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ABSTRACT

Case Report

Lymphangioleiomyomatosis in a Young Male

Lymphangioleiomyomatosis (LAM) is a rare multisystem disorder, predominantly affecting females in the reproductive age group,
characterised by multiple cysts in lungs. A 15-year-old male was admitted in our institute for right sided renal mass for which
he underwent right nephrectomy and was referred to our department for bilateral spontaneous pneumothoraces. CT thorax was
done which showed bilateral pneumothoraces with multiple thin walled cysts and subtle ground glass opacities in both lung
fields suggestive of changes of LAM. LAM is rarely seen in males, however if present ER/PR status can help in modifying the
management. This is the youngest case of LAM reported in a male worldwide.

CASE REPORT

A 15-year-old male was admitted to the Department of Pulmonary
Medicine for exertional dyspnea. He denied any history of fever, chills,
chest pain or seizure episode. The patient denied any addiction.
There was no history of similar complains in the family. He had a
history of right nephrectomy done in the Department of Urology in
the same institute in view of the right renal solitary mass of around
10 cm, 1 month ago [Table/Fig-1].

[Table/Fig-1]: Right renal mass.

On examination, he was afebrile with RR 24/min, HR 125/min, and
oxygen saturation 84% at room air. His external genitalia were normal
with normal sexual hair distribution and body fat distribution with no
gynaecomastia. He had typical facial angiofioromas [Table/Fig-2].

[Table/Fig-2]: Facial angiofibromas.
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Chest X-ray PA view was done which was suggestive of bilateral
pneumothoraces [Table/Fig-3].

[Table/Fig-3]: Chest X-ray with bilateral pneumothoraces.

All other biochemical tests like Complete Blood Count, Liver Function
Test, Renal Function Test, Random Blood Sugar, Urine routine were
within normal limits.

Intercoastal drainage tube was inserted bilaterally to relieve
symptoms. Computed Tomography thorax was done after the
patient became stable which showed left pneumothoraces with
a left intercoastal drain in-situ with multiple thin-walled cysts and
subtle ground glass opacities in both lung fields suggestive of cystic
Interstitial Lung Disease most likely Lymphangioleiomyomatosis
(LAM) [Table/Fig-4].

Contrast Enhanced Computed Tomography (CECT) Abdomen
showed multiple well-defined hypodense lesions showing
macroscopic fat within both lobes of liver suggestive of
angiomyolipoma [Table/Fig-5].

MRI brain was done which showed variably calcified subependymal
nodules, radial white matter bands and few cortical tubers [Table/Fig-6].
All these findings confirmed the diagnosis of Tuberous Sclerosis.

Histopathology of renal mass showed a tumour composed of
spindle cells in a fascicular arrangement with scant adipose
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[Table/Fig-4]: Left pneumothoraces with intercoastal drain in situ with bilateral thin
walled cysts with ground glass opacities.
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[Table/Fig-5]: Angiomyolipoma of liver.

[Table/Fig-6]: MRI with sub-ependymal calcification.

tissue and prominent muscular blood vessels [Table/Fig-7].
No significant nuclear atypia was appreciated. Mitotic activity
was not apparent. Polygonal cells with dense eosinophilic
cytoplasm, large hyperchromatic bizarre nuclei and multilobate
nucleoli were also noted. No renal parenchyma was identified.
On magnification lipoma was easily appreciated [Table/Fig-8].

On immunohistochemistry, tumour cells were positive for SMA
and HMB-45, and negative for AE1/AE3, PAX8, and TFE3.
Oestrogen and progesterone receptor proteins were also
performed on the specimen which came out to be weakly
positive.

A diagnosis of Tuberous Sclerosis Complex (TSC) with LAM was
made based on clinical, radiological and histopathology with
immunohistochemistry examination.
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[Table/Fig-7]: Histopathology of renal mass showing Angiomyolipoma (H&E, 100x
magnification).
Blue is angio component; Green is lipoma; Orange is spindle shaped cells

[Table/Fig-8]: Lipoma component on magnification (H&E, 400x magnification).

