obstetrics

Mona Akad"”, Abstract Rezumat
Razvan
Socolov'?, Introduction. Hydatidiform mple, also known as mp/ar Introdvucere. MoIfJ hidati)formd, cynosgutd drept sg(cind
Raluca Bilan" pregnancy, represents a gestational trophoblastic disease molard, reprezintd o boald gestationald trofoblasticd cu
. ) that originates in the placental tissue and has the capacity punct de plecare placentar si capacitate de metastazare.
Diana Popovici'?, of producing metastasis. Hydatidiform mole can be divi- In cazul molelor complete, nivelul de beta-HCG este mult
Eduard ded into two specific types: complete and partial mole. crescut, iar cariotipul este reprezentat in 90% din cazuri
Crauciuc'?, Complete hydatidiform mole is characterized by high levels de 46XX siin 10% din cazuri de 46XY. Molele partiale au
Roxana Covali'?, of bgra—HCG andin 9Q% of cases it has a 46XX karyotype, de obic'ei un .cariotip z:riploid, f1e l’lel/ 6?XX)_( sau 69XXY. o
Fawzy Aka FiE) while the other 10% is represented by a 46XY karyotype. Materiale si metoda. O pacientd in varstd de 20 de ani, din
! Partial hydatidiform moles usually have a 69XXX or 69XXY mediul rural, s-a internat prin transfer in cadrul Spitalului
Tudor karyotype. Materials and method. A 20-year-old female Clinic de Obstetricd si Ginecologie ,Elena Doamna?, lasi, in
Bu;ureanu“, patient presented to the “Elena Doamna” Clinical Hospital aprilie 2023, cu diagnosticul de sarcind molard, hemoragie,
Ana-Maria of Obstetrics and Gynecology, lasi, by transfer from another anemie severd si uter dublu cicatricial. La examinarea
Apetrei'?, medical care unit, in April 2023, with tlje diagnqsis of molar clinicd se o.b.servﬁ uterul mdrit de volum pand in etajul
Alina Andriuc’ pregnancy, hemorrhage, severe anemia, and with two cae- supraombilical, iar la palpare abdomenul este ocupat de
4 sareans in her medical history. The clinical examination re- o formatiune ovoidald, netedd, regulatd, cu axul mare
Demetra Socolov vealed an enlarged uterus surpassing the umbilicus,and at | longitudinal ce se intinde pdnd la 2-3 cm supraombilical.
1. “Elena Doamna” Clinical abdominal palpation, a large, ovoidal, smooth mass could Examenul ecografic a completat diagnosticul de mold
”“’PZ:;“GZZ’;‘;I;Z;’ be felt, with its longitudinal axis surpassing the umbilicus hidatiformd completd. S-a practicat evacuarea sarcinii prin
lasi, Romania with 2-3 cm. Pelvic ultrasound examination suggested the aspiratia cavitdtii uterine sub ghidaj ecografic si perfuzie
2.“GrigoreT. Popa” University diagnosis of complete hydatidiform mole. The evacuation of | ocitocicd. Rezultate. Evolutia pacientei a fost favorabild,
of Medicine and Pharmacy, the pregnancy was performed by aspiration of the uterine ecogradfia postinterventionald pundnd diagnosticul de
lagi, Romania cavity under ultrasound guidance, and with continuous uter gol si sindrom de hiperstimulare ovariand. Rezultatul
Corresponding author: intravenous administration of oxitocine. Results. The anatomopatologic a confirmat diagnosticul. Concluzii.
i Sj?ééj’“;;f;']"@v) patient had a favorable evolution, the post-surgery pelvic Cazul a avut o evolutie favorabild, insd urmdrirea pacientei
qmailcom ultrasound showing an empty uterus, accompanied pe termen lung a fost dificild. Particularitatea cazului
by an ovarian hyperstimulation syndrome. The results constd in evolutia indelungatd a acestui tip de sarcind fard
from the pathological anatomy examination confirmed simptomatologie, pand la momentul primei prezentdri
our diagnosis. Conclusions. This case had a favorable la unitatea de primiri urgente, pentru sdngerare pe cdile
evolution, but the patient’s follow-up was difficult. The genitale externe.
particularity of this case consists in its prolonged evolution Cuvinte-cheie: mold hidatiformd, metotrexat, ecografie
without symptomes, this being the first medical consultation pelviana

