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Abstract

It is a rare condition in twin pregnancies for a fetus to coexist with a complete hydatidiform mole, present with complications,
and result in a healthy neonate. Only a few cases have been reported upon review of the literature. Early diagnosis is essential
because this type of pregnancy is associated with serious complications and management challenges. The complications
associated with these pregnancies include antepartum hemorrhage, hyperthyroidism, preeclampsia, prematurity, fetal death,
and gestational trophoblastic neoplasia. Here, we describe a case of dizygotic twin pregnancy in which a complete mole
coexists with a normal fetus, complicated by hyperthyroidism, that resulted in the birth of a 700-g female alive neonate who
is euthyroid to a 25-year-old primigravida at a gestational age of 33 weeks by emergency cesarean section for an indication
of a twin pregnancy molar coexisting with an alive fetus in labor. The mother had been on conservative management and
treated as an inpatient for hyperthyroidism. In our country, there have been three case reports of partial moles with
coexisting alive fetuses, but this is the first case report of a complete mole with a coexisting alive fetus.
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dizygotic twins with normal fetuses and partial hydatidiform
moles; the third type is single pregnancy with a triploid fetus
and partial hydatidiform; and the fourth occurrence is twin
gestation in which one fetus is normal diploid with the nor-
mal placenta and the other is triploid with the partial hyda-
tidiform molar placenta.®’

Introduction

Multiple pregnancy, in which hydatidiform mole coexist,
with a healthy fetus, was a rare condition in the past, first
described by Gordon Luker MD in 1887, but it is now occur-
ring more frequently, at a rate of 1 in 22,000—-100,000 preg-
nancies, as a result of the liberal use of ovulation induction.'
The majority is a complete hydatidiform mole with a coex-
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isting fetus. However, 0.005-0.01% of pregnancies are
known to have a partial hydatidiform mole with a coexisting
fetus.* Twin pregnancies with a hydatidiform mole and a
normal fetus seldom progress to term due to spontaneous or
induced abortions due to maternal complications.’

The coexistence of an alive fetus and molar gestation can
occur in four different types pregnancy: the first type is dizy-
gotic twins with normal fetuses and complete hydatidiform
moles (diploid with a normal placenta); the second type is
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Compared to singleton or non-molar twin pregnancies,
there is a higher risk of maternal complications in twin preg-
nancies with a complete hydatidiform mole.® These include
fetal complications such as spontaneous abortion, intrauter-
ine growth restriction, and intrauterine fetal death, as well as
obstetrical complications such as hyperemesis gravidarum,
antepartum hemorrhage, early-onset preeclampsia or
eclampsia, hyperthyroidism, preterm premature rupture of
the membranes, and preterm labor.® 1°

Survival of the normal fetus varies and depends on asso-
ciated comorbidities from the molar component, such as
hyperemesis gravidarum, preeclampsia, hemorrhage, and
serum human chorionic gonadotropin (hCG; below
400,000 mIU/mL have favorable outcomes).!%13

For this kind of cases, it is recommended to have con-
servative management with close follow-up at a tertiary
center involving gynecologic oncologists, maternal—fetal
medicine specialists, and a pediatrician with a level four neo-
natal intensive care unit (ICU) after strongly counseling the
mother about the risks. This may entail hospitalization in
some cases, especially for patients with hemorrhage or other
obstetric problems. Although expectant treatment is an
option, many women may decide to end the pregnancy if it is
diagnosed early.'?

Case

This is a 25-year-old primigravida mother whose gestational
age from a reliable last normal menstrual period was
29 weeks and 6 days. She came for an antenatal care follow-
up after she was referred from a private clinic with the diag-
nosis of second trimester pregnancy and coexisting molar
pregnancy at 26 weeks of pregnancy, which was her first
visit. She had no aneuploidy screening or genetic testing.
She had symptoms of excessive vomiting and nausea in the
first trimester and early in the second trimester; otherwise,
she had no history of vaginal bleeding, headache, abnormal
body movement, or raised blood pressure, and she had no
self-history or family history of diagnosed chronic medical
or surgical illness. On her second visit, she was evaluated
and diagnosed with the same assessment as the private clinic
at 27 weeks and 5 days, and she was appointed to have regu-
lar follow-ups both at our hospital and the private clinic
every 2weeks. On her current presentation, she was diag-
nosed with hyperthyroidism in addition to the above diagno-
sis, for which she was admitted to the hospital after she
presented for her routine follow-up. Except for palpitation,
she had no symptoms or danger signs of pregnancy in her
current presentation.

