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CASE REPORT
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Hipertireoidismo clinico em paciente com mola hidatiforme: relato de caso

Elis Camara Francischetto', Lais Veiga Campanharo’, Alice Fernandes de Carvalho’,

Rubens Bermudes Musiello?, Rachel Torres Sasso®, Antonio Chambé Filho*,

Carmen Dolores Gongalves Brandao’®

Francischetto EC, Campanharo LV, Carvalho AF, Chamb6 Filho A, Musiello RB, Sasso RT, Branddo CDG. Clinical hyperthyroidism
in hydatidiform mole: case report / Hipertireoidismo clinico em paciente com mola hidatiforme: relato de caso. Rev Med (Sao Paulo).
2021 Jan-Feb;100(1):84-9.

ABSTRACT: Introduction: Gestational trophoblastic disease (GTD) RESUMO: Introdugdo: A doenga trofoblastica gestacional (DTG)
is a group of diseases responsible for producing high hCG titers, which constitui um grupo de doengas responsavel pela producao de elevados
may lead to possible complications such as hyperthyroidism and, in more titulos de hCG, podendo levar a possiveis complicagdes como
severe situations, the thyrotoxic crisis. Hyperthyroidism is present in only hipertireoidismo e, em situagdes mais graves, a crise tireotoxica. O
5% of cases of GTD, and its early diagnosis is important. Case Report: hipertireoidismo esta presente em apenas 5% dos casos de DTG, sendo
A 49-year-old female patient, G6L2A3, presented to the emergency importante seu diagnostico precoce. Relato de Caso: Paciente feminina, 49
room reporting irregular vaginal bleeding for four months, hyperemesis, anos, GOPC2A3, apresentou-se no pronto socorro relatando sangramento
irritability, tremors, palpitations, xerostomia, and a history of recurrent vaginal irregular por 4 meses, hiperémese, irritabilidade, tremores,
miscarriages. Gynecological examination revealed coffee-ground type palpita¢des, xerostomia e histérico de abortos de repeti¢do. Ao exame
bleeding through the cervix’s external orifice, and at the bimanual touch, ginecoldgico, notou-se sangramento em borra de caf¢ através do orificio
there was a pelvic mass above the umbilical scar. TVUS showed a uterine externo do colo uterino, e ao toque bimanual, massa pélvica acima da
volume of 1302 cc® and images corresponding to GTD. TSH and FT4 cicatriz umbilical. USG/TV mostrou volume uterino de 1302 cc® e imagens
0of 0.015 mU/L (RV: 0.4 - 4.5 mU/L) and 2.34 ng/dL (RV: 0.7 - 1.8 ng/ correspondentes 8 DTG. TSH e T4L de 0,015 mU/L (VR: 0,4 4,5 mU/L)
dL) respectively, and BhCG plasma dosage > 225,000 mIU/mL. The ¢2,34ng/dL (VR: 0,7 - 1,8 ng/dL) respectivamente, e dosagem plasmatica
physical examination showed a slightly enlarged thyroid of parenchymal do BhCG > 225.000 mUI/mL. Ao exame fisico, demonstrou tireoide
consistency and a slightly exalted Achilles reflex. There was no family discretamente aumentada de consisténcia parenquimatosa e reflexo
history of thyroid disease and negative screening for anti-TPO, anti- aquileu pouco exaltado. Auséncia de historico familiar para tireoidopatias
TG, and TRAD antibodies. The patient underwent Manual Intrauterine e rastreio dos anticorpos anti-TPO, anti-TG e TRAb negativo. A paciente
Aspiration. Due to the maintenance of high BhCG levels, a new TVUS foi submetida a Aspiracdo Manual Intrauterina (AMIU). Em razdo da
was requested, which suggested GTD. Due to the high risk of neoplasia, manuten¢ao dos niveis elevados de BhCG, foi solicitado nova USG/TV
absence of metastatic focus, and constituted offspring, it was decided to cujo resultado sugeriu DTG. Devido ao alto risco de neoplasia, auséncia de
perform a total abdominal hysterectomy, with bilateral salpingectomy focos metastaticos e prole constituida, optou-se por realizar histerectomia
and preservation of the ovaries bilaterally, as a form of treatment. TSH total abdominal, com salpingectomia bilateral e preservagao dos ovarios
normalized at 0.5 mU/L after surgery. The histopathology showed an bilateralmente, como forma de tratamento. O TSH normalizou em 0,5
Invasive Mole. Conclusion: Diseases with elevated hCG may lead to mU/L ap6s procedimento cirargico. O histopatologico evidenciou Mola
secondary hyperthyroidism. Although this condition is present in only 5% Invasora. Conclusdo: Doengas que cursam com elevagao do hCG podem
of cases of GTD, the physician cannot ignore the importance of his or her levar a um quadro de hipertireoidismo secundario. Apesar desta patologia
investigation for an early diagnosis to avoid more severe complications estar presente em apenas 5% dos casos de DTG, o médico nao pode ignorar
such as the thyrotoxic crisis. aimportancia de sua investigacdo para um diagnostico precoce, com vistas