A rare case of complete
hydatidiform mole
with prolonged evolution -
clinical case

throughout patient’s entire pregnancy.
Keywords: hydatidiform mole, methotrexate, pelvic

ultrasound
Submission date: 5 hid At 5 5 in % 5
s Un caz rar de mold hidatiformd completa cu evolutie indelungatd -
A date: P-4
s prezentare clinica
Suggested citation for this article: Akad M, Socolov R, Bdlan R, Popovici D, CrauciucE, Covali R, Akad F, Butureanu T, Apetrei AM, Andriucd A, Socolov D. A rare case
of complete hydatidiform mole with prolonged evolution — clinical case. Ginecologia.ro. 2023;41(3):20-24.
Introduction the capacity of producing metastasis. Other forms of

Hydatidiform mole, also known as molar pregnancy,
represents a subcategory of trophoblastic gestational
disease which originates in the placental tissue and has

gestational trophoblastic disease are represented by
the gestational choriocarcinoma, with high potential of
metastasizing and mostly malignant, or the placental
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site trophoblastic tumor. Hydatidiform mole can be
divided into two types: complete or partial mole®?.
The complete form is more frequently encountered,;
they are typically diploid forms and are accompanied
by higher levels of beta-HCG. Karyotype is in 90% of
cases 46XX, and in 10% of cases, 46XY. This type of
pregnancy appears when an oocyte without genetic
material is fertilized by two spermatozoa or by hap-
loid spermatozoa that doubles its own genetic mate-
rial. When it comes to partial mole, the karyotype is
in 90% of cases triploid, type 69XXX or 69XXY, this
type appearing when a haploid oocyte is fertilized by
a spermatozoa that doubles its own genetic material or
by two spermatozoa®?. The risk factors identified for
this pathology are related to the extreme ages of the
patient, ethnic factors or a medical history of molar
pregnancies. One study performed by Kohorn et al.
compared the risk of developing gestational tropho-
blastic disease among patients with ages from 21 to
35 years old and in patients older than 35 years of age
or younger than 21 years old, and concluded that pa-
tients with ages between 21 and 35 years old have lower
chances of developing this disease. Among conclusions,
the authors stated that, for patients older than 40, the
risk is 7.5 times higher®.

Epidemiological studies reported a high variability for
molar pregnancy. The highest incidences were identified
in Japan and South-East Asia, reporting two cases at
1000 pregnancies. In the United States of America, an
incidence of 1 in 600 therapeutic interruption of preg-
nancies and an incidence of 1 in 1500 pregnancies have
been reported. Approximately 20% of these patients will
show a progression towards malignancy, needing chemo-
therapy after the evacuation of the molar pregnancy. In
USA, choriocarcinoma develops in 1 of 20,000-40,000
pregnancies, of which half appear after pregnancies
that developed to term. A quarter appear after molar
pregnancies, and another quarter appear after other
trophoblastic maladies®.

Hydatidiform mole is characterized by an excessive
development of the villous trophoblastic tissue. The
macroscopic aspect of this tissue can be differentiated
starting with the second trimester, due to its multiple
cystic aspect similar to a cluster of grapes. In partial
molar pregnancy, the diagnosis is confirmed by the fe-
tal or embryo presence or just tissues of this origin, in
comparison with complete molar pregnancy where fetal
or embryonic tissue is absent®.

With the development of the ultrasound examina-
tion, molar pregnancy diagnosis began to be suspected
with the early stages of pregnancy, from the first trimes-
ter. The most frequent symptom is represented by bleed-
ing through external genital tract in the first trimester,
followed by hyperemesis gravidarum due to high levels of
beta-HCG. Patients who perform their first obstetrical
consultation later in pregnancy can even present the
elimination of trophoblastic tissue through the inferior
genital tract, looking like a bunch of grapes. Between 14
and 16 weeks of pregnancy, signs of hyperthyroidism
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such as tremor or tachycardia can be frequently ob-
served, due to the molecular similarity between HCG
and thyroid hormones. At 20 weeks of pregnancy and
even later, specific signs of preeclampsia can appear and
they can be associated with respiratory distress due to
embolism of the trophoblastic tissue.

An important feature observed in more than 50% of
complete molar pregnancy is the discrepancy between
the high uterine volume compared with the lower ges-
tational age, contrary to partial molar pregnancy that
shows a smaller uterine volume compared with the ap-
proximated gestational age™?.

