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Introduction: The coexistence of a complete hydatidiform mole with twin live fetuses in a triplet pregnancy is an extremely rare
condition with an unknown incidence.

Case Report: This report presents a case of a dichorionic diamniotic triplet pregnancy complicated by the coexistence of a complete
hydatidiform mole and twin live fetuses. The pregnancy resulted in a preterm delivery at 30 weeks and 5 days of gestation, with both
live fetuses surviving to date. During the pregnancy, the patient was diagnosed with pre-eclampsia and intrahepatic cholestasis. Post-
delivery, she was found to have an invasive mole with lung metastases, which was ultimately successfully treated.

Conclusion: This report highlights critical considerations for managing a multiple pregnancy complicated by a complete hydatidi-
form mole, alongside the associated potential complications. In light of the limited literature on the clinical management of this
condition, our findings offer valuable insights into navigating the risks and optimizing patient outcomes.
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Introduction

Complete hydatidiform mole coexisting with a live fetus (CHMCF) in twin pregnancies is an extremely rare condition,
with a reported global incidence ranging from approximately 1 in 22,000 to 1 in 100,000 pregnancies.' Twin molar
pregnancies significantly elevate the risk of complications such as antepartum haemorrhage, spontaneous abortion,
preterm delivery, intrauterine fetal death, pre-eclampsia and hyperthyroidism, resulting in a survival rate of less than
50% for delivered fetuses.” Furthermore, up to 63% of patients may develop persistent gestational trophoblastic disease
(pGTD) after delivery, with approximately half of the cases potentially progressing to metastatic disease.>* Given these
risks, many patients facing this condition may opt for early termination of the pregnancy.

The coexistence of a complete hydatidiform molar pregnancy with twin live fetuses in a triplet pregnancy is even
rarer. We conducted a systematic literature review on triplet pregnancies with a complete hydatidiform mole (CHM) and
twin live fetuses. Our search strategy involved using the keywords “triplet pregnancy” and “complete mole” in PubMed,
Medline, and Google Scholar databases. This search yiclded a total of 89 results. We then applied inclusion criteria,
selecting only studies published in English and cases involving triplet pregnancies with CHM and twin live fetuses. After
analyzing all titles and abstracts, we identified 24 papers covering 25 relevant cases. We extracted and compiled
information regarding patient characteristics, pregnancy details, and outcomes, which is presented in Table 1.

In this article, we report a case of a triplet pregnancy complicated by the presence of a complete hydatidiform mole
and twin live fetuses. Two female infants were successfully delivered via cesarean section at 30 weeks and 5 days of
gestation and have survived to date. Initially, this case was misdiagnosed as a twin pregnancy accompanied by a partial
hydatidiform mole. However, it was only after the delivery of the fetuses and the placenta that the correct diagnosis of
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Table | Summary of Case Reports on Triplet Pregnancies Complicated by Complete Hydatidiform Mole

