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What is the risk stratification on AML, t(8;21) with KIT mutation, high risk or low risk?  It is still 
low risk in most schema, but the presence of a KIT mutation in adults is associated with a worse 
prognosis than a KIT negative AML with t(8;21) 
 
What is the clinical significance to distinguish de novo AML with BCR-ABL1 from blast phase 
of CML?  Historically, blast transformation has been associated with a worse prognosis that de 
novo disease. 
 
Dr. Arber: Should the group of AML with biallelic CEBPA mutation be called double mutant? 
Considering that most genetic assays cannot establish whether the mutations are bi-allelic. Also 
the papers reporting the better prognosis of this group included double mutant cases (not only 
bi-allelic) . 
 
How to differentiate denovo AML, NOS from therapy-related AML in patients with histroy of 
chemo/radiotherapy? or should these patients be diagnosed as therapy-related AML always? 
The currently accepted approach is to attribute all cases of AML or MDS following cytotoxic 
therapy as “therapy-related.”  Certainly, some may be coincidental, but there is not good way 
to distinguish them so they are all considered to be therapy-related. 
 
If a newly diagnosed therapy-related AML has same mutation(s) that was noted in the initial 
hematolymphoid neoplasm for which the patient was treated, would it still be approriate to 
call it a therapy-related or should we consider the possiblity of transdifferentiation or clonal 
evolution of the initial tumor?  I agree that for disease types, especially histiocytic neoplasms, 
that may occur as “transdifferentiation,” that mechanism would be considered rather than 
therapy-related disease. 
 
Thank you for the great talk! Sometimes clinicians order NGS assay for MRD purpose. If there 
is a RUNX1 or ASXL1 or DNMT3A variant, how do we interpret it? Does it make any difference 
clinically?  Outside of the common CHIP mutations (ASXL!, TET2 and DNMT3A) detection of a 
mutation that was present in the original tumor is associated with a worse prognosis.  Of 
course, with RUNX1 you also want to ensure it was not a germline abnormality. 
 
 



In your experience, have you ever diagnosed de novo or relapsed T LL without cCD3?  I have 
seen rare cases, but agree that you should be cautious with that diagnosis in the absence of 
cCD3. 
 
What about the i17q myeloid neoplasms, should we consider as AML despite the number of 
blasts?  The current data suggest that i17q correspond to a fairly specific chronic myleoid 
disorder with less than 20% blasts.  I do not think a de novo AML that happens to have i17q is 
the same disorder. 
 
Can we always be able to tell CEBPa mutations are biallelic or two different mutation on a 
same chromosome by NGS?  No, see answer #9. 
 
What is your approach to diagnosing ALL, negative BCR/ABL, to evaluate for BCL-ABL-like.  
We do comprehensive FISH and CRLF2 flow.  For cases that are not diagnostic for another ALL 
type, we send cells out for more detailed evaluation for BCR-ABL1-like disease. 
 
 
 