Pelvic ultrasound represents the gold standard, being
anoninvasive technique of diagnosis. The specific image
we expect to encounter is one of a bunch of grapes, but
sometimes it can be difficult to assess such an image
during the first trimester. Contrary to the accessibility
given by ultrasound examination, most molar pregnan-
cies that end up in spontaneous abortion during the
first trimester have their diagnosis confirmed only by
results from the anatomical pathology examination of
the intrauterine obtained tissue®?.

The first line of treatment consists in dilatation and
evacuation of the uterine cavity with the help of ultra-
sound guidance and with intravenous perfusion with
oxytocin. When it comes to patients who no longer desire
pregnancies, hysterectomy represents an option. Medi-
cal treatment is still controversial and too little studied
to be implemented. Intravenous perfusion with oxytocin
during evacuation of pregnancy is constantly used, but
the risk of positively influencing the rates of metastasiz-
ing should be taken in consideration®?'%.

All patients with molar pregnancies need a thorough
checkup for beta-HCG values after the surgical interven-
tion, in order to early identify the development of post-
molar gestational trophoblastic neoplasia. According
to the American College of Obstetrics and Gynecology,
beta-HCG values monitoring consists in weekly dos-
age until undetectable values and which remain so for
three weeks. Afterwards, beta-HCG should be checked
monthly for six months; if it remains undetectable, the
patient can try to obtain a new pregnancy.

If after the evacuation the beta-HCG values remain
high or increase through a period of a couple of weeks,
then the diagnosis of gestational trophoblastic neopla-
sia is imposed. The diagnosis is assessed with the help
of FIGO criteria, as it follows: beta-HCG values remain
high with a variability marge of 10%, beta-HCG values
increase with more than 10% through three dosages in
two weeks or beta-HCG values remain detectable after
six months post-uterine evacuation®. Considering that
patients with molar pregnancies have a high risk of de-
veloping gestational trophoblastic disease, certain risk
factors should be taken in consideration, such as: values
of beta-HCG higher than 100,000 mUI/mL, the presence
of ovarian luteal cysts with a diameter higher than 6 cm,
or patient’s age above 35 years old. In accordance with
the internal protocol of each medical unit, patients could
receive prophylactic chemotherapy. All patients with
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Figure 1. Ultrasound examination at presentation
showing an enlarged uterus with dimensions of 14/11
cm, with intrauterine inhomogeneous contents similar
to a bunch of grapes. Transabdominal probe was used

area

Figure 3. Trophoblastic tissue extra
cavity

cted from th

e uterine

gestational trophoblastic disease require a thoracic X-ray
evaluation in order to infirm or confirm the presence of
metastasis®®.

Materials and method

In April 2023, a 20-year-old patient from rural area
was sent to the “Elena Doamna” Clinical Hospital of
Obstetrics and Gynecology, lasi, through transfer from
another medical care unit, with the diagnosis of molar
pregnancy, genital hemorrhage, severe anemia, and two
cesareans in her medical history.

At presentation, the communication with the patient
seemed difficult, this consult at the emergency depart-
ment being her first obstetrical consultation during the
present pregnancy. Her presentation to the emergency
department was determined by the bleeding through
external genital tract and by uterine contractions. From
her medical history, we noted two anterior caesarean
interventions, in 2016 and 2020, without any compli-
cations, with no spontaneous or by request abortions.
The patient was unable to provide the date of her last
menstrual cycle or any other information referring to
her obstetrical and gynecological history. During the
general clinical examination, we noticed an influenced
general state, difficult cooperation, no fever, but with
pale teguments and mucosa. Blood pressure was 140/90
mmHG, the heart rate was 140 beats per minute, the
respiratory frequency was 20 per minute, O, saturation
was 100% with oxygen supply, with present intestinal
transit, bladder catheter installed before transfer in our
unit that showed present diuresis of 600 ml with con-
centrated urine aspect (urinary catheter was installed
4 hours previous of our consultation). Before the trans-
fer to our hospital, she had three compresses applied
intravaginally and an intravenous perfusion with one
unit of a volemic substitute of plasma (500 ml) and one
ampoule of etamsylate.