Case Age | History of Infertility Vaginal Pre- Complications | Delivery (Week) Weight of Pregnancy pGTD | Therapy of pGTD
(yr) | Treatment Bleeding | eclampsia Fetus Outcome
Azuma 24 hMG-hCG + - - Spontaneous Female-235 g Dead - -
etal® abortion at 19 weeks | Female-275 g
Sauerbrei 22 Clomiphene + + Not mentioned | Spontaneous Male-440 g Male- | Dead - -
etal® abortion at 22 weeks | 370 g
Ohmichi 34 hMG-hCG + - - Spontaneous Female- 155 g Dead + 5 courses of Act-D and
et al’ abortion at 17 weeks | Male- 160 g MTX
Van de etal® | 31 GIFT + - - Vaginal delivery at 24 | Male-595 g Male- | Dead - -
weeks 525¢g
Shahabi 25 IVF-ET - - Hyperthyroidism | Induced abortion at Not mentioned Dead + 2 courses of MTX +
etal’ 17 weeks folinic acidand
Shozu 31 IVF-ET + - - Induced abortion at Not mentioned Dead + 6 courses of Act-D and
etal'® 15+4 weeks MTX
Higashino 23 Clomiphene +FSH + - + Hyperthyroidism | Induced abortion at Female- 110 g Dead + 7 courses MTX + 2
etal" hCG 15 weeks Male- 120 g courses of VP
Gray-Henry | 33 Metrodin + hCG + Not - Uterine evacuation at | Not mentioned Dead + B-hCG levels were normal
et al'? mentioned 16 weeks after 6 months
Rajesh 29 - + - - Vaginal delivery at Female-500 g Dead Close Close surveillance of -
etal" 24 weeks Male-560 g Surve- | hCG
illance
of B-
hCG
Amretal | 30 Clomiphene + hCG - - - Delivery at 30 weeks | Female- 1300g Male-Dead - -
Male- 1500g Female-live
Malhotra 29 - + - - Spontaneous Female-270g Dead - -
etal® abortion at 21 weeks | Male-270g
Takagi 37 hMG-hCG - - - Cesarean section at Female-880g Live + 6 courses of MTX
etal'® 28 weeks Male- 1258g
Bovicelli 32 IVF-ET + - - Cesarean section at Female- 1700g Male-Dead - -
etal'’ 31+4 weeks Male- 1640g Female-live
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Ko et al'® 36 IVF-ET Not Not mentioned | Cesarean section at | Fl- 1800g F2- Live - -
mentio- 33 weeks 1860g
ned
SUZUKI 34 Clomiphene + hCG - - Uterine evacuation at | Not mentioned Dead - -
etal' 10 weeks
Yang et al® | 27 Not mentioned + - Cesarean section at Female- 1500g Live Close Close Survei-llance of
31 weeks Male- 1700g Surve- | B-hCG
illance
of B-
hCG
Polonsky 24 Clomiphene + - Uterine evacuation Not mentioned Dead Close Close Survei-llance of
et al?! Surve- | B-hCG
illance
of B-
hCG
Suganya 35 Clomiphene - Hypothyroid Lower segment F1-2010g Live - -
et al*? cesarean section F2-3213g
Jang et al® 32 Intrauterine - - Cesarean section F1- 1490g Fl-Live - -
insemination F2-680g F2-Dead
Siwatch 25 Spontaneous conception | + Hyperthyroidism | Uterine evacuation Not mentioned Dead - -
et al**
Rajasekaran | 37 IVF-ET - - Cesarean section at Female- 1008g Male-Dead - -
etal® 28+2 weeks Male- Not Female-live
mentioned
Sheng etal® | 29 Clomiphene + Hyperthyroidism | Cesarean section at Female- 1230g Live - -
30+ weeks Female-810 g
Shengetal®® | 32 IVF+ICST + Hyperthyroidism | Induced abortion at Not mentioned Dead - -
18+ weeks
Marjorie 32 Clomiphene + + PPROM Cesarean section at F1- 1080g Fl-Live + I month of MTX
et al”’ Intrauterine 27 weeks F2- 1100g F2-Dead
insemination

(Continued)
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Table | (Continued).

Case Age | History of Infertility Vaginal Pre- Complications | Delivery (Week) Weight of Pregnancy pGTD | Therapy of pGTD
(yr) | Treatment Bleeding eclampsia Fetus Outcome

Filomena 37 IVF-ET - - Subclinical TOP Not mentioned Dead + 10 courses of MTX/FA

et al®® hyperthyroidism

Current 28 Clomiphene + + ICP Cesarean section at Female-720 Live + 5 courses of MTX

study 30+ 5 weeks g Female- 1270g

Abbreviations: HCG, human chorionic gonadotropin; hMG, human menopausal gonadotropin; GIFT, gamete intrafallopian transfer; IVF-ET, in vitro fertilisation-embryo transfer; ICST, Intracytoplasmic sperm injection; FSH,

folliclestimulating hormone; PPROM, premature rupture of the membrane; ICP, intrahepatic cholestasis of pregnancy; TOP, Termination of pregnancy; MTX, methotrexate; pGTD, persistent gestational trophoblastic disease; Act-D,
Actinomycin D; VP, Vepeside.
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a triplet pregnancy with a complete hydatidiform mole was confirmed through histopathological and immunohistochem-
ical tests.

Case Report

A 28-year-old Chinese woman, gravida 1, para 0, conceived naturally after ovulation induction with Clomiphene at
a local hospital. Early in her pregnancy, at 7 weeks gestation, she experienced slight vaginal discharge and was
prescribed oral dydrogesterone tablets. After taking the medication for over 3 months, there was no further vaginal
bleeding. A pelvic color Doppler scan confirmed a dichorionic diamniotic twin intrauterine pregnancy. Routine tests,
including liver, kidney, and thyroid function, as well as complete blood counts and urine analysis, were all within normal
limits. At 23+ weeks of gestation, the patient presented to the local hospital with itchy skin. She was diagnosed with
intrahepatic cholestasis of pregnancy (ICP), characterized by elevated total bile acid (TBA) levels of 30.1 umol/L
(normal range: 0—10 umol/L). Treatment included bile acid-lowering agents, liver protection measures, and promotion of
fetal lung maturation, including an adequate course of dexamethasone. During this time, her blood pressure was elevated,
ranging from 138-170/80-103 mmHg (normal range: <140/90mmHg), leading to her transfer to our hospital for specialist
care.

