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 In a cohort of  SAA 

patients who underwent 

HSCT, P/LP germline 

variants were identified 

in 16.5% (121/732) of  

the patients (2022). 

 7% of  patients had an 

undiagnosed germline 

genetic cause of  their 

BM failure.

 Germline vs Somatic

 IBMF 



Associated genes with IBMF:
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DNA damage response (FA)

ribosome biology 
(Diamond Blackfan,Shwachman Diamond) 

Hematopoiesis related genes

Telomere related Disorders 
(Dyskeratosis congenita)

 Chromosome breakage testing does not identify all 

DNA damage response disorders(ERCC6L2 or LIG4).
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 while nonmyeloablative regimens are now 
standard for SAA, 40% of unrecognized IBMFS 
patients received myeloablative regimens.
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Pie charts comparing the causes of death in 

carriers versus unrecognized IBMFS patients 

versus patients with no variants. 
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Donor Selection
Ziba K

4-6 weeks



Genetic testing in severe 
aplastic anemia is 

required for optimal 
hematopoietic cell 

transplant outcomes
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• Patients with SAA because of IBMFS do not respond to IST, further 
illustrating the importance of early genetic diagnosis to guide therapeutic 
decision.

• Variant Allele frequency (VAF)

• germline predisposition for bone marrow failure, DNA repair, and telomere
biology disorders occurred at ages of <40 years, whereas checkpoint disorders or 
germline variants in DDX41 occurred at a later age.
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