Local examination showed specific changes in accord-
ance with the pregnancy status, such as enlarged breasts,
enlarged abdomen surpassing the umbilicus with the
presence of linea nigra and the presence of Pfannenstiel
scar due to her two anterior caesarean interventions.
Abdominal palpation allowed the medical team to feel
an enlarged abdomen occupied by an ovoid mass, with
smooth consistency, with its longitudinal axis surpass-
ing the umbilicus with 2-3 cm.

Vaginal examination with valves was performed and,
after the removal of the three compresses soaked with
blood, it was observed the elimination of trophoblastic
tissue, red blood and blood clots. The laboratory exams
showed a hemoglobin level of 5.5 g/dL, hematocrit of
15.1%, coagulation blood tests within normal param-
eters, and a beta-HCG level of 202.1 mUI/ml.

Ultrasound examination revealed a uterus of 14/11
cm, with intrauterine inhomogeneous content similar to
abunch of grapes (Figure 1), right ovary with dimensions
of 80/60 mm with polycystic aspect, and aleft ovary with
dimensions of 70/60 ml, also with polycystic aspect; no
aspect of liquid was observed in the posterior cul de sac.
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Figure 4. Post-surgical ultrasound showing an empty
uterus after evacuation

Fluid therapy measures with crystalloid and colloid
solutions were started, and blood transfusion was initi-
ated, with one unit of red blood cells concentrate and one
unit of plasma. Hemostatic therapy was performed with
two ampoules of etamsylate, one ampoule of vitamin
K, and one ampoule of tranexamic acid. Prophylactic
antibiotherapy and antihypertensive treatments were
initiated.

The first maneuver consisted in the removal of all
the trophoblastic tissue accumulated in the vaginal area
(Figures 2 and 3); afterwards, with ultrasound guidance
and intravenous infusion of oxytocin (5 U of oxytocin
diluted in 500 ml of sodium chloride), the uterine cavity
was evacuated through aspiration.

Results

After the surgical intervention, a favorable evolution
was noted, with significantly diminished genital bleed-
ing, stable hemodynamic status, and the abdominal pal-
pation confirmed the presence of a smaller, tonic and
contractile uterus. Ultrasound examination certified the
uterine evacuation (Figure 4) and the maintenance of
enlarged right and left ovaries due to hyperstimulation
syndrome (Figures 5 and 6).

Through the entire period spent in our unit, the patient
showed a good evolution: 24 hours after the intervention,
the genital bleeding was unsignificant, she had a tonic
uterus with blood pressure values in normal parameters
under antihypertensive treatment, with a hemoglobin
level of 8.1 g/dL and a hematocrit level of 25%; the co-
agulation parameters remained within normal values.

The anatomical pathology examination of the sam-
ples confirmed our diagnosis, and the microscopic
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Figure 5. Ultrasound examination of the left ovary —
aspect of hyperstimulation syndrome

examination of the tissular fragments showed numerous
enlarged chorionic villi with significant hydropic altera-
tions, presence of cisterna-like elements and marked
trophoblastic hyperplasia with a tendency for circum-
ferential array and frequent atypia cells. There was also
noted the presence of large fibrinoid necrosis areas. Tho-
racic X-ray was performed after the uterine evacuation
and revealed no sign of pulmonary metastasis. Abdomi-
nal ultrasound was also performed, with no particular
signs to be noted.

Figure 6. Ultrasound examination of the right ovary —
aspect of hyperstimulation syndrome
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A dose of 40 mg/m? methotrexate was administered
intramuscularly, but the medical follow-up in our unit
was not possible. The patient required to be discharged
against medical advice and desired to continue her
medical follow-up within another local hospital. At
discharge, she was strongly advised and counseled to
continue the dosage of beta-HCG until nondetectable
values, to perform another pelvic ultrasound in seven
days, and to use a contraception method until negative
beta-HCG values.

Although our patient tested positive for the infection
with SARS-CoV-2, she showed no respiratory signs, no
fever, no coughing, and the X-ray performed in search
for metastasis showed no lesions specific for COVID-19.

Discussion

Molar pregnancies continue to pose a challenge for
all obstetricians and the post-therapeutic follow-up of
patients can sometimes be difficult. The management
of such cases requires multidisciplinary teams. Our case
had multiple features specific to this rare pathology,
such as hypertension and ovarian hyperstimulation
syndrome, features that are rarely encountered in this
medical field due to early diagnosis. When consider-
ing her age of only 20 years old, we can consider it a
risk factor, and we rememorize the Kohorn et al. study
which brought strong evidence that patients younger
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