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Effective Treatment of Pediatric Tongue Lymphangiomatosis
with Sirolimus: A Case Report
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Ozet

Lenfanjiomatozis, yaygin lenfanjioma gelisimi ile karakterize edilen nadir bir hastaliktir ve genellikle bes yas altindaki ¢ocuklari etkiler. Lenfanjiomlar bas,
boyun, ekstremiteler ve gdvdede kistik veya lobiile kitleler olarak ortaya ¢ikan lenfatik malformasyonlardir. Tedavi segenekleri klinik gézlem, skleroterapi,
radyofrekans ablasyonu, lazer tedavisi ve cerrahiyi igerse de etkinlikleri sinirli olabilmektedir.

Bes yasindaki kiz hasta, dil biiylimesi, kotii agiz kokusu, dilde kanama, ¢igneme zorlugu, konusma ve beslenme bozuklugu sikayetleri ile boliimiimiize
basvurdu. Fizik muayenesinde dili belirgin sekilde biiyiimiis, mavi-mor renkli, mikrovezikiiller ve koyu kabuklarla kapliydi. Manyetik rezonans goriintii-
leme (MRG) sonucunda mikrokistik dil lenfanjiomu tanis1 konuldu. Lezyonun ameliyat edilemez olmasi nedeniyle hastaya alt1 ay boyunca 1,8 mg/m?/giin
dozunda sirolimus tedavisi uyguland. Tedavi sonucunda lezyonlarin boyutunda belirgin azalma goriildii. Ug ayda bir yapilan takiplerde bir yil iginde tiim
semptomlarda 6nemli iyilesme saptandi.

Dil lenfanjiomu olan ¢ocuklarda tedavi segenekleri oldukga smirlidir. Bulgularimiz gostermistir ki sirolimus yan etkilerinin yonetilebilmesiyle bu hastalik
i¢in umut verici bir tedavi secenegidir. Bu nedenle biz pediatrik lenfanjiomatozis vakalarinda hasta sonuglarini etkin bir sekilde iyilestirmek i¢in sirolimus
ile hizli bakim ve tedavi yaklagimini tavsiye etmekteyiz.

Anahtar kelimeler: Lenfanjiomatosis, dil, sirolimus, ¢ocuk lenfanjiom

Abstract

Lymphangiomatosis, a rare condition characterized by the widespread development of lymphangiomas, often affects children under five years of age. Lym-
phangiomas, a type of lymphatic malformation, frequently manifest as cysts or lobulated masses in the head, neck, extremities, and trunk. While treatment
options include observation, sclerotherapy, radiofrequency ablation, laser therapy, and surgery, the effectiveness can be limited.

A 5-year-old girl was admitted to our department with a history of tongue enlargement, foul breath, bleeding, difficulty chewing, and impaired speech and
nutrition. Upon physical examination, her tongue was noticeably enlarged, bluish in color, and covered with microvesicles and dark scabs. A diagnosis of
microcystic lymphangioma of the tongue was confirmed through magnetic resonance imaging. Due to the inoperability of the lesion, propranolol 2 mg/kg/
day was ordered for 3 months. But no improvement was seen. The patient was treated with sirolimus at a dosage of 1.8 mg/m?/day for six months. This
treatment led to a noticeable reduction in lesion size. Subsequent follow-up visits, conducted every three months, revealed a significant improvement in all
symptoms within one year.

Treatment options for children with tongue lymphangioma are quite limited. Our findings demonstrate that sirolimus is a promising treatment option for this
condition, with manageable side effects. We therefore advocate for prompt and efficient care and treatment with sirolimus in pediatric lymphangiomatosis
to improve patient outcomes.
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INTRODUCTION

The diffuse development of lymphangiomas char-
acterizes Lymphangiomatosis. Lymphangioma is a rare
lymphatic malformation (LM), classified by the Inter-
national Society for the Study of Vascular Anomalies
(ISSVA), and diagnosed mostly in children under the
age of 5 years as cysts or lobulated masses, typically lo-
calized in the head or the neck (approximately 60% of
cases), proximal extremities, and trunk. The incidence
of LM is estimated to be 1.2-2.8 per 1000 births (1-3).
Tongue lymphangioma is a rare benign tumor usual-
ly diagnosed in infancy and early childhood. Children
with tongue lymphangiomas require a multidisciplinary
approach to oral care. Multiple blisters, like a pebbly
surface, nodules that appear like a cluster of translucent
vesicles on the enlarged dorsal surface of the tongue are
seen. These lesions may also be diffuse, involving large
portions of the tongue, causing macroglossia (4).

Treatment options for lymphatic malformations are
observation, sclerotherapy, radiofrequency ablation,
laser treatment, and surgical excision. Since functional
and cosmetic features are focused on by patients and
families, a personalised therapeutic approach depends
on LM size, position, growth rate, and type (5). Sur-
gery and sclerotherapy for LM result in only modest
efficacy; rapamycin, also known as sirolimus, repre-
sents the current standard care for medical treatment.
Sirolimus is active against the mammalian target of
rapamycin (mTOR), a serine/threonine protein kinase
implicated in the pathogenesis of vascular malforma-
tion (6). We report a case of tongue lymphangioma

with macroglossia that was treated significantly better
with Sirolimus.