Upon arrival, the physical examination revealed a blood
pressure of 120/70, a pulse rate of 108, a respiratory rate of 18,
and temperature=36.5°C The thyroid gland size was normal,
with no nodules, and on obstetric abdominal palpations, the
fundal height was 32weeks, with a longitudinally lie,
cephalic presentation, and a fetal heartbeat of 144. And also,

no uterine contraction was detected, and on genitourinary
examination, there was no vaginal bleeding, and the cervix
was closed, posterior, and firm.

On ultrasound evaluation, the findings were as follows:
twin intrauterine pregnancy, one normal and the other molar.
The normal twin was cephalic, with a positive fetal heartbeat
and no gross anomaly, an average gestational age of 29 weeks
and 4 days, and an estimated fetal weight of 1200 g. The pla-
centa was fundal and posterior. The biophysical profile find-
ings were adequate amniotic fluid volume with intact acute
variables, and the Doppler study was normal. There was a
13X 7cm echo complex mass anteriorly with a diffusely
cystic and snowstorm appearance (Figures 1 and 2). The
twin peak (lambda sign) and a thick inter-twin membrane are
also seen.

Laboratory investigation results were as follows: on com-
plete blood count (white blood cells=6500 cells/uL, hemato-
crit=35.8%, and platelet=236,000/uL), thyroid function
tests (thyroid-stimulating hormone (TSH)=0.19 mIU/L, free
T3=8.21nmol/L, free T4=275nmol/L), liver function test
(serum glutamic-oxaloacetic transaminase=241U/L, serum
glutamic-pyruvic transaminase=191U/L), renal function test
(creatinine=0.8 mg/dL), serum electrolytes are in a normal
range, blood group and Rh is O positive, hepatitis B surface
antigen =negative, venereal disease research laboratory =neg-
ative, hepatitis C antibody =negative, urinalysis=unremark-
able, and serum B-hCG was 88,387.21 mIU/mL.

She was diagnosed with an early preterm twin pregnancy
in which normal fetus coexists with molar + hyperthyroid-
ism based on the clinical presentations, ultrasound findings,
and laboratory results. Following a thorough explanation of
the risks of developing complications related to a molar
pregnancy, she was admitted to the obstetric ward with the
aforementioned diagnosis for inpatient management.

She received two courses of dexamethasone 6 mg intra-
muscularly twice a day (BID) for 2 days for lung maturity, as
well as propylthiouracil 100 mg per os (PO) BID, proprano-
lol 10mg PO BID, and was followed with antepartum fetal
surveillance with maternal kick count, a biweekly biophysi-
cal profile, and a fetal Doppler study. The Doppler study of
the normal fetus was done, and all the results were normal
throughout the follow-up period. Serum 3-hCG done after
2 weeks of admission, and it was 94,387 mIU/mL. A thyroid
function test was also done every 2 weeks (once antepartum
after the initial presentation and twice postpartum), and it
was in the normal target range, which is TSH suppressed and
free T4 in the upper range of normal during antepartum and
in the normal target range postpartum after 7days and
2 weeks. She had improved from hyperthyroidism clinically
as well as by biochemical tests, and the antithyroid drug was
continued at the same dose.

On the 22nd post-admission day, at 33 weeks of gestation,
she started having labor. Then, she underwent a cesarean
section (C-section) for an indication of twin pregnancy molar
coexisting with an alive fetus in labor, resulting in the
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Normal Placenta

Figure I. 2D ultrasound showing normal placenta, fetal forearm, and molar mass.

Figure 2. 2D ultrasound showing molar mass and the fetus.

delivery of a 1700-g female neonate who was alive and had
APGAR scores of 8 and 9 at the first and fifth minutes,
respectively. The fetus’ cord and placenta were healthy. The
other finding was an excessive vesicular mass, which is dis-
tinct from a normal placenta and membrane (Figure 3).