Upon admission to our hospital, relevant tests were repeated. Results showed persistently elevated TBA levels (14.6
umol/L, normal range: 0—10 umol/L), along with raised alanine aminotransferase (ALT: 81 U/L, normal range: 7-40 U/L)
and aspartate aminotransferase (AST: 45 U/L, normal range: 13-35 U/L). Her 24-hour urinary protein was also elevated
at 0.41 g/24h (normal range: <0.15 g/24h). Based on these findings, she was diagnosed with preeclampsia and ICP, and
managed accordingly with antihypertensive and bile acid-lowering therapies. An oral glucose tolerance test (OGTT)
revealed borderline gestational diabetes (5.22-9.78-9.03 mmol/L, normal range: 5.10-10.00-8.50 mmol/L), which was
controlled through dietary modifications and exercise. A subsequent pelvic color Doppler ultrasound scan at our hospital
confirmed the twin pregnancy with two live fetuses. Fetus A appeared to be developmentally appropriate for 23 weeks
and 3 days gestation, while fetus B appeared smaller, consistent with 22 weeks and 6 days gestation. Partial honeycomb-
like changes were noted in the placenta of fetus B (Figure 1), raising concerns about possible mesenchymal dysplasia of
the placenta (PMD) or partial molar pregnancy. Due to the advanced gestational age, it has become very difficult to
accurately distinguish the structure of the placenta and fetal membranes, as well as to confirm the exact number of
fetuses. Amniocentesis was recommended to confirm the diagnosis but was refused by the patient and her family, who
expressed a strong desire to continue the pregnancy.

Figure | (a) Pelvic color Doppler ultrasound scan at 24 weeks revealed molar placenta of fetus B (red arrow). (b) Fetus A appeared to be developmentally appropriate for
23 weeks and 3 days gestation (yellow arrow), fetus B appeared smaller, consistent with 22 weeks and 6 days gestation (green arrow).
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After stabilizing the patient’s blood pressure and bile acid levels, regular prenatal check-ups were scheduled at our
hospital’s outpatient clinic. At 27 weeks and 5 days of gestation, a pelvic color Doppler scan revealed that the ultrasonic
gestational age of fetus B was lagging behind the clinically determined gestational age. Furthermore, there were
concerning findings of an elevated cardiothoracic ratio and partial honeycomb-like alterations in the placenta.
A notable weight discrepancy of 14% between the twins was also observed. The patient was thoroughly counseled
about the potential complications related to a suspected molar pregnancy. This included information about the risk of
excessive bleeding, the possibility of early pregnancy termination, the risk of metastasis (particularly in the case of
a complete molar pregnancy), the potential need for chemotherapy if a molar gestation was confirmed, and the risk of an
abnormal fetal karyotype if it was a partial mole. Furthermore, we emphasized the importance of close follow-up and
monitoring, even after delivery, due to the risk of persistent trophoblastic disease. We strongly recommended amniocent-
esis again to confirm the diagnosis and obtain crucial genetic information. However, despite our detailed explanation of
the benefits and risks, the patient and her family still declined the procedure.

At 29 weeks gestation, the patient was readmitted to the hospital with worsening generalized pruritus. She did not
experience nausea, vomiting, scleral or skin jaundice, abdominal pain, or vaginal bleeding. Her liver function tests
showed elevated levels of ALT (238 U/L, normal range: 7-40 U/L), AST (117 U/L, normal range: 13-35 U/L), and TBA
(51.4 umol/L, normal range: 0—10 umol/L). The patient’s 24-hour urinary protein level was 3.39 g/24h, which is
significantly higher than the reference range of <0.15 g/24h. Throughout her hospital stay, her blood pressure fluctuated
between 121-180/69-81 mmHg (normal range: <140/90mmHg). Due to ultrasonographic indications of intermittent
absent end-diastolic flow in the umbilical artery of the smaller fetus and a decreased pulsatility index (PI) in the middle
cerebral artery, which raised concerns about fetal intrauterine distress, the decision was made to perform a cesarean
section at 30 weeks and 5 days of gestation. The procedure was successful with an estimated blood loss of approximately
420mL, and two female infants were delivered. One infant, weighing 720g, had an Apgar score of 9-9-10, while the
other, weighing 1270g, had an Apgar score of 10—10-10.

