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Rezultatu interpretacija

*Patogens variants
*Ticami patogens variants

e Labdabigs variants \

Nozime kliniskaja prakse




Likely

Batign Benign

Variant of Uncertian
Significance

Not Clinically Actionable

Clinically Actionable

= Usually high frequency in the
population.

» Homozygous in unaffected individuals

« Strong functional evidence: Normal
protein function,

« Silent or Intronic variant outside the
consensus splice site (no impact on
RNA splicing).

» Usually absent or low frequency in the
population.

» Weak functional evidence: Normal
protein function.

» Weak functional evidence: Protein
function disrupted.

« Silent or Intronic variant in the
consensus splice site (potential impact
on RNA splicing).

* Missense variant with no
clinical/functional data

» Weak segregation with disease

» Some case reports in unrelated
affortor individig|g

* Usually absent or low frequency in the
population.

« Strong functional evidence: Protein
function disrupted.

« Variant in the AG/GT dinucleotide
(impacts RNA splicing).

* Nonsense or frameshift variant
(suspected loss of protein)

= Strong segregation with disease

* Multiple case reports in unrelated
affected individuals




Variants ar neskaidru klinisku nozimi (VUS)

* VUS rezultata gadijuma ir svarigi, lai rezultats netiek nemts vera
medicinisko [Emumu pienemsana, diagnozes uzstadiSana un terapijas
izvéle

* Medicinisko IEmumu pienemsana nem véra

e pacienta slimibas vésturi

* citu veikto medicinisko izmekléjumu atradnes
* pacienta gimenes anamnézi

I bet ne VUS rezultatu
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VUS reklasifikacija

* Ar laiku VUS var but ieklauts kada cita kategorija
(patogens/visticamak patogens/visticamak labdabigs/labdabigs genétiskais
variants)

* Tiek atklats, ka daudziem cilvekiem ir Sis genétiskais variants, un tas neietekme veselibu
* Variants neietekmé geneétisko funkcionalitati
* Visbiezak VUS tiek ieklauts labdabigo genétisko variantu saraksta (~¥90% gadijumu)

* Laiidentificétu VUS piederibu kadai no citam kategorijam, var pariet pat
vairaki gadi
* Jo retak sastopams VUS, jo grutak ir noteikt ta nozimi



Pathogenic

Reclassified

Unaffected




VUS reklasifikacija

e Pastav vairakas datu bazes, kur ir apkopoti vairaku génu genétiskie varianti,
kas ir japarbauda, pieméram, ClinVar (NCBI), LOVD u.c.

e Kas talak?
e Genetiski testéet lielu skaitu cilvéku ar noteiktu variantu un noteiktu slimibu, ka ari
veselus individus
* Piedalisanas pétijumos
e Multidisciplinara pieeja
* Papildinat datubazes ar citu etnisko grupu individu genétiskiem variantiem
* Dazreiz saprast VUS nozimi var palidzét gimenes locek|u genétiska izmeklésana
* Jaunas tehnologijas, laboratoriskie/genétiskie testi
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Paldies par uzmanibu!