The woman had a smooth postoperative period; except
the neonate was admitted to the neonatal ICU with the diag-
nosis of preterm + low birthweight + respiratory distress
syndrome, and after being treated for the above diagnosis
and worked up for congenital hypothyroidism (thyroid func-
tion tests were in the normal range in the first week and

2weeks after the discharge), both the mother and neonate
were improved and discharged on the fifth postoperative day.
After the operation, the sample was sent for histopathol-
ogy, and the results showed hydrophilic villi with a circum-
ferential proliferation of trophoblasts (Figure 4). The index
was a complete mole, whereas the second placenta showed a
normal placenta. The chest X-ray done postpartum was nor-
mal, and following 3 months, post-molar surveillance dem-
onstrated a normal pattern of serum B-hCG decrease, which
was then negative until 6 months of monthly monitoring.

Discussion

It is a rare and a high-risk pregnancy when a hydatidiform
mole coexists with a live fetus. The incidence of a complete
hydatidiform mole and a partial hydatidiform mole coexist-
ing with a live fetus is about 1 in 20,000 to 1 in 100,000
times and 1 in 10,000 to 1 in 20,000, respectively.!* 1
Because some of the cases belong to periods when the divi-
sion between partial and complete mole was not clear, the
rates are quite varied.'

About 200 cases of both complete and partial hydatidi-
form moles and coexisting live fetuses have been reported
thus far, but no case of monozygotic twin partial molar preg-
nancy has been documented.'*!'” However, there has been a
reported increase in recent years of complete and partial
moles coexisting with live fetuses due to the widespread use
of ovulation induction.'®!” In a series of 30 occurrences of
twin pregnancies with a coexisting fetus and a complete
hydatidiform mole, 30% of them were preceded by ovulation
induction.' A live fetus coexisting with a complete mole in
a twin pregnancy is also known as sad fetus syndrome



SAGE Open Medical Case Reports

Molar Placenta

Normal Placenta

Figure 3. Normal placenta and evacuated molar mass.

Figure 4. Histopathology of complete mole (hydrophilic villi
with a circumferential proliferation of trophoblasts).

because the coexisting fetus is usually chromosomally nor-
mal and has the potential to survive.!®?

Recent developments in cytogenetics and ultrasonogra-
phy allow for early antenatal identification and may make it
possible to differentiate between complete and partial
moles.'*!> The important point is to distinguish a complete
mole and a coexisting live fetus with a survival chance for
the fetus from partial mole pregnancies. Therefore, the pla-
centa and other structures (i.e., another sac, the umbilical
cord) must be examined attentively; in this way, a possible
second sac negligence risk may also be decreased.!”

First trimester abdominal ultrasonography can be used to
make the diagnosis of multiple gestations with molar preg-
nancy and a coexisting fetus. A study showed that 68% of
patients with hydatidiform mole and coexisting fetus were
diagnosed correctly by abdominal ultrasound. However,

early ultrasound is less able to detect this rare existence than
a complete or partial molar pregnancy.!'*!6

A complete mole has the typical snowstorm appearance,
so the association with a normal gestational sac can be accu-
rately determined around 12-14 weeks."> Even if the molar
placenta partially covers the normal placenta, substantial
overall swelling of the villous tissue with significant hemor-
rhagic areas can be seen on ultrasound.!” A complete hyda-
tidiform mole in a twin pregnancy will appear on an
ultrasound scan as a normal fetus and placenta next to a
molar mass.

On the other hand, distinguishing between focal partial
molar degeneration and twins with complete mole can be dif-
ficult using ultrasound, as both show two distinct regions of
the placenta, a practical approach is to follow the fetal umbili-
cal cord. If it fuses with the molar placenta, twin pregnancies
can be ruled out, but if the umbilical cord insertion is in the
normal placental site, the two entities cannot be distinguished
by ultrasound.'® The diagnostic differentiation of placental
mesenchymal dysplasia and the exclusion of myometrial inva-
sion require the use of magnetic resonance imaging.'* In our
case, it was a complete molar with a coexisting, alive fetus and
diagnosed at 26 weeks of pregnancy without difficulty.

