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BACKGROUND

NPM1mut AML displays heterogeneous presentation and course,

iIncluding patients with an excellent chemosensitivity and rapid

clearance of measurable residual disease with long-term survival and

others experiencing early relapse or even primary refractoriness.

While first-line treatment of NPM1mut AML is well established!, the

w¢ Optimal management of relapsed/refractory disease is still a matter of
debate and outcomes remain unsatisfactory.

AIM

We performed a retrospective analysis on the clinical
outcomes and molecular features of 17 adult patients treated
with VEN+HMA or VEN+LDAC for R/R (including MRD
fallure) NPM1mut AML at our Institution between July 2018
and February 2022.
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RESULTS

Overall composite CR rate (CCR) was 59% (n=10/17)
 60% MRD negative by RT-gPCR
* All CR occurred no later than cycle 2

 FLT3-ITD was strongly associated with treatment failure (CR
rate 16%, p=0.021)

« 2/3 pts treated for MRD persistence/reappearance achieved
MRD clearance

* 4/10 complete responders relapsed
 Median EFS: 11.8 months
Median OS : 11.9 months
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RESULTS - 2

« Among patients achieving MRD negativity (N=6)
only 1 relapsed

 Nine patients wee treated with an intention-to-
transplant and 5/9 were able to proceed to HSCT
iIn CR

* Long-term survival with ongoing CR exceeding 2
years was noted in a small number of patients not
receiving allogeneic HSCT consolidation due to
age or comorbidities

« Toxicity profile was overall manageable

« Patients treated for MRD positivity exhibited
better overall hematological tolerance with fewer
cytopenias

CONCLUSIONS
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Although Ilimited by the small sample size, our
experience Is confirmatory of the anti-leukemic activity
and overall clinical safety of VEN in combination with
HMAs or LDAC in R/R NPM1mt AML patients not

ent efficacy

and safety profile when used as M
treatment warrants further exploration of

RD-directed
VEN-based

lower intensity regimens in this clinical scenario.
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