Following their birth, both premature infants, one larger and one smaller, exhibited tachypnea and inspiratory three
concave signs at 35 and 31 minutes post-birth, respectively. They were admitted to neonatal intensive care, where they
survived for durations of 15 days and 20 days. During their hospital stay, both infants received extensive examinations,
including blood tests, imaging studies, and various screenings. The larger newborn was diagnosed with respiratory issues
and hyperbilirubinemia, while the smaller one was found to have wet lung, multiple metabolic disturbances, and an
elevated Thyroid-Stimulating Hormone (TSH) level. Fortunately, both infants’ hearing, vision, metabolic, neuromotor,
and electroencephalogram tests were normal. The larger infant was discharged after 5 weeks, while the smaller infant
was discharged after 9 weeks. After six months, both infants demonstrated healthy growth; the smaller infant’s thyroid
levels normalized with Euthyrox treatment, and both continued to have a persistent patent foramen ovale that requires
ongoing observation.

After delivery, histopathological and immunohistochemical examinations were performed on the placenta. Gross
examination revealed a fused placenta with two umbilical cords attached, with localised vesicular changes and a pile of
scattered vesicular tissue (Figure 2). Microscopically, villis were highly oedematous, central cysts were formed and
trophoblastic cells proliferated massively. The immunohistochemical staining results were as follows: both villous
interstitial cells and cytotrophoblastic cells in the vesicular areas tested negative for P57 (Figure 3), while Ki67 positivity
exceeded 80%, aligning with a diagnosis of a complete hydatidiform mole. Given the discrepancy with the pelvic color
Doppler ultrasound findings, we conducted additional staining for P57 and Ki67 on several sections, which confirmed the
initial results. Subsequently, chromosomal analysis of the fetus was performed, revealing a karyotype of 46XX. Based on
these findings, it was concluded that the patient had a triplet pregnancy complicated by a complete hydatidiform mole,
and that earlier ultrasound examinations may have overlooked this diagnosis.

The patient presented with postpartum vaginal bleeding lasting over 30 days. Serum B-human chorionic gonadotropin (B-
HCGQG) levels were abnormally high, measuring 7046.4 mIU/mL one week postpartum (normal range: < 5.0 mIU/mL). Two
weeks later, the level decreased to 2631.0 mIU/mL, but rose slightly to 2837.2 mIU/mL three weeks postpartum. Imaging
studies, including a chest X-ray and computed tomography scan, revealed multiple lung lesions up to 1.0 cm in size. However,
a cranial magnetic resonance imaging (MRI) showed no abnormalities. Based on the clinical history and test results, a diagnosis
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Figure 2 Gross examination: revealed a fused placenta with two umbilical cords attached, with localised vesicular changes and a pile of scattered vesicular tissue (red arrow)
(H&E, x400).

Figure 3 (a) Microscopic examination: villis were highly oedematous, central cysts were formed and trophoblastic cells proliferated massively (red arrow). (b) The
immunohistochemical staining result: both villous interstitial cells and cytotrophoblastic cells in the vesicular areas tested negative for P57 (green arrow).

of invasive mole with lung metastases was made, with a Federation International of Gynecology and Obstetrics (FIGO) score of 1
point. Following one course of treatment of methotrexate (MTX), the B-HCG level dropped significantly to 1236.7 mIU/mL.
After two courses, it further decreased to 136.1 mIU/mL, and after three courses, it reached 4.8 mIU/mL. Five days subsequent to
the last measurement, B-HCG levels dropped to 2 mIU/mL. The patient continued to receive consolidation therapy for two
additional courses, and responded well to the chemotherapy. She has remained in remission for six months, indicating successful
treatment and good prognosis.
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Discussion