a evitar complicagdes mais severas como por exemplo, a crise tireotoxica.

Keywords: Gestational trophoblastic disease; Hydatidiform mole;
Hyperthyroidism. Palavras-chave: Doenga trofoblastica gestacional; Mola hidatiforme;

Hipertireoidismo.
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INTRODUCTION

Gestational trophoblastic disease (GTD)
constitutes a heterogeneous group of diseases
associated with alterations in trophoblastic tissue
proliferation. That group of disorders is related to the
placenta. It can be classified as preinvasive lesions, such
as a partial or a complete hydatidiform mole and, invasive
lesions, such as choriocarcinoma, an invasive mole, a
placental site trophoblastic tumor, and an epithelioid
trophoblastic tumor!=.

During normal embryogenesis, the zygote utilizes
half of the DNA from the ovum and half from the
spermatozoid. A hydatidiform mole can form when there
is an abnormal genetic contribution of gametes that most
of the time is formed by a spermatozoid with duplicated
genetic matter fertilizing the empty ovum. The product
from this conception is inviable; however, it mimics the
phases of a normal gestation®.

The complete hydatidiform mole (CHM) results
in abnormal gametogenesis, and it is characterized by
pronounced proliferation of trophoblast and the absence
of fetal elements®S. The trophoblast tissue is responsible
for producing high titers of human chorionic gonadotropin
(hCQ). Its course includes clinical manifestations as genital
hemorrhage, increased uterine volume, hyperemesis, and
rarely clinical hyperthyroidism’.

Hyperthyroidism is a thyroidal disturbance, whereas
there are increased levels of Triiodothyronine (T3) and
Tetraiodothyronine (T4) with consequential suppression
of thyroid-stimulating hormone levels (TSH). The most
common causes associated with this pathology are Graves’
disease and toxic multinodular Goiter. The hydatidiform
mole is a rare cause of hyperthyroidism and palpitations;
sweating, weight loss, nervousness, insomnia, heat
intolerance, tremors, and weakness are among the most
noteworthy clinical manifestations®*.

There are homologous molecular structures in HCG
and TSH. And due to that, there are high hCG serum levels
that can promote thyroidal stimulation with the suppressed
release of TSH>!>16,

Brancken'” points out that the hydatidiform mole’s
prevalence ranges from 0.5 to 2.5 in every 1000 pregnancies
worldwide, and hyperthyroidism is manifested in only
5% of hydatidiform mole cases™'®. As it is a rare clinical
condition, it has become relevant to study this etiology to
alert the medical community about possible complications
from this preinvasive lesion.

CASE REPORT

The patient is a 49-year-old female, Caucasian,
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married, self-employed, with a previous history of
rheumatic fever, allergy to penicillin, epilepsy, and
treatment for depression, without any other comorbidities.
She is a social drinker, non-smoker, and has suffered a
history of sexual violence.

She presented at the Urgent Care Center at the
Santa Casa de Misericordia de Vitoria Hospital (HSCMV)
- ES, Brazil, reporting irregular vaginal coffee-ground
type bleeding for four months, hyperemesis, irritability,
tremors, palpitations, xerostomia, inappetence, and a
history of repeated abortions.

The gynecological and obstetric history presents
six pregnancies, two Caesarean section births, and three
abortions, including reported pre-eclampsia in two
pregnancies. The last obstetric event was a Caesarean
section birth at forty-two years old. The menarche occurred
at fifteen years old, with dysmenorrhea and irregular
menstrual cycles. Her sexarc began at twenty-one years
old. She has taken oral contraceptives irregularly.