While ultrasound examination aids in pre-evacuation
diagnosis, histological evaluation of the products of concep-
tion provides the definitive diagnosis.!* Maternal hCG levels
that may be used together with ultrasound for diagnosis are
not sufficient enough for exact diagnosis since these levels
may increase in multiple pregnancies.!®?*® But maternal
serum o-fetoprotein measurements and B-hCG measure-
ments help confirm the diagnosis and a cell-free DNA
screening test can also suggest the presence of a complete
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molar pregnancy. Molar placental karyotype should also be
included in the diagnosis.?"-?

The prognosis and continuation of the pregnancy depend
on the results of prenatal testing, which must include at least
the fetal karyotype.'® Although fetal karyotype was not avail-
able for our patient, as in most documented cases,'%?> we are
convinced that our case was a complete hydatidiform mole
with a coexisting live fetus due to the normal newborn, ultra-
sound demarcation between the normal and molar placenta,
and histopathological examinations.®'%?

Because pregnancies complicated by complete hydatidi-
form mole and a coexisting live fetus are very rare, there is a
scarcity of literature to help guide management. Furthermore,
reported outcomes vary significantly.'? As a result, the deci-
sion to continue or end the pregnancy is more complicated in
molar pregnancies with a normal, living fetus.?

The first consideration in a complete hydatidiform mole
with a coexisting viable fetus is to decide whether it is pos-
sible to continue the pregnancy by evaluating both maternal
and fetal risks.>? According to different literature, the cur-
rent consensus, is to follow the pregnancy conservatively if
the woman and fetus are stable, after discussing the risks
with the patient and family, with close clinical monitoring,
and to consider an urgent delivery if complications arise.”?3**
In about 60% of cases, live births occurred without increased
maternal risk.?> A retrospective study of 130 cases revealed
that termination of pregnancy was recommended in 41% of
them when faced with high maternal risk.?’ This implies that
clinical management should be extremely cautious and give
maternal risk factors great attention.

Another study found preterm birth is an important factor
in determining outcomes, and live birth rates vary between
16% and 56%.%¢ In our case, too, the therapeutic interruption
of pregnancy was by preterm labor.

In the largest series of twin pregnancies in which a live
fetus coexisting with complete hydatidiform mole (77
patients) to date, almost 40% of the women who decided to
continue pregnancy had a live birth after 32weeks.?’
However, it is important to consider the risks associated with
premature birth, according to a study by Massardier et al.,?
since most complications seen in newborns are those com-
monly associated with preterm birth.

In our case, we have discussed the potential hazards of
conservative management with the patient and her family.
Despite having hyperthyroidism, she had a successful mater-
nal and fetal outcome, which is quite unusual.

hCG and TSH share a molecular resemblance that leads to
gestational trophoblastic hyperthyroidism, which is also
linked to an increase in maternal and fetal problems.?® In our
case, she had gestational trophoblastic hyperthyroidism, for
which she was treated with thioamide and beta-blocker,
underwent inpatient follow-up and care, and improved and
gave birth to alive euthyroid newborn.

Some authors reported an increased risk of severe preec-
lampsia  (25.8%) in complete hydatidiform mole

with a coexisting live fetus, while others found no significant
differences with singleton complete molar.2?? Steller et al.?’
suggest that the risk of persistent trophoblastic disease is
higher in cases of complete hydatidiform mole and a coexist-
ing live fetus compared with single molar pregnancies.
However, a different study revealed that the risk of persistent
trophoblastic disease after complete hydatidiform mole with
coexisting a live fetus is not significantly higher than in sin-
gle molar pregnancies (16% vs 19%).3°

According to a meta-analysis, C-section is more common
than vaginal delivery among patients with a complete hyda-
tidiform mole with a coexisting fetus: 72.2% versus 27.8%
for vaginal delivery.’! However, there is no substantial dif-
ference in the incidence of gestational trophoblastic neopla-
sia between the two modalities of delivery.?!

We recommend patients with similar circumstances in the
late second and third trimesters to have a C-section to pre-
vent a potential postpartum hemorrhage while still deliver-
ing a healthy fetus and minimizing other risks. In our case,
she delivered by C-section without any complications.