The coexistence of hydatidiform mole with viable fetuses in multiple pregnancies is an exceptionally rare phenomenon,
often linked to infertility treatments such as ovulation induction with clomiphene citrate and/or hmg-hcg, as well as
advanced reproductive technologies like gamete intrafallopian transfer (GIFT) and in vitro fertilisation-embryo transfer
(IVFET).?” This complex condition can manifest as either a complete or partial hydatidiform mole. Approximately 80%
of complete hydatidiform moles are homozygous for 46XX, arising either from the duplication of a haploid genome after
the fertilization of an egg that has lost its maternal chromosomes during meiosis by a single sperm, or from the
diploidization of a triploid zygote.”’ " Conversely, about 20% result from the fertilization of a single oocyte by two
sperms, potentially leading to karyotypes of 46XX or 46XY. Notably, the nuclear DNA of these moles predominantly
originates from the paternal side, indicating a predominantly male origin. Chromosomal investigations of unfertilized
oocytes and abnormal zygotes following in vitro fertilization have revealed that disruptions in the meiotic process can
give rise to chromosomal abnormalities, ultimately leading to the formation of complete hydatidiform moles from the
zygote.*? Furthermore, it has been hypothesized that ovulation induction, which may result in the production of immature
oocytes, could contribute to the development of hydatidiform moles. Specifically, the use of medications like clomiphene
or gonadotropins to stimulate the growth of multiple follicles during the treatment of anovulation might increase the
likelihood of a nuclear empty oocyte production.’

The rarity of triplet pregnancies complicated by complete hydatidiform mole (CHM) with coexisting fetuses poses
significant diagnostic challenges. Previous studies have primarily relied on retrospective case analyses, often utilizing
histopathological examinations or fetal karyotyping for differential diagnosis. While modern ultrasound technology
offers the potential for early detection, accurate diagnosis can be confounded by its similarity to other conditions,
such as early miscarriage or subchorionic hematoma. When placental polycystic changes are identified, careful differ-
entiation is required to distinguish between various conditions, including twin pregnancies complicated by partial or
complete hydatidiform mole, PMD, placental chorionic hemangioma, subchorionic hematoma, and chromosomal tris-
omy. The ultrasonographic appearance of hydatidiform mole and PMD can be particularly similar, further complicating
diagnosis. Although PMD typically exhibits a “stained glass” sign, this characteristic may not always be present due to
decreased blood flow within the dilated and dysplastic villi. Additionally, elevated serum B-hCG levels are observed in
38% of preterm infants, adding another layer of complexity to the diagnostic process.”*~*

MRI may provide valuable adjunctive information in later stages of pregnancy, as it can more clearly delineate the
relationship between vesicular tissue and normal anatomic structures. CHMCEF is typically located outside the gestational
sac and associated with intra-and/or extra-lesional hemorrhage, whereas PMD is located within the gestational sac and is
not associated with hemorrhage. Therefore, the integration of MRI with traditional diagnostic methods may aid in
distinguishing PMD from CHMCEF based on disease location. Furthermore, elevated serum alpha-fetoprotein (a-AFP)
levels are often associated with PMD, a finding not typically observed in other conditions.

Distinguishing CHMCEF and partial hydatidiform mole coexisting with a live fetus (PHMCEF) in the prenatal period
can be particularly challenging and may only be definitively diagnosed postnatally or following pregnancy termination.
Complete hydatidiform mole pregnancies are characterized by marked cystic changes and mass formation; while partial
mole pregnancies typically present with milder cystic placental changes that may not be sufficient for ultrasound
diagnosis. Partial molar pregnancies may also be associated with a fetus; however, fetal tissue is often triploid, and
over 92% of cases exhibit fetal malformations on ultrasound. Prenatal diagnosis by chorionic villus sampling (CVS) or
amniotic fluid testing (AFT) is the most effective means of confirming fetal malformations. However, due to the invasive
nature of these procedures and the increased risk of fetal loss, they should be carefully considered and discussed with the
patient in this high-risk population. Thorough ultrasound examination can aid in the identification of triploid fetuses.

Complete hydatidiform mole coexisting with a fetus appears to significantly elevate the risk of adverse perinatal
outcomes, particularly diminished pregnancy success rates and heightened chances of preterm birth. The survival rate of
fetuses delivered from twin pregnancies complicated by a molar pregnancy is less than 50%.? However, specific data on
triplet pregnancies remains murky due to their rarity. A review of the literature revealed 25 reported cases of triplet
pregnancies with a complete hydatidiform mole. Of these, 16 chose to continue the pregnancy, resulting in 4 miscarriages
(25%) before 24 weeks. Ten cases successfully delivered two infants, with a live birth rate of 40%, all before 34 weeks’
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gestation, ranging from 28 to 33 weeks. Half of these cases had one surviving fetus, while the other half had both fetuses
surviving. Tragically, 2 cases resulted in the death of both infants at 24 weeks’ gestation. In our instance, however, the
mother successfully gave birth to two female infants at 30+5 weeks, who have since thrived. In contrast, twin and triplet
pregnancies without a coexisting molar pregnancy typically have an average gestational age of 36 weeks and 32 weeks,
respectively.”® Therefore, gestational age at delivery emerges as a critical factor in pregnancy management, particularly
in cases where a molar pregnancy is present.