CASE REPORT

A five-year-old girl was admitted with enlargement
of her tongue, bad mouth odor, bleeding, and difficulty
chewing, speaking, and nutrition to the Department of
Pediatrics. The patient was referred for further diagno-
sis to the Pediatric Hematology and Oncology clinic.
Her past medical history revealed the swelling of the
tongue during the newborn period. She was born to
healthy non-consanguineous parents following an un-
eventful full-term pregnancy. On her physical exam-
ination, her tongue was markedly swollen, bluish in
appearance, surrounded by a red area in the front of
2/3 part with microvesicles and hematic content, and
blackish scabs interfering with feeding and mouth clo-
sure without relevant systemic conditions (Figure 1).

There was no mass in the head and neck region. The gen-
eral examination of the patient does not reveal any abnor-
malities. The complete blood count and biochemistry tests
were within normal limits. The diagnosis of microcystic lym-
phangioma of the tongue was made with magnetic resonance
imaging. Since the surgical intervention was impossible,
propranolol 2 mg/kg/day was ordered for 3 months. Despite
the patient receiving propranolol treatment, no improve-
ment was seen. Her parents reported the progressive swell-
ing of the tongue and bleeding after nutrition. The patient
was treated with sirolimus at a dose of 1.8 mg/m2/day for
6 months. The ongoing treatment of Sirolimus caused a de-
crease in the size of lesions. Follow-up visits, every 3 months,
the improvement of all symptoms after one year (Figure 2).

o

Figure 1. A. Hyperplastic vesicules; B. Brown-yellow nodules

Figure 2. Treatment with Sirolimus: A. At 6 months; B. At one year
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DISCUSSION

Lymphangiomas are a relatively rare benign con-
genital tumor of the lymphatic system (3). When lym-
phangiomas involve the tongue, a condition frequently
referred to as ‘macroglossia’ can occur and can be asso-
ciated with a set of problems unique to this anatomic
location. Macroglossia may lead to two main types of
complications: it can cause poor oral hygiene associat-
ed with extensive carious lesions (7,8). In the present
case, the patient presented with a history of an enlarged
tongue after the age of 5 months. Her tongue continued
to swell with a vesicular appearance. Since the diag-
nosis of microcystic lymphangioma of the tongue was
confirmed not until the age of 2 years, she had experi-
enced of feeding and breathing problems.

The clinical appearance of lymphangioma depends
essentially on the lesion’s extension. Our case present-
ed difficulty in drooling, swallowing, obstruction of the
upper airway, and alterations in speech. The superficial
localized or diffuse lesions present several translucent
vesicles with the same color as that of the adjacent mu-
cosa, or occasionally with a mild reddish blue. Due to
infection or hemorrhage, lymphangiomas in a child can
grow suddenly but they can also shrink spontaneously
(3). There was an enlargement of the tongue progres-
sively in the present case, and due to the risk of poten-
tially fatal complications associated with biopsy, radio-
logic imaging was emphasized as the primary diagnostic
approach. Several studies have demonstrated the utility
of WB-MRI in detecting lesions not visible on CT scans
and in providing comprehensive anatomic mapping
necessary for both diagnosis and follow-up (9).

Treatment modalities of tongue lymphangioma are
essentially the restoration of tongue size, the preserva-
tion of taste, and the correction of mandibular and den-
tal deformities (7). These congenital malformations can
be treated with radiofrequency ablation, surgery, scle-
rotherapy, interferon, and corticosteroids (8). Since the
surgical excision of diffuse microcystic lesions is more
complicated, the nonsurgical modalities of treatment
may be recommended (10). Although propranolol has
proven highly effective for infantile hemangiomas, its
efficacy in lymphatic malformations is limited. A case
report involving two children aged over 17 months
who received oral propranolol at a dose of 2 mg/kg/day
demonstrated virtually no reduction in lymphangioma
size after 3 months of therapy (11). The present patient
was treated with oral Sirolimus, 1.8 mg/kg/day admin-
istered in two divided daily doses as first-line treatment
with routine follow-up monitoring. Sirolimus can inhib-
it lymphatic vessel regeneration, invasion and growth.
Most recently, it has been reported to be efficacious for

patients with lymphangioma of the tongue (12).

Immunosuppressive therapy may cause many acute
and long-term side effects, especially in the oral cavity.
We checked every 3 months to control the reduction
in the size of the tongue. Sirolimus can be effective and
safe in patients with complicated vascular abnormali-
ties. The response rates to treatment were excellent and
showed significant improvement in signs and symp-
toms in all children (13). In the present report, a detect-
able decrease in mass size associated with an evident
resolution of the vesicles was observed at 6 months of
treatment, and the patient had completely recovered at
one year. Any side effects were not recorded during the
follow-up.

CONCLUSION

Children with lymphangioma of the tongue, usual-
ly presenting with macroglossia, may have significant
chewing, speech, and nutrition difficulties. Our find-
ings confirm that sirolimus is a potential treatment for
tongue lymphangiomatosis with manageable side ef-
fects. For this reason, we recommended that improved
care and effective treatment with sirolimus must be
done promptly and efficiently in pediatric lymphangi-
omatosis.
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