In line with previous ca-
se-based evidence, Erol et al. documented a CHMCF
pregnancy complicated by severe preeclampsia and
antepartum bleeding, supporting the view that mater-
nal complications are common and may necessitate
early delivery.” These pregnancies also carry a greater
probability of progressing to gestational trophoblastic
neoplasia. From the fetal perspective, impaired pla-

cental function is a persistent concern, contributing to
growth restriction, intrauterine death, and a markedly
increased likelihood of preterm birth. Together, these
risks explain why overall outcomes remain guarded,
even when the fetus appears structurally normal.

Managing these pregnancies is rarely straigh-
tforward. Clinicians are forced to balance maternal
safety with the hope of continuing the pregnancy long
enough to benefit the unaffected fetus, and this often
means very close follow-up and decisions that are ad-
justed from week to week. In reality, many of these
pregnancies are lost early or end because of maternal
complications, although there are occasional reports
of families choosing to continue and achieving a fa-
vorable result under strict monitoring'

The information available in the literature
also shows that the outcomes in such cases are far
from uniform. One of the earlier large-scale reports,
a Japanese nationwide study, found that a notable
proportion of women eventually developed persis-
tent trophoblastic disease, particularly when the mo-
lar tissue was confirmed to be androgenetic.!' Later
publications presented a somewhat different picture.
For example, a multicenter cohort from the Ameri-
cas, which included more than seventy pregnancies,
showed that a number of women who continued the-
ir pregnancies did reach live birth; however, the risk
of post-molar neoplasia remained considerable and
did not appear to be reduced in those who opted for
termination.'””> More recent institutional series have
echoed these findings, reporting frequent antenatal
complications and a substantial incidence of GTN
even in carefully monitored cases. A contemporary
meta-analysis further emphasized how widely outco-
mes vary across studies, reinforcing that management
strategies cannot rely on a single uniform recommen-
dation but must be tailored to each patient’s clinical
situation.'’

This report describes a twin pregnancy comp-
licated by CHM and a surviving preterm infant, and
reviews available literature to underline the clinical
challenges and outcomes of this rare entity.

Case

A 21-year-old woman, gravida 3, parity 1,
who had previously given birth vaginally once and
had a complete miscarriage in the first trimester, with
no chronic medical illnesses and a pre-pregnancy
BMI of 24.1 kg/m? was referred to our tertiary health
center in her 21st week of pregnancy with a prelimi-
nary diagnosis of molar pregnancy. This was a spon-
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taneous conception. Ultrasound imaging revealed a
dichorionic twin pregnancy with a viable fetus mea-
suring below the 3rd percentile according to Hadlock
reference curves with an anterior and normal placenta
corresponding to 19 weeks’ gestation and a posterior
placental mass showing a ‘bunch of grapes’ appea-
rance (89*34 mm) in the uterine cavity with multiple
anechoic spaces, identified as a hydatidiform mole,
with some of the placental tissue (figurel).

Initial laboratory tests showed markedly ele-
vated B-hCG (222,771 mIU/mL), suppressed TSH

Figurel: A sonographic image of a molar placenta

(0.0647 plU/mL) with slightly increased free T4,
anemia (hemoglobin 10.5 g/dL), and normal tumor
markers (CA-125, CA 19-9, CA 15-3).A 6X5 cm cys-
tic mass, highly suggestive of a theca-lutein cyst se-
condary to excessive B-hCG was noted in the right
adnexa. Iron and multivitamin supplementation was
initiated. A sample of molar posterior placental tissue
was taken using a chorionic villus sampling (CVS)
needle for pathological and genetic analysis . Addi-
tionally, amniocentesis was performed on the viable
fetus for genetic testing. Genetic analysis of the fetus
was reported as normal, while pathology and genetic
analysis of the molar tissue were did not provide suffi-
cient viable material for molecular testing; therefore,
genotyping methods such as SNP array, STR analy-
sis, or PCR-based assays could not be completed, and
assessment for paternal uniparental disomy was not
feasible during pregnancy. Following delivery, the
complete placental specimen became available for
full evaluation, and histopathological examination
confirmed the diagnosis of complete hydatidiform
mole.

The patient and her family were informed
about the maternal and fetal risks, including the op-
tion of termination. They chose to continue the preg-
nancy. Weekly B-hCG measurements and ultrasound
examinations were performed, showing persistently
elevated hormone levels and fetal growth restriction,
but stable Doppler findings and amniotic fluid.

At 33+6 weeks of gestation, the patient pre-
sented with abdominal pain. Vital signs were stab-
le (blood pressure: 110/70 mmHg, pulse rate :102
bpm). Ultrasound showed a live fetus with 30-week
biometry (<Ist percentile), normal Doppler flow, and
adequate amniotic fluid. In anticipation of potential
preterm delivery, Betamethasone (Celestone) was ad-
ministered intramuscularly at a dose of 12 mg twice,
24 hours apart, for fetal lung maturation. The chest
radiograph results were normal and the patient had no
symptoms of preeclampsia. During follow-up, active
vaginal bleeding was observed on examination, and
an emergency cesarean section was performed.

