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ABSTRACT

Giris: Tuberoskleroz (TSC), TSC1 veya TSC2 genlerindeki patojenik
varyantlara bagli olarak ortaya ¢ikan ve belirgin fenotipik ¢esitlilik
gosteren bir norokutandz sendromdur. TSC2 varyantlar1 genellikle daha
agir klinik bulgularla iliskili olmakla birlikte, bazi missense degisiklikler
hafif seyirli ve smirl bulgulara yol agabilmektedir. Bu ¢alismada, TSC2
(NM_000548.5): ¢.3061G>A, p.(Glul021Lys) heterozigot degisikliginin
ti¢ bireyde saptandig: bir ailedeki hafif, atipik ve degisken fenotipi sunmay1
amagcladik.

Olgu Sunumu: Hastamiz ve aile bireylerinde klinik degerlendirme,
norogorintiileme (Beyin MRG) ve genetik testler uygulandi. Tespit edilen
varyantin anne ve bir kiz kardeste de segregasyon calismasi yapildi.
Bulgular, literatiirde tanimlanan hafif seyirli TSC2 missense varyantlariyla
karsilastirildi. Hastamizda norogelisimsel gecikme, tedaviye direngli
epilepsi, hipopigmente makiiller ve EEG anormallikleri mevcuttu. Yapilan
tim ekzom dizileme g¢aligmasinda TSC2 (NM_000548.5):c.3061G>A
(p-Glul021Lys) varyant1 hastamizda heterozigot olarak tespit edildi. Ayni
varyantin hipopigmente makiilleri bulunan annede ve bir kardeste; ayrica
gelisme geriligi, tedaviye direngli epileptik nobetleri ve beyin MRG’de
subkortikal heterotopi olan bir erkek kardeste de heterozigot oldugu
Sanger dizileme ile gosterildi. Saglikli kardeste ise varyant saptanmadi.
Aile tiyelerinin higbirinde kortikal tuber, subependimal nodiil (SEN) veya
subependimal dev hiicreli astrositom (SEGA) bulgusu saptanmadi. Ayrica
renal tutulum (anjiyomiyolipom) ve kardiyak rabdomyom gibi TSC’nin
tipik major bulgular1 da gozlenmedi. Fenotip dagilimi cilt bulgularinin
baskin oldugu, norolojik tutulumun hafif oldugu ve goriintileme
bulgularinin minimal oldugu bir patern gosterdi.

Sonug¢: Bu ailede gozlenen fenotip, TSC2 ¢.3061G>A (p.Glul021Lys)
varyantimin hafif seyirli bir TSC2 missense fenotipi ile iliskili olabilecegini
diisiindiirmektedir. Aile icinde belirgin intrafamilial heterojenite

Introduction: Tuberous sclerosis complex (TSC) is a neurocutaneous
disorder caused by pathogenic variants in the TSC1 or TSC2 genes and
exhibits marked phenotypic variability. Although TSC2 variants are
typically associated with more severe clinical manifestations, certain
missense alterations may lead to mild and limited phenotypes. In this report,
we describe a family in which the heterozygous TSC2 (NM_000548.5):
¢.3061G>A, p.(Glul021Lys) variant was identified in three individuals,
and we present the associated mild, atypical, and variable clinical features
in these patients.

Case Presentation: Clinical evaluations, neuroimaging (brain MRI), and
genetic analyses were conducted in the proband and family members.
Segregation analysis of the identified variant was performed in the
mother and one sibling. Findings were compared with previously reported
mild TSC2 missense variants in the literature. The proband exhibited
neurodevelopmental delay, treatment-resistant epilepsy, hypopigmented
macules, and EEG abnormalities. Whole-exome sequencing revealed
the TSC2 (NM_000548.5): ¢.3061G>A (p.Glul021Lys) variant in a
heterozygous state. Sanger sequencing confirmed the same heterozygous
variant in the mother and in one sibling, both of whom had hypopigmented
macules. Other family members suspected of having TSC also
demonstrated limited cutaneous features but were not genetically tested
due to family preference. None of the affected individuals showed
cortical tubers, subependymal nodules (SEN), or subependymal giant cell
astrocytoma (SEGA) on neuroimaging. Likewise, there was no evidence
of renal involvement (angiomyolipoma) or cardiac rhabdomyoma—typical
major features of TSC. The phenotypic distribution was characterized by
predominant cutaneous findings, mild neurological involvement, and
minimal imaging abnormalities.

Conclusion: The phenotype observed in this family suggests that the TSC2
¢.3061G>A (p.Glul021Lys) variant may be associated with a mild TSC2
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bulunmakla beraber, SEN ve SEGA gibi yapisal beyin lezyonlarinin yoklugu,
renal ve kardiyak bulgularin olmamasi ve cilt bulgularinin baskinlig: literatiirde
tanimlanan hafif TSC2 varyant paternleriyle uyumludur. Bu bulgular,
tastyicilarda klinik izlemin 6nemini ve hafif TSC2 fenotiplerinin tanisal agidan

gozden kagabilecegini vurgulamaktadir.
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overlooked in diagnostic evaluations.
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