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Abstract: Hydatidiform mole (HM) is an aberrant pregnancy characterized by atypical trophoblastic hyperplasia, hydropic chorionic villi, and
deprived fetal development. There are two types of HM, ie, complete (CHM) and partial (PHM). Both CHM and PHM can recur; however, the
recurrence of PHM is very scarce compared to CHM. In this report, we present a case of a 33-year-old woman with recurrent PHM for 7 times
without any normal pregnancy in-between. PHM was determined by histology examination. The patient underwent suction curettage and was
followed up with serial B-hCG levels. Recurrent PHM, although rare, is associated with an increased incidence of malignancy. A series of
clinical and B-hCG evaluation should be warranted because of the possibility of gestational trophoblastic neoplasia development.
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Introduction

Molar pregnancy, also known as hydatidiform mole (HM), is an abnormal pregnancy characterized by hydropic chorionic
villi, atypical trophoblastic hyperplasia, and stunted fetal growth." HM can be categorized into complete (CHM) or
partial (PHM). CHM is usually diploid, without the presence of fetal tissue, and tends to have very high levels of serum
beta-human chorionic gonadotrophin (B-hCG). In contrast, PHM is typically triploid, with the presence of fetal tissue,
and the B-hCG serum level tends to be within the normal range for the gestational age or even lower.”

The incidence of HM varies according to ethnic group. In developed countries such as England, HM occurs in 1-3
pregnancies out of 1000 pregnancies, whereas, in Japan, it occurs in 1 out of 500 pregnancies.3’4 Indonesia has a fairly high
incidence of HM, ie, 1 in 80 pregnancies.* Some of the risk factors considered to be associated with the incidence of HM are
extreme maternal age, diet, gravidity, and contraception use.’

The risk of HM in subsequent pregnancies is known to increase in cases of previous HM. Recurrences occur in 1.3%
to 2% of women who have had HM and rise to 15% in women who have had two consecutive HM.® HM can occur
repeatedly in cases of CHM or PHM. However, women who experience more than 2 recurrent molar pregnancies usually
have the complete type.® In this report, we present a case of PHM that was recurred consecutively for 7 times, without

any normal pregnancy or spontaneous abortion in-between.

Case Description

A 33-year-old woman came to the outpatient clinic with chief complaints of late menstruation and positive -hCG test. This was
the seventh pregnancy, and the gestational age was approximately 10 weeks based on the last menstrual period. The patient had
history of recurrent PHM 6 times before. The first PHM occurred when the patient was 25 years old. At that time, the patient
underwent suction curettage on 14 weeks of pregnancies. The diagnosis of PHM was established by histological evaluation
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where a partial mole with over-proliferation of trophoblast cells was found. The results of the f-hCG examination returned to
normal following curettage. The second, third, and fourth pregnancies also turned out to be PHM, and the patient underwent
suction curettage to remove the PHM. The B-hCG was also high in the beginning and returned to normal after the curettage
procedure was performed.

On the fifth pregnancy, an ultrasound examination at 8 weeks gestation showed an abnormal gestational sac with aberrant
morphology. The suction curettage was performed, and PHM was diagnosed based on the histology evaluation. In this
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Figure | The USG examination before curettage. (A) An enlarged uterus filled with a heterogeneous mass and multiple anechoic spaces implied a snowstorm appearance;
(B) lutein cyst; (C) fibroid.
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pregnancy, the B-hCG initially decreased but increased again after 3 months. Based on this, the patient was diagnosed with
Gestational Trophoblastic Neoplasia stage I and treated with methotrexate 50 mg for 3 cycles. Two months afterwards, the -
hCG was surge above the limit of quantification (>300,000 milli-international units per milliliter). The patient was then treated
with 6 cycles of EMACO (Etoposide, Methotrexate, Actinomycin D, Cyclophosphamide and Vincristine) chemotherapy and

Figure 2 Histological evaluation on current (7th) pregnancy. (A) Partial mole. (*) p57 immunostaining shows nuclear staining in villous stromal cells and cytotrophoblast; (**)
Decidua tissue as positive control (100x); (B) p57 immunostaining shows nuclear staining in villous stromal cells (black arrow) and cytotrophoblast (white arrow).
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Figure 3 Timeline of the patient.

followed by 2 cycles of consolidating chemotherapy. Follow-up evaluation five months after treatment revealed that the p-
hCG level was within the normal limit. Two years later, the patient was pregnant for the sixth time, and again the patient had to
undergo curettage because of the abnormal finding from the USG, which then revealed to be a recurrent PHM.

None of the family members had ever been diagnosed with PHM. In the current pregnancy, USG evaluation showed
a snowstorm appearance with enlarged uterus (Figure 1). Based on that, the patient was suspected to have a recurrent PHM.
The patient then underwent a curettage procedure. Histological evaluation afterwards confirmed the diagnosis of PHM
(Figure 2). Patient’s genetic could not be assessed because it was not covered by the patient’s medical insurance and the patient
did not want to pay using her own money. The patient was then advised to undergo in-vitro fertilization (IVF) procedure to
avoid the recurrence of PHM again in the future, but the patient refused. The timeline of this case is presented in Figure 3.

