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Family history & pedigrees




Ultrasound of the Abdomen

EXAMINATION

Jaundice
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Normal erythropoiesis

Erythroblastic island Blood
in the bone marrow

Cell. 2017 Jan 26; 168(3): 344-361. doi: 10.1016/j.cell,2016.12.034
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Bone marrow matrx
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Blood films!
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Panel A Graded Fluorescence
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Can use in transfused patients

Quick, less expensive
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Variant classification (ACMG)

Class 4: Likely pathogenic

Class 3: Variant of uncertain
significance (VUS)
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Class 2: Likely benign

Class 1: Benign
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Variant classification (ACMG)

' Class 3: Variant of uncertain
significance (VUS)




What do predictive software say?
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Variant classification (ACMG)

_ Report if fits phenotype Further studies

o | e Family studies
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PKLR Class 5
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PKLR Class 3
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How should
variants
identified be
stored/shared
between labs?
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PKLR Class 3

* Labs should make a reasonable effort to
share variants with other labs analysing the

same genes

* Labs should ensure they are using
commonly used transcripts which have been
shown to be expressed in erythroblasts.

PKLR Class 4




Targeted NGS clinical impact

Confirm diagnosis: allows
genetic counseling
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Clinical Practice Guidelines
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Summary

* Should always start with a very thorough history & examination
* Importance of basic tests being done and interpreted first

* Genomics plays a key role, but specialized tests are an important
complement

* Accumulating and sharing data on genetic variants and phenotypes
will allow us to make better genotype-phenotype correlations in the
future = individualized medicine