The physical examination confirmed good general
health, lucid, oriented in space and time, pallid 2+/4+,
hydrated, acyanotic, and afebrile. HBM=100 bpm and AP
=110/70 mmHg. AT: 37°C. Globose abdomen with hydro-
aerial sounds present, painless to palpitation, no signs of
peritoneal irritation, and palpable mass up to the umbilical
scar.

At the gynecological exam, she displayed a
normal pilification pattern for her age, with no lesions,
dyschromias, or dystopias. There was a trophic vagina in
the speculum examination, with elasticity and preserved
roughness, without lesions when turning the speculum.
Epithelized cervix, cylindrical, external orifice (EO) of the
cervix slit, without visible lesions, with coffee-ground like
bleeding externalizing from the EO. When performing
the vaginal palpation, cervix closed, thick, and posterior,
fibroelastic, painless to mobilization, palpable uterus up
to the umbilical scar.

The patient was admitted to the HSCMV
Gynecological Ward for diagnostic and etiological
elucidation. The patient was taking sertraline, alprazolam,
clonazepam, and fluoxetine at home. As an initial
procedure, a BhCG serum dosage was requested, resulting
in over 225,000 IU/ml and a Transvaginal Ultrasound
examination. (TV/US) displayed a 1302 c¢cm3 uterine
volume, homogeneous myometrium, uterine cavity full
with echogenic image, and anechoic areas of varied sizes
(Figure 1); the right ovary measures 12.2 cm3, and the left
ovary measures 7.5 cm3 (Chart 1).

Based on the (TV/US) result, associated with
high levels of BhCG and the clinical condition, the
hypothesis of GTD was considered. Based on the main
suspected diagnosis, preoperative exams were requested
to perform the Manual Intrauterine Aspiration (MIA). The
results from the exams are displayed in Chart 1.
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Figure 1: Uterus with echogenic contents and anechoic areas suggestive of gestational trophoblastic disease

Chart 1: Preoperative exams and their respective results

Requested exams Results

Hemoglobin 9.9 g/dL
Hematocrit 28.5%
MCV 9221

MCH pg

MCHC 34.7 g/dL
RDW 12.6%

Blood count

Rods 3%
Segmented 72%
Platelets 244,000

Leucocytes 12,370 /mm?

Red blood cells 3.9 million/mm3

BhCG >225,000 IU/mL

TSH

0.015 mU/mL (RV: 0.4 — 4.5 mU/L)

Free T4

2.34 ng/dL (RV: 0.7 — 1.8 ng/dL)

Blood type A+

HIV and VDRL Serologies No reagents

Thorax radiography (PA and Profile) | No changes

TVS

left ovary 7.5 cm’.

Anteflexion of the uterus, 1302 cm® volume, homogeneous myometrium, uterine cavity
filled with echogenic image and anechoic areas of varying sizes. Right ovary 12.2 ¢cm? and

Source: Prepared by the authors.

MIA was performed, and there was a large quantity
of vesicular material removed suggestive of GTD. The
collected material was sent for anatomopathological
evaluation that revealed trophoblastic proliferation
with atypical and hydropic chorionic villi, with signs
of autolysis and degeneration, amid fibrin, necrotic
deciduous matter, and blood clots — the morphological
condition suggested gestational trophoblastic disease
(Hydatidiform mole).

The TSH values were 0.015 mU/mL (RV: 0.4 —4.5
mU/L) and FT4 2.34 ng/dL (RV: 0.7 — 1.8 ng/dL). There
were irritability, palpitations, tremors, and xerostomia
added to the clinical symptoms suggesting the need for a
joint Endocrinology evaluation. The physical examination
showed a slightly enlarged thyroid of parenchymal
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consistency and a slightly exalted Achilles reflex.

The main antibodies against thyroid antigens
were requested for clarification of the diagnosed
hyperthyroidism etiology, namely: the thyroid peroxidase
antibody (anti-TPO), antithyroglobulin antibody (anti-
TG), and TSH anti-receptor antibody (TRAb). There
was no family history of thyroid disease and negative
screening for thyroid autoimmune diseases.

As the patient was hemodynamically stable, and
there was mild symptomatology of hyperthyroidism,
it was decided not to start the anti-thyroid medication
before the surgery. After molar emptying, the patient
continued persistent vaginal bleeding. Thus, a TV/US
was performed again, which showed a uterine cavity filled
with heterogeneous material suggesting GTD. A second
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AMIU was performed, resulting in referral to the GTD
Outpatient Facility at HSCMV.

