
 

 

Since January 2020 Elsevier has created a COVID-19 resource centre with 

free information in English and Mandarin on the novel coronavirus COVID-

19. The COVID-19 resource centre is hosted on Elsevier Connect, the 

company's public news and information website. 

 

Elsevier hereby grants permission to make all its COVID-19-related 

research that is available on the COVID-19 resource centre - including this 

research content - immediately available in PubMed Central and other 

publicly funded repositories, such as the WHO COVID database with rights 

for unrestricted research re-use and analyses in any form or by any means 

with acknowledgement of the original source. These permissions are 

granted for free by Elsevier for as long as the COVID-19 resource centre 

remains active. 

 



How to optimize the management of gestational
trophoblastic disease during the coronavirus
disease era?

TO THE EDITORS: Since the outbreak of the coronavirus
disease 2019 (COVID-19) pandemic, the entire global health
system was mobilized to care for these cases. This situation
has had a major impact on the management of gestational
trophoblastic diseases (GTD), both molar pregnancy (MP)
and gestational trophoblastic neoplasia (GTN). In this letter,
we highlight the main changes in GTD management in 2 of
the largest reference centers in the Western Hemisphere,
where COVID-19 is common (United States and Brazil).

The greatest impact of COVID-19 is the imposition of
quarantine where only essential medical services are fully
operational. With limited nonemergency imaging services, we
can expect a delayed diagnosis of MP leading to the appear-
ance of medical complications historically seen at �12 weeks
of gestation.1 Even asymptomatic MP should be considered a
medical emergency. After diagnosis, molar evacuation should
be performed promptly, to avoid complications.

Before the COVID-19 pandemic, postmolar follow-up con-
sisted of weekly human chorionic gonadotropin (hCG) serum
monitoring and periodic in person checkups. During the
pandemic, we believe it is appropriate to use telemedicine for
uncomplicated postmolar follow-up. To minimize risk of viral
exposure during hCG collection, we suggest biweekly moni-
toring, as long as the hCG is progressively falling. In cases where
the hCG begins to plateau or reelevate, weekly hormonal sur-
veillance should resume. In addition, we have adopted early
discharge from hCG monitoring for patients with MP. For
those with a partial mole, discharge is possible after a single
confirmatory normal hCG 1 month after remission (remission
is defined as 3 prior weekly hCG measurements of <5 IU/L);
and for those with a complete mole, discharge is possible after 3
normal monthly hCG values after remission are compared with
the current standard of 6 months.2

Patients with GTN who are asymptomatic should not delay
the start of chemotherapy owing to the theoretical risk of
infection; if they have received positive test results for
COVID-19 and are symptomatic, at the beginning or during
the treatment, chemotherapy should be postponed, at least
until respiratory symptoms have resolved.3,4

We recommend starting treatment with bolus dose of
actinomycin D (Act-D) 1.25 mg/m2 biweekly during the
pandemic for patients at low-risk of experiencing GTN. This
regimen requires fewer medical visits and may lead to a
higher response rate and shorter time to remission compared
with those of methotrexate (MTX).4

Multiagent chemotherapy (usually etoposide, MTX, Act-D,
cyclophosphamide, and vincristine) is used as primary
treatment for patients at high-risk of experiencing GTN.

Patients undergoing multiagent regimen should be carefully
monitored and treated for neutropenia and immunosup-
pression, because oncologic patients are more susceptible to
COVID-19 and are at higher risk of experiencing severe
disease, being admitted to the intensive care unit, and dying.5

To avoid immunosuppression, we recommend the routine
use of granulocyte colonyestimulating factor during multi-
agent chemotherapy treatment.3

During chemotherapy, the most serious manifestation of
COVID-19 may be pneumonia, especially in the first 14 days
after chemotherapy. In general, we recommend holding
chemotherapy during treatment for COVID-19, except for
patients with considerable pulmonary metastases, in whom
treating these lesions might improve respiratory function.

Although there are important challenges to treating pa-
tients with GTD during the pandemic, the proposed recom-
mendations are intended to maximize the essential care for
these patients. -
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Abnormal uterine bleeding and the risk of
endometrial cancer: can subendometrial vascular
ultrasound be of help to discriminate cancer from
adenomyosis?

TO THE EDITORS: We read with interest the recent article
by Clarke et al.1 The proposal of an algorithm of risk
assessment of endometrial cancer in women who are 45 years
or older is admirable, but some points should be made. The
possibility of identifying women at risk of endometrial cancer
seems easiest for those who experience postmenopausal
bleeding with an endometrial thickness greater than or equal
to 5 mm2 on ultrasound, although a thin endometrium can
also be detected by ultrasound in perimenopausal women
with irregular menstruations who suffer from abnormal
uterine bleeding (AUB). In such cases, direct visualization of
the uterine cavity and endometrium through hysteroscopy
can be of help, particularly if office-based hysteroscopy is
an option.

Another relevant cause of AUB in pre- or perimenopausal
women, as well as bleeding in early menopause, is adeno-
myosis, and this may have ultrasound characteristics that
can mislead in the diagnosis of endometrial cancer.3 Ade-
nomyosis is characterized by an altered junctional zone with
an area isoechoic to the endometrial tissue, with deepened
ectopic endometrial glands and stroma, similar to infil-
trating endometrial cancer. Some infiltrating cancers of the
endometrium, such as clear cell adenocarcinoma, do not
present as a focal thickening of the endometrium but show a
sort of “direct” infiltration into the myometrium, which
prevents correct diagnosis through diagnostic hysteroscopy.
A hysteroscopic endometrial biopsy may not be diagnostic

due to either an incorrectly targeted biopsy or a thin
endometrium with disease confined to the myometrium. In
such cases, doppler ultrasound can easily visualize blood vessel
distribution within the myometrium that, although accentu-
ated, is not altered in adenomyosis (arcuate, radial, and basal
arteries), whereas it is aberrant in infiltrating endometrial
cancer (Figure). Accumulating evidence suggests that these 2
diseases share several altered molecular pathways, which leads
to increased angiogenesis, abnormal tissue growth, and
invasion.4

In the proposed algorithm,1 all patients underwent trans-
vaginal ultrasound, but no reference is made to the study of
vascularity with color doppler that may improve the diag-
nostic accuracy even in women with a thin and apparently
normal endometrium on ultrasound and hysteroscopy.
Vascular ultrasound is easy to perform and interpret and may
improve the detection rate of endometrial cancer in peri-
menopausal and postmenopausal women. Further investiga-
tive steps are warranted to assess whether the ultrasound
evaluation of subendometrial vascularity can be associated
with current clinical recommendations for endometrial can-
cer detection in women with AUB. -
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