Multiple pregnancies complicated by a hydatidiform mole and coexisting fetuses pose a significant risk of fetal
malformations and intrauterine growth restriction. As highlighted in a recent review by Libretti et al,*> ultrasonography
combined with serial scans is imperative to rule out congenital abnormalities in the living fetus. These scans should be
conducted at regular intervals of at least every 2-3 weeks to closely monitor fetal development. However, in this
particular case, reliable data could not be gathered before the 23rd week of gestation. From the 23rd week onwards, we
conducted regular ultrasound scans to monitor fetal growth. We have compiled the Estimated Fetal Weight (EFW) data
for both fetuses, which demonstrates a growing discrepancy between the larger and smaller fetus. Consequently,
significant intrauterine growth restriction was evident in the smaller fetus after the 27th week of gestation. This condition
can be associated with serious complications, such as refractory vaginal bleeding, hyperemesis gravidarum, early-onset
pre-eclampsia, hyperthyroidism, and persistent gestational trophoblastic disease.

Vaginal bleeding is particularly prevalent in molar pregnancies, primarily resulting from shallow placental implanta-
tion and the premature entry of maternal blood into the villous space.’®>” Prolonged and excessive vaginal bleeding can
lead to severe maternal anemia, a condition that is especially common in cases of complete hydatidiform mole.
Furthermore, vaginal bleeding can cause focal inflammation, which also increases the risk of preterm birth. In a meta-
analysis of twin pregnancies complicated by complete hydatidiform mole, over 70% of patients experienced vaginal
bleeding of varying degrees, which contributed to the elevated rate of premature births. While the risk of hyperthyroidism
appears to be relatively lower, at approximately 23.3%, it is nonetheless associated with exceptionally high levels of
maternal serum hCG, which can reach up to 200 times the median for normal gestational age.! Among reported cases of
triplet pregnancies with molar pregnancies, 15 cases (60%) presented with vaginal bleeding, and 6 cases (24%)
developed hyperthyroidism. In our specific case, vaginal bleeding occurred at 7 weeks of gestation but was successfully
controlled following oral administration of dydrogesterone.

Early-onset preeclampsia and eclampsia are recognized complications of molar pregnancies, particularly in nullipar-
ous or older mothers.”® Additionally, women with higher pre-ovulatory p-hCG levels face an elevated risk of developing
persistent preeclampsia and gestational trophoblastic neoplasia. Therefore, continuous f-hCG monitoring and ultrasound
examinations are essential, not only throughout pregnancy but also postpartum, to detect early signs of progression or
metastasis.'® A retrospective study reported that while the incidence of preeclampsia in normal twin pregnancies was
11.8%, it rose to 21.9% in twin pregnancies complicated by complete hydatidiform mole." Two literature reviews by
Sukasi et al and Lin et al further indicate that the incidence of preeclampsia in twin pregnancies with complete
hydatidiform mole can range from 20% to 30%.>° However, the precise rate of preeclampsia in triplet pregnancies
with complete hydatidiform mole remains unknown, with four cases (16%) reported in the literature developing
preeclampsia. Our case presented with severe preeclampsia at 23+5 weeks gestation, potentially attributed to early
delivery at 30+5 weeks resulting from placental insufficiency, gestational diabetes (GDM) inducing inflammation and
cellular harm, and molar pregnancy disrupting placental function and elevating sFlt-1 levels.*’

Molar pregnancy accompanied by preeclampsia is clinically aggressive, leading some experts to recommend
immediate pregnancy termination. Other indications for termination include refractory vaginal bleeding, severe hyper-
emesis gravidarum, hyperthyroidism, or trophoblastic embolism. Nevertheless, there are documented instances of
successful management of these complications leading to uneventful deliveries, suggesting that expectant management
may be a viable option, especially for women who have experienced infertility for many years.