The patient underwent bilateral intercostal drainage insertion
following which he had persistent air-leak which settled almost
five days later and tube pleurodesis was done with 500 mg of
doxycycline on the right side followed by the same on the left side
after seven days and intercostal drain was removed thereafter.
The complete expansion of the bilateral lung was seen on a chest
radiograph [Table/Fig-9].

[Table/Fig-9]: Post Pleurodesis complete lung expansion.
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Pulmonary Function Test was done, once the patient was stable
and was suggestive of restriction with small airway obstruction and
poor bronchodilator reversibility with FVC-1.92 liter, Sirolimus (2
mg/day) was started along with bronchodilators. However, patient
developed thrombocytopenia (platelets 30000) and acute kidney
injury (creatinine raised to 3.2). Therefore, sirolimus was withheld and
patient was started with Tamoxifen 10 mg BD as tumour was weakly
positive for ER/PR (oestrogen and progesterone) receptors. Patient
responded to treatment and is doing well since last 10 months. On
regular follow-up stable chest X-ray and FVC of 1.90 and 1.89 liter
when Pulmonary Function Test was performed after 5" and 10"
month, respectively.

DISCUSSION

LAM is a rare multisystem disorder, predominantly affecting females in
the reproductive age group. It occurs due to the abnormal proliferation
of smooth muscle-like cells leading to the formation of a thin-walled
cystinthelungs. Itis almost always accompanied by angiomyolipomas,
mostly in the kidney and liver [1-3]. Thirty percent of females with LAM
also suffer from tuberous sclerosis, which is an autosomal dominant
syndrome characterised by cerebral calcifications, seizures, cognitive
dysfunction and hamartoma formation in various organ systems [4,5].
Rarely, LAM has also been reported in males [6].

However, present case was a 15-year-old male with features
suggestive of tuberous sclerosis (angiomyolipoma of kidney and
liver, adenoma sebaceum, calcified subependymal nodules, cortical
tubers) with LAM.

TSC is a genetic disorder with autosomal dominant inheritance with
an incidence of 1:5800 [7]. TSC affects almost every organ, with
LAM as a pulmonary manifestation of TSC [8,9]. Genes responsible
for LAM are TSC1 and TSC2 [1-3].

This patient is probably the youngest male (15 years) diagnosed as
a case of LAM, reported worldwide. A 17-year-old male with LAM
was reported from Kagoshima University, Japan in 2015 [10].

Another male patient of LAM was reported from Pennsylvania who was
39-year-old at presentation. He was presented with seizures and was a
known case of schizophrenia with mild mental retardation [11]. TSC also
manifests with neuropsychiatric ilness like seizures, mental retardation,
autism [12]. It is believed that the early onset of seizures may lead to
mental retardation [13,14]. However this patient was neither mentally
challenged nor he gave any history of seizure episodes.

Verma SK and SK Verma, published a case report of 28-year-old
female who was diagnosed to have pulmonary LAM on basis of
high resolution computed tomography findings and raised serum
Vascular Endothelial Growth Factor (VEGF) [15]. She was on oral
tamoxifen 10 mg BD. Clinical improvement without radiological
deterioration was noticed after six months. There is no specific
treatment in lymphangioleiomayomatosis but oophorectomy,
progesterone, tamoxifen (20 mg/day) and Luteinizing Hormone
Releasing Hormone (LHRH) analogue are being given with some
antecedal support [16]. As the index patient could not tolerate
sirolimus we decided to put him on tamoxifen after confirming ER/
PR (estrogen/progesterone) receptor status.
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Mahishale V et al., published a case report of a 34-year-old female,
who presented with progressive breathlessness with bilateral
basal crepitations and was diagnosed as LAM on basis of high-
resolution computed tomography findings [17]. She was started on
progesterone and domiciliary oxygen therapy and patient showed
significant improvement.

CONCLUSION(S)

LAM is a cystic lung disease which mostly occurs in females,
it can present with tuberous sclerosis or can also be found in
isolation. It is rare in males. This young male presented with bilateral
pneumothoraces, adenoma sebaceum, angiomyolipoma of liver
and kidney which was positive for ER and PR receptors. Apart from
sirolimus, tamoxifen can be given in patients of LAM, if ER/PR status
is known. This is probably the first and the youngest case of LAM in
male which is reported from India.
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