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Introduction

Revealing the genetic landscape of AML
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The aim of this study is to analyze the mutational
landscape of favourable AML with NGS, focusing on APL




Patients and Methods

Next generation sequencing
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Patients and Methods

Favorable-risk AML

45 APL (61.64%)
73 favorable risk AML
28 no promyelocytic AML (38.36%)

APL N (%) Median (range) No APL AML N (%) Median (range)
Age 47 (10-77) Age 45.5 (19-67)
Adult 39 (86.67) Adult 28 (100)
Pediatric 6(13.33) Pediatric 0 (0)
Sex Sex
Male 18 (40) Male 19(68)
Female 27(60) Female 9(32)
APL type Rearrangement
Primary 37 (82.22) AMLI1-ETO 15 (53.57)
Secondary 8 (17.78) CBFB-MYH11 13 (46.43)
PML-RARA type
BCR1 29 (64.44%)

BCR3 16 (35.56)




Results

Sequencing metrics and variant analysis
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Results
Mutational distribution in APL
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NGS + Gene Scan

Number of patients
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Number of mutations per patient

= 27/45 (60.0%) of patients showed at least one mutation
= The mean number of mutations per patient vas 0.96




Mutational distribution in APL

Results
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FLT3 mutation type
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APL type Transcript Type Age Sex
Primary BCR1 Adult Male
= Secondary BCR3 Pediatric Female
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Number of mutations
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In 10/45 (22%) patients, FLT3 was the only genetic mutation

Mutations in RUNX1, DNMT3A, CEBPA and CBL were found in less than 10% of cases
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Results

Functional categories (TCGA)
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Results

Variant allele frequency (VAF)
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Results

Early mutations vs. germ line mutations
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Results

Mutational patterns in APL vs. other favourable risk AML
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Conclusions

 Our data shows that NGS is a valid method to detect recurrenty mutated
genes in AML.

 APL patients harbor somatic mutations in FLT3, WT1, and NRAS.

 Mutations in genes involved in signaling processes are usually found at a
low VAF, and patients harboring them could benefit of combined targeted
therapy.

 APL patients harbor germ-line mutation in TET2 and RUNX1.

 The mutational spectrum of APL is different from that of other favourable
AML

e Further research is needed in order to understand the involvement of
these mutations in the clinical management of APL.




Thank you for your attention!

The Research Group in Haematology and Haemotherapy
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