A 1750 g male infant was delivered with a
I-minute Apgar score of 5 and was transferred to the
neonatal intensive care unit. The molar placenta and
the anterior normal placenta were both removed and
sent for pathology

Postoperative B-hCG levels were:

. Day 1: 40.589 mIU/mL
. Day 2: 20.672 mIU/mL
. Day 9: 1.370 mIU/mL
. Day 16: 245 mIU/mL

The final pathology of the placenta was reported as:

Microscopic examination of placental tissues
revealed small-diameter chorionic villi without trop-
hoblastic proliferation in the anterior placenta (figure
2A, 2B). Immunohistochemical study showed no loss
of immune reaction in the stromal cells of the villi
with p57 (figure 2C). In the posterior placenta, chori-
onic villi showing marked hydropic changes and sur-
rounded by proliferating trophoblastic cells were seen
(figure 2D, 2E). Loss of immune expression with p57
was observed in the villous stromal cells and in most
of the surrounding trophoblasts (figure 2F).

The baby was admitted to the neonatal unit
due to being premature but was discharged 15 days
later in good health, weighing 2250 grams. After
delivery the patient was followed up closely. Seri-
al B-hCG monitorization was performed weekly
for three months, Then B-hCG levels were checked
monthly and approximately five months later B-hCG
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was negative. Chest imaging performed one month
after birth revealed no abnormalities. Due to the on-
going risk of gestational trophoblastic disease in futu-
re pregnancies, she was counseled to seek evaluation
at a specialized prenatal and gynecologic oncology
center if she conceived again.
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Figure2: Microscopic images of placental tissues are
observed. A, B, and C belong to the first placenta; D,
E, and F belong to the second placenta. In the first
placenta, the trophoblastic cell arrangement and the
dimensions of the chorionic villi are of normal histo-
logical appearance, and when the villi are examined
stromally and seen as trophoblastic, p57 is positive.
In the second placenta, trophoblastic cell prolifera-
tions are observed around the chorionic villi (stars)
showing hydropic expansions, and while intermediate
trophoblastic is recorded as positive with p57, there
is a loss of reaction in the stromal and trophoblastic
involvement in the villi (A, B, D, E: Hematoxylin/
Eosin; C, F: Immunohistochemical p57 staining). A,
D: 100x; B, C, E: 400x; F: 200x magnification).

Figure 3: Ultrasonographic images of the postopera-
tive endometrial cavity

Discussion

Twin pregnancies complicated by complete
hydatidiform mole with a coexisting fetus (CHMCF)
represent an extremely rare and high-risk condition.
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Complete moles are premalignant lesions characte-
rized by androgenetic diploidy, markedly elevated
B-hCG, and higher risks of complications such as
hemorrhage, hyperthyroidism, and gestational trop-
hoblastic neoplasia (GTN).*!*!15 Pregnancies comp-
licated by a complete mole with a coexisting fetus
carry a considerably higher risk of developing gesta-
tional trophoblastic neoplasia (GTN). The incidence
in the main cohorts is generally between 25% and
50%, reflecting variability in diagnostic treatments
and follow-up protocols.!*!¢

Placental mesenchymal dysplasia (PMD) is
an important differential diagnosis because it can
mimic a molar pregnancy on ultrasound and often
presents with extensive cystic changes and placen-
tal enlargement resembling a “grape-like” pattern.!”
However, PMD typically lacks trophoblastic proli-
feration and retains normal p57 expression, distingu-
ishing it histologically from complete hydatidiform
mole, in which loss of maternally expressed imp-
rinted genes and peripheral trophoblastic hyperpla-
sia are characteristic findings.'® Furthermore, PMD
is usually associated with a chromosomally normal
fetus and is not accompanied by markedly eleva-
ted B-hCG levels or an increased risk of gestational
trophoblastic neoplasia. These features help prevent
misclassification when both a cystic placental mass
and a viable fetus are present."”

The decision to continue or terminate such
pregnancies remains controversial. Some reports,
particularly from Asia, describe higher rates of GTN
in CHMCEF and advise termination.!' Conversely, ot-
her series suggest that up to 60% of managed cases
can result in live births and that termination does not
necessarily reduce the risk of GTN.!? These findings
support an individualized approach, balancing ma-
ternal risks against the possibility of favorable neo-
natal outcomes.

Adverse perinatal outcomes are common,
with fetal growth restriction (FGR), preterm delivery,
and placental dysfunction frequently reported.” In
our patient, progressive FGR led to preterm cesarean
delivery, consistent with previous observations that
molar tissue may compromise placental function.
Diagnosis relies mainly on ultrasound, though its ac-
curacy is limited; molecular and pathological evalu-
ation may be required for confirmation.?'-?

Postpartum surveillance is crucial, as the risk
of GTN is higher in CHMCF compared with single-
ton moles, though most cases respond well to met-
hotrexate-based therapy.*
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This case emphasizes the need for vigilant an-
tenatal surveillance, multidisciplinary care, and strict
postpartum follow-up in achieving favorable outco-
mes in this rare entity.
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