Discussion

The prevalence of recurrent HM varies between countries. In Western countries, approximately 1% to 2% of patients
with HM develop the second one.” In the Middle Eastern region, the prevalence of recurrent HM is reported to be higher
than in Western countries, with the recurrent rates ranging between 2.5% and 9.4%.%

Women with histologically confirmed PHM are at risk of recurrent HM in a subsequent pregnancy. If this occurs,
most cases will be of the same type of HM as in the previous pregnancy. The recurrence of PHM for the subsequent
pregnancy has been reported to be approximately 1.7%.° We performed a literature search on PubMed without
a publication year limit on 1 September 2023 using the following search terms: (“hydatidiform mole” OR “molar
pregnancy”) AND “recurrent” AND “partial”’. The inclusion criteria were as follows: (1) Case report or series, (2)
confirmed PHM based on the histology evaluation, (3) the recurrence occurs in at least 3 consecutive pregnancies. Non-
English language publications were excluded. From the search, we found 4 reported cases; however, none of the reported
cases had the number of recurrence as high as our patient (Table 1).°'?

The pathophysiology of HM is related to abnormality of trophoblastic proliferation in the formation of the placenta.
However, there is no definitive cause of this abnormality of trophoblastic proliferation. Nevertheless, a genetic mutation
is strongly suspected to be the cause of HM. CHM occurs in about 75% of HM and usually had a diploid androgenetic

Table | Reported Recurrent Partial Hydatidiform Mole from the Literature

Author Year Country Number of
Molar Pregnancy
Narayan et al’ 1992 United Kingdom 4
Helwani et al'? 1996 Lebanon 4
Koc et al'® 2006 Turkey 3
Sarkar et al'' 2022 United Kingdom 3
Present case 2023 Indonesia 7
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with a karyotype of 46 XX that comes only from the father. There are also those who argue that a CHM occurs as a result
of fertilization of an empty ovum with diploid sperm, whereas PHM occurs due to fertilization of haploid ovum and
diploid sperm. Because of that, the karyotype of PHM is usually 46, XXY or 46, XXX."

It was suggested that defective oocytes are responsible for the recurrence of HM.'* The concentrations of certain
coagulation factors are altered in women with HM compared to normal pregnancies. Specifically, higher concentrations of
fibrinogen degradation products and fibrinogen factor VII are observed in women with HM. On other hand, the concentrations
of prothrombin, plasminogen, factor X, and plasminogen activator are lower in women with HM compared to normal
pregnancies. Hypercoagulability refers to an increased tendency of the blood to clot, often observed in women with HM due to
a decrease in platelet count. It will contribute to an increased risk of clot formation in the blood vessels.'”

In patients with family history of recurrent HM, autosomal recessive genetic defects are suspected. This suggest that
certain genetic factors inherited from both parents might contribute to the occurrence of HM in some cases. Partial
hydatidiform moles are characterized by having one set of maternal chromosomes and two sets of paternal chromosomes.
This genetic configuration can lead to an abnormal embryonic development and the formation of a partial mole."®

The treatment approach for molar pregnancies mainly depends on whether the patients wish to preserve their fertility.
In patients who still desire to have children in the future, the treatment is by evacuating the molar pregnancy by suction
and curettage. For patients who have no desire to be pregnant, a hysterectomy is the treatment option since this procedure
eliminates the risk of future molar pregnancies.

For patients who undergo suction and curettage, a serial measurement of $-hCG levels should be done to monitor the
patient’s recovery and detect the occurrence of persistent gestational trophoblast (PTG) after molar pregnancy evacua-
tion. It is because the PTG has the potential to become gestational trophoblastic neoplasia (GTN). In majority of cases, -
hCG levels will return to normal levels within 2 months after the evacuation procedure. However, approximately 1-5%
of patients with PHM will develop persistent disease that requires further treatment.'’

Assisted reproductive technology such as IVF is considered to be one of the options for patients with recurrent HM.'?
Genetic analysis will be carried out on sperm cells, ovum and embryos before the implantation process. Some experts
suggest that in cases with RHM it is necessary to do DNA testing if there is a genetic mutation in NLRP7 or KHDC3L,
then oocyte donation needs to be done to increase the chances of a normal pregnancy.'® It is because genetic mutations of
NLRP7 and KHDC3L are considered to have a role in the occurrence of increased incidence of RHM.®*'?

Conclusions
The incidence of recurrent PHM is rare. When this occurs, counseling should be given to the patients to select for other
fertilization methods in order to prevent recurrent PHM and to be able to have a normal pregnancy.

Informed Consent Statement

The patient has been given an explanation regarding the details of the case and pictures which will be published in the
case report. Institutional approval was waived because this was a case report and the patient has given consent to be
published in the report.
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