Conclusion

Twin pregnancy of hydatidiform mole coexisting with a nor-
mal fetus is an extremely rare clinical condition with man-
agement dilemmas. As the diagnosis is rare, and since our
case was complicated by hyperthyroidism and resulted in a
healthy euthyroid baby after controlling hyperthyroidism,
and it is the first case so far from our country, Ethiopia, we
report this case, considering sharing similar cases and conse-
quences could add more evidence to the current literature. In
our case, expectant management in the hospital was made
until the C-section was decided after the onset of labor. Both
the mother and neonate were discharged healthy.

Acknowledgements

I would like to thank Dr Betelihem Admasu and Miss Selamawit
Getachew for editing and commenting on this case report.

Author contributions

All authors are involved in diagnosing and treatment including
operation while the corresponding author wrote the case report. All
authors contributed to data analysis, drafting or revising the article,
gave final approval of the version to be published, agreed to the
journal submitted, and agreed to be accountable for all aspects of
the work.

Declaration of conflicting interests

The author(s) declared no potential conflicts of interest with respect
to the research, authorship, and/or publication of this article.

Funding

The author(s) received no financial support for the research, author-
ship, and/or publication of this article.



SAGE Open Medical Case Reports

Ethics approval

Our institution does not require ethical approval for reporting indi-
vidual cases or case series.

Informed consent

Written informed consent was obtained from the patient for their
anonymized information to be published in this article.

Patient consent

Informed written consent has been obtained from the patient for all
case details and images to be reported in the journal.

ORCID iDs

Amanuel Admasu Yayna
6369
Tadesse Gure

https://orcid.org/0000-0001-6200-

https://orcid.org/0000-0003-1213-1385

References

1. Sebire NJ, Foskett M, Paradinas FJ, et al. Outcome of twin
pregnancies with complete hydatidiform mole and healthy co-
twin. Lancet 2002; 359(9324): 2165-2166.

2. Rai L, Shripad H, Guruvare S, et al. Twin pregnancy with
hydatidiform mole and co-existent live fetus: lessons learnt.
Malays J Med Sci 2014; 21(6): 61-64.

3. LukerG. Twinpregnancy; hydatidiform mole associated withnor-
mal ovum; abortion at four months. P Roy Soc Med 1914;7: 113.

4. Albers E, Daneshmand S and Hull A. Complete hydatidiform
coexistent term twin pregnancy. J Perinatol 2001; 21(1): 72-75.

5. LavanyaR, Shripad H, Guruvare S, et al. Twin pregnancy with
hydatidiform mole and co-existent live fetus: lessons learnt.
Malays J Med Sci 2014; 21(6): 61.

6. Uemura N, Takai Y, Mikami Y, et al. Molecular cytogenetic
analysis of a hydatidiform mole with coexistent fetus: a case
report. J Med Case Rep 2019; 13(1): 256.

7. de Resende LCB, Coelho DV, Izidoro NO, et al. Twin preg-
nancy of hydatidiform mole and viable fetus: a late diagnosis-
case report. Braz J Health Rev 2021; 4(1): 3576-3583.

8. Zilberman Sharon N, Maymon R, et al. Obstetric outcomes
of twin pregnancies presenting with a complete hydatidiform
mole and coexistent normal fetus: a systematic review and
meta-analysis. BJOG: Int J Obstet Gynaecol 2020; 127(12):
1450-1457.

9. Lipi LB, Philp L and Goodman AK. A challenging case of
twin pregnancy with complete hydatidiform mole and co-
existing normal live fetus — a case report and review of the
literature. Gynecol Oncol Rep 2020; 31: 100519.

10. Dolapcioglu K, Gungoren A, Hakverdi S, et al. Twin preg-
nancy with a complete hydatidiform mole and co-existent
live fetus: two case reports and review of the literature. Arch
Gynecol Obstet 2009; 279(3): 431-436.

11. Suksai M, Suwanrath C, Kor-anantakul O, et al. Complete
hydatidiform mole with co-existing fetus: predictors of live
birth. Eur J Obstet Gynecol Reprod Biol 2017; 212: 1-8.

12. DiBartola K, Smith D, Rood K, et al. Management of complete
hydatidiform mole with co-existing fetus. Obstet Gynecol
Cases Rev 2020; 7: 173.

