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Abstract

Lymphatic malformations and its management are not
well described in the Dominican Republic. That is why
this article’s objective is to present 3 cases, with different
patterns and treatment needs, so it will work as a reference
for healthcare workers in developing countries.
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Resumen

Las malformaciones linfdticas y su manejo no han sido bien
descritas en Reptblica Dominicana. Es por ello, que el
objetivo de este articulo es la presentacién de tres casos, con
diferentes patrones y necesidades de tratamiento, de modo
que sirva como referencia para trabajadores de la salud en
paises en vias de desarrollo.
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Use of sirolimus and sclerotherapy for lymphatic malformations in a developing country: A Case Series

Introduction

A lymphatic malformation (LM) is an anomaly
that results from an error in the embryonic deve-
lopment of the lymphatic system and can be clas-
sified as macrocystic, microcystic, and mixed" 2. If
acquired, lesions generally arise from obstruction of
the lymphatic system due to trauma or infection® *.
Most of the lesions are congenital and develop in
infants and children under 2 years of age’. The inci-
dence of LM is estimated to be 1 per 6000-16,000
live births, with the majority of LMs (50-65%)
evident at birth®. Two-thirds of all the reported cases
are located in the head and neck’. Complications
can include obstruction or distortion of vital struc-
tures, infection, bleeding, and pain”®.

Case presentations
Patient 1

A 10-year-old girl visited a new primary care physi-
cian in January 2015 with a previous diagnosis of
facial hemangioma, treated with propranolol for 3
years and no major change observed. Since there
was no improvement with the treatment given,
her parents decided to look for a second opinion.
The patient had already done a sagittal MRI (T'1
sequence, with and without contrast), coronal
(T2 sequence) and axial (FLAIR). A consultation,
through telemedicine, with the Cincinnati Chil-
dren’s Hospital Medical Center was done and the
definitive diagnosis was a lymphatic malformation.
The therapy with sirolimus started in April 2015
along with trimethoprim/sulfamethoxazole.

The patient was clinically better in follow up visits but
in December 2015, the mass was more inflamed,
which was the reason why an injection with
bleomycin was appropriate. In July 2016, due to
bleomycin unavailability, an injection with doxy-
cycline was another option. In September 2016,
a second injection with bleomycin was required.
In December 2016, a third injection was applied.
She completed 2 years of sirolimus therapy. The

clinical Improvement was notable in subsequent
visits [image 1].

Patient 2

A previously healthy 8-year-old boy visited a new
pediatrician in February 2017, complaining about a
mass in his gluteal region. His physical exam revealed
what appeared to be a vascular malformation that
was also infected. An axial, sagittal and coronal MRI
of the gluteal area (T1, T2 and fat sat sequences
with gadolinium) was performed and a complete
blood count, liver function tests, cholesterol, blood
urea nitrogen, serum creatinine and uric acid were
ordered. After the MRI, the diagnosis of lymphatic
malformation with inflammatory changes due to
infection was confirmed. Laboratory results showed
a microcytic hypochromic anemia and a slightly
reduced uric acid. The treatment decided was siro-
limus for 24 months, trimethoprim/sulfamethoxa-
zole and a supplementation with iron, folate and
vitamin B12.

In the follow up visits, there was clinical evidence
of improvement of the patient’s lymphatic malfor-
mation until the treatment with sirolimus was
over. Then, in March 2019, an increase in the
lesion’s volume was seen. Sirolimus was continued
for another 24 months. In subsequent visits, the
patient showed improvement. Different MRIs are
attached in this report to compare the lesion before
and after the sirolimus [image 2].

Patient 3

An otherwise healthy 7-day-old term girl visited
her primary care physician in January 2019, with
a mass in the left side of her neck. An MRI of the
neck was performed with and without intravenous
contrast administration. The findings consisted in
a multiloculated cystic lesion. The diagnosis made
was macrocystic lymphatic malformation. An injec-
tion with bleomycin was applied in February and
March the same year. A remarkable improvement
was evident in posterior visits [image 3].
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Image 2. Axial MRIs with IV contrast of the gluteal area showing the before (top) and after (bottom) of

sirolimus’ application.
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Image 3. Recovery along visits.

Discussion

We describe three patients with diverse presen-
tations of lymphatic malformations. These were
evident at different points of life. Usually, an LM
does not require any intervention, unless it is large
or symptomatic’’.

Sclerotherapy is first-line treatment for problematic
macrocystic LM due to its superior efficacy and a
lower complication rate shrinking the lesion and
alleviating symptoms” ®. According to Kim et al.,'
surgical removal of macrocystic LM is indicated if
the lesion is symptomatic and sclerotherapy is not
possible anymore. Resection can be curative if the
lesion is small and well localized. Oral sirolimus can
also be effective for diffuse problematic lesions''.

Among the sclerosing agents, the most commonly
used are doxycycline, sodium tetradecyl sulfate,
ethanol and bleomycin'®. The improvement after the
use of bleomycin and/or doxycycline, alone or as an
add-on for the sirolimus, was noticeable in cases 1
and 3. Bleomycin and doxycycline are easily avai-
lable, inexpensive and have well known effectiveness,
which is convenient for a developing country'.

Sirolimus, used in patients 1 and 2, was efficacious
and safe, a fact that goes along with the conclusions

of Adams et al."”” The proper follow up was given

(and it is still ongoing) to those children, with diffe-
rent blood analysis and images if needed. As with
other experiences with that medication, we provide

ours as supportive evidence'* .
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