During the outpatient treatment, serial dosages of
BhCG were administered, decreased in the first dosages;
however, immediately afterward, the values increased (>
225,000 mUI/mL), concurrently the emergence of the
complaint of pelvic pain associated with fever. In this case,
a computerized tomography (CT) scan was requested of
the abdomen and pelvis that revealed an enlarged uterus,
with an endometrial cavity extended by heterogencous
contents, without any other noteworthy alterations. The
results can be observed in Figure 2.

Figure 2: The computerized tomography scan showed a uterine
cavity filled with heterogeneous contents suggestive of a
hydatidiform mole

The suspected neoplasm corroborated in the CT
results and the increased levels of BhCG after the second
Manual Intrauterine Aspiration. Furthermore, as the
patient is over 40 years old, and her offspring have been
fully constituted, a complete abdominal hysterectomy was
elected with a bilateral salpingectomy and preservation
of the bilateral ovaries as a therapeutic decision. The
removed surgical piece (Figure 3) was submitted to an
anatomopathological analysis.

4

Figure 3: The open uterus, deformed exhibiting a dark vegetative
tumor, with vesicles filled with permeated liquid, and firmly
adhered to the endometrium

It was possible to view the correlations
between the BhCG and TSH values by performing
the adopted therapeutic procedures, as shown in
Graft 1. The arrow indicates the decreased values of
BhCG after the hysterectomy, and the consequently
increased TSH values, as expected. The patient
continues being monitored at the Outpatient Facility
at HSCMV.

Graft 1: Correlation between the BhCG and TSH values
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DISCUSSION

The hydatidiform mole is most frequent in patients
at the very beginning and end of their reproductive lives
(<15 and >45 years old) and having had a previous history
of molar pregnancy'®®. The Gestational Trophoblastic
Neoplasia (GTN) evolution can occur in 50% of cases of
a hydatidiform mole, and the other 50% can occur after an
abortion, topic, and ectopic pregnancy. It is soon essential
to perform adequate therapeutic conduct so that outpatient
monitoring is done, measuring the BhCG levels every 1-2
weeks for early diagnosis of a possible neoplasia®*?.

Metastasis sites are most common in GTN in the
lungs, liver, spleen, intestines, and the brain, justifying
the need for tracking through Thorax Radiography and
Computerized Tomography?'.

We should mention the presence of theca-lutein
cysts, early preeclampsia, hyperthyroidism, and more
serious clinical conditions such as thyrotoxic crisis and
respiratory insufficiency’.

Hypothyroidism results in the linkage of hCG
to TSH receptors in the thyroid, with the consequential
suppression of TSH production'®?2, An increase of
10000U/L of hCG increases by 0.1 ng/dL the free T4 and
reduces TSH levels by 0.1 pU/mL. The Lockwood et al.'®
study shows that concentrations above 50000 mU/mL can
suppress the TSH to < 0.2 mU/mL values in up to 40% of
cases, and concentrations greater than 400000 mU/mL in
up to 100% of cases.

Almeida et al.” report on the case of an amenorrhea



patient who suffered from abdominal pain and vaginal
bleeding, who presented tachypnea, tachycardia (112
bpm), hypertension (165/92 mmHg), paleness, and
dehydration. Laboratory exams on admission showed
TSH 0.009 mU/mL and values of hCG over 400,000
UI/L. The ultrasound exam showed a uterine volume of
1,780 cm?, with multiple cystic vesicles compatible with
a hydatidiform mole. The patient developed a thyrotoxic
crisis after administrating iodine contrast to perform the
imaging exam.

The article mentioned above, as well as in this
report on mole triggered hyperthyroidism, portrayed one
of its possible complications. It also demonstrated that
this disease’s possible clinical manifestations could occur,
ranging from mild to more severe complications, such as
the thyrotoxic crisis.

As the patient was hemodynamically stable, and
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there was mild symptomatology of hyperthyroidism, it
was decided not to start anti-thyroid medication. A similar
case was described in the report by Virmani et al.** as
it was possible to control the symptoms by only using
Propranolol.

CONCLUSION

This report’s relevance is to make physicians
pay attention to understanding the mechanism of the
action of the “hCG similar to TSH.” The course of
diseases that increase hCG can bring about a secondary
hyperthyroidism condition. Although this disease is
present in only 5% of GTD cases, the physician should
not ignore the importance of investigation for early
diagnosis, for avoiding more severe complications, such
as the thyrotoxic crisis.
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