ICP is a liver condition that frequently arises during gestation, affecting approximately 1.5-4% of healthy
pregnancies.*' Its precise etiology remains elusive and may encompass genetic, hormonal, and environmental
components. ICP is more prevalent among women with multiple pregnancies and typically resolves spontaneously
post-delivery. However, in 45-90% of subsequent pregnancies, the condition tends to recur in a more severe
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manifestation.*” Elevated bile acids, often observed in women undergoing assisted reproductive therapy, may
contribute to the increased incidence of ICP.** Notably, among reported cases of triplet pregnancies complicated
by complete hydatidiform mole and coexisting fetuses, ICP has not been previously documented as a complication.
In the present case, the pregnant woman developed ICP at 23+5 weeks of gestation and later experienced a more
pronounced recurrence. Potential maternal outcomes for her include preeclampsia and gestational diabetes.

The increased risk of pGTD is another important consideration with this particular type of pregnancy. While pGTD
can arise after any pregnancy, its likelihood increases significantly following a molar pregnancy when compared to
a normal gestation. Compared to singleton pregnancies with CHM, the risk of pGTD may be even higher in multiple
pregnancies, although reported incidence rates vary. One study showed that approximately 54.55% of CHMCF in twin
pregnancies developed into pGTD;** One retrospective study of 14 cases of CHMCF reported that 50% of cases
progressed to gestational trophoblastic neoplasia (GTN);* another meta-analysis showed that approximately 34% of
CHMCF in twin pregnancies were diagnosed with GTN postpartum.’ These discrepancies may be due to variations in
study size, selection bias and disease classification. Among the cases reviewed, approximately 8 cases (32%) developed
pGTD, with two cases also exhibiting lung metastases. One pregnancy was terminated at 17 weeks, while another
underwent a caesarean section at 28+3 weeks due to severe uterine contractions. Our case, however, resulted in
a successful delivery at 30+5 weeks with no maternal deaths reported.

According to the FIGO criteria for diagnosis of pGTD: (1) Plateau of B-HCG lasting for four measurements over
a period of 3 weeks or longer (days 1, 7, 14, and 21); (2) Rise in B-HCG for three consecutive weekly
measurements over at least a period of 2 weeks or more (days 1, 7, 14); (3) B-HCG levels remaining elevated
over a period of 6 months or longer, Our case was also diagnosed with GTN with pulmonary metastases after
delivery, and the condition was well controlled after treatment. The incidence of pGTD is not influenced by whether
the pregnancy is spontaneously terminated, treated, or allowed to continue to term, nor is it associated with the
gestational age at termination or delivery.' Favorable outcomes are often associated with factors such as lower HCG
levels, later gestational age at diagnosis, and the absence of prenatal complications.”*® Faced with the dilemma of
continuing or terminating the pregnancy, especially for mothers who have a strong desire to have children, some
scholars suggest that pregnancy should be terminated only in the presence of severe maternal complications*’ or
fetal malformations incompatible with long-term survival, such as extreme oligohydramnios or triploidy.***° While
complete hydatidiform molar pregnancies carry a higher risk of invasive trophoblastic disease for the mother, they
also present an opportunity for the delivery of healthy newborns, as evidenced by numerous successful delivery
cases.

Recent advancements in the management and therapeutic strategies for recurrent hydatidiform moles have been
highlighted in a case report by Riccio et al,>® which underscores the clinical challenges associated with this condition.
Although multiple pregnancy with hydatidiform mole and recurrent hydatidiform mole are different types of abnormal
pregnancies, they share certain commonalities in management and treatment strategies, particularly in terms of genetic
counseling, early diagnosis, personalized treatment, and fertility guidance. Their research provides valuable insights and
the latest information for the current practice of managing such cases.

Conclusion

In conclusion, our report describes a rare case of a triplet pregnancy with a complete hydatidiform mole and two
viable fetuses. Although the advent and use of assisted reproductive technologies have slightly increased the
incidence of such complex cases, they remain extremely rare. We have gained valuable insights and recommenda-
tions from reviewing previous reports. Accurate diagnosis and effective treatment are critical to the management of
this unique condition, and further case studies are warranted to enhance our understanding. The decision to continue
pregnancy requires a comprehensive consultation process with the patient, taking into account the potential for live
birth, the risks of associated pregnancy complications, the likelihood of developing gestational trophoblastic
neoplasia, and the possibility of requiring post-pregnancy chemotherapy, followed by personalized management
plan.
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