13. Cunningham FG, Leveno KJ, Dashe JS, et al. Williams obstet-
rics 26e. New York, NY, McGraw-Hill Education, 2022.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Braga A, Obeica B, Werner H, et al. A twin pregnancy with a
hydatidiform mole and a coexisting live fetus: prenatal diagno-
sis, treatment, and follow-up. J Ultrason 2017; 17(71): 299-305.
Jauniaux ENK. Early ultrasound diagnosis and follow-up of
molar pregnancies. Ultrasound Obstet Gynecol 1997, 9: 17-21.
Ray A and Kumari S. A case report of twin pregnancy with
hydatidiform mole and co-existing live fetus. Saudi J Med
Med Sci 2020; 8(3): 213.

Wee L and Jauniaux E. Prenatal diagnosis and management
of twin pregnancies complicated by a co-existing molar preg-
nancy. Prenat Diagn 2005; 25(9): 772-776.

Rahamni M and Parviz S. A case report of partial molar preg-
nancy associated with a normal appearing dizygotic fetus.
Asian Pac J Reprod 2016; 5(2): 171-173.

Radhouane A, Imen BA and Khaled N. Twin pregnancy with
both complete hydatiform mole and coexistent alive fetus:
case report. Asian Pac J Reprod 2015; 4(4): 331-333.
Vaisbuch E, Ben-Arie A, Dgani R, et al. Twin pregnancy con-
sisting of a complete hydatidiform mole and co-existent fetus:
report of two cases and review of literature. Gynecol Oncol
2005; 98(1): 19-23.

Gabra MG, Gonzalez MG, Bullock HN, et al. Cell-free DNA
as an addition to ultrasound for screening of a complete hyda-
tidiform mole and coexisting normal fetus pregnancy: a case
report. Am J Perinatol Rep 2020; 10(02): e176—¢178.

Piura B, Rabinovich A, Hershkovitz R, et al. Twin pregnancy
with a complete hydatidiform mole and surviving co-existent
fetus. Arch Gynecol Obstet 2008; 278(4): 377-382.
Sanchez-Ferrer ML, Machado-Linde F, Cerezo AM-E, et al.
Management of a dichorionic twin pregnancy with a normal
fetus and an androgenetic diploid complete hydatidiform
mole. Fetal Diagn Ther 2013; 33(3): 194-200.

Johnson C, Davitt C, Harrison R, et al. Expectant manage-
ment of a twin pregnancy with complete hydatidiform mole
and coexistent normal fetus. Case Rep Obstet Gynecol 2019;
2019: 8737080.

Lin LH, Maesté I, Braga A, et al. Multiple pregnancies with
complete mole and coexisting normal fetus in North and South
America: a retrospective multicenter cohort and literature
review. Gynecol Oncol 2017; 145(1): 88-95.

Massardier J, Golfier F, Journet D, et al. Twin pregnancy with
complete hydatidiform mole and coexistent fetus. Obstetrical
and oncological outcomes in a series of 14 cases. Eur J Obstet
Gynecol Reprod Biol 2009; 143: 84-87.

Sebire NJ, Foskett M, Paradinas FJ, et al. Outcome of twin
pregnancies with complete hydatidiform mole and healthy co-
twin. Lancet 2002; 359: 2165-2166.

Raj R, Uy EM, Hager M, et al. Delivery of euthyroid baby follow-
ing hyperthyroidism in twin gestation with coexisting complete
hydatidiform mole. Case Rep Endocrinol 2019; 2019: 2941501.
Steller MA, Genest DR, Bernstein MR, et al. Natural history
of twin pregnancy with complete hydatidiform mole and coex-
isting fetus. Obstet Gynecol Cases Rev 1994; 83: 35-42.
Niemann I, Sunde L and Petersen LK. Evaluation of the risk
of persistent trophoblastic disease after twin pregnancy with
diploid hydatidiform mole and coexisting normal fetus. Am J
Obstet Gynecol 2007; 97: 45—-145.

Wang G, Cao J, Xu X, et al. Delivery management of a com-
plete hydatidiform mole and co-existing viable fetus: a meta-
analysis and systematic review. J Gynecol Obstet Hum Reprod
2022; 51(1): 1022609.


https://orcid.org/0000-0001-6200-6369
https://orcid.org/0000-0001-6200-6369
https://orcid.org/0000-0003-1213-1385

