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VUS

Likely Variant of Likely
benign uncertain significance pathogenic
less than less than over over
0.1% 10% R 90% 999%

Likelihood a gene change is the cause of a condition



Norogenetikte VUS Yorumlamasi
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VUS Classification

VUS Hot
True VUS
90 VUS Cold

Number of VUS
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Variant Type

Few VUSs are ultimately considered diagnostic

Follow-up testing in parents may help with interpretation

Classifications can change over time

Most VUSs are not suspicious

Enhancing Variant of Uncertain Significance (VUS) Interpretation in Neurogenetics:

Collaborative Experiences from a Tertiary Care Centre



VUS (ACMG)

Derin fenotipleme
- HPO

Segregasyon analizleri
« Anne, Baba, Etkilenmis diger bireyler, Saglikl

Hastalik/Gen 6zelinde veritabanlari...
« Clingen...

Toplum 6zellikli veri tabanlari
* Turkish Variome
« GenomAd
 Iranome
* India

Fonksiyonel Analizler.....



Fonksiyonel Analizler

» In silico analizler
* Hesaplamali Dizi Analizi
 Hesaplamali Biyofizik
 Hesaplamali Yapisal Biyoloji

» Kok hc ve Organoid teknolojileri

* Gen Hedefleme ve Transgenik Modeller



Leu239Arg

WWOX gen Leu239Arg varyanti !

SDR 'l

410

Structural location of the L239R mutation within the SDR Structural superposition of Wild-Type (WT) and
domain of the WWOX protein. Mutant (MT) WWOX models.

AlphaFold2-Multimer v3 (ColabFold v1.5.5), (FoldX 5.1, PremPS, Maestro WEB, DynaMut v1/v2, DUET, I-Mutant 2.0, mCSM, SDM) +
AlphaFold 3 Missense3D (Structural damage)



WWOX gen Leu239Arg varyanti

e Prank score: 26.53 — 26.76
e Tunnel radius: 3.239 — 3.222 A
e Oxidoreductase activity score: 0.667 —
0.650
Active site largely preserved

e AAG = +12.136 kcal/mol (FoldX)

e Consensus from multiple predictors
indicates destabilization

(FoldX, DynaMut, mCSM, DUET, I-
Mutant2.0, SDM, PremPS, Maestro)

Strongly destabilizing mutation




Hesaplamali Biyofizik

* Molekiler modelleme
« Atom diizeyinde similasyonlar
* Gelismis 6rnekleme araclari






PERSPECTIVE

Will variants of uncertain
significance still exist in 20307?

Douglas M. Fowler2:3* and Heidi L. Rehm#>/*

NAR Genomics and Bioinformatics, 2024, 6, lqae154
https://doi.org/10.1093/nargab/lqae154
Advance access publication date: 21 November 2024

Standard Article OXFORD

There will always be variants of uncertain significance.
Analysis of VUSs

Haoyang Zhang “, Muhammad Kabir“, Saeed Ahmed “ and Mauno Vihinen “*

Department of Experimental Medical Science, BMC B13, Lund University, SE-22184 Lund, Sweden

“To whom correspondence should be addressed. Tel: +46 72 5260022; Email: mauno.vihinen@med.lu.se
Present address: Saeed Ahmed, Department of Computer Science, University of Swabi, Swabi, Khyber Pakhtunkhwa 94640, Pakistan.



VUS? SNP?
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UNDIAGNOSED DAY 2026
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NEURO-GENOMICS
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Nadir ve Tanisiz Hastaliklar
Arastirma ve iletisim Kuliba
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