
 

Genomic biomarkers tested in clinical trials (both spontaneous and company-sponsored) performed by 

consortium partners in the last year or that are going to open the enrollment phase in the next months. 

 

Biomarker Therapy Disease Notes 

TP53 MDM2-4 

inhibitor 

AML TP53 mutations has been evaluated in a company sponsored phase 1a/b study of 

MDM2-4 inhibitor, administered alone or in combination with Cytarabine, which 

was perfomed by UNIBO and recently closed the enrollment phase. Indeed, the 

analysis of TP53 mutational status might help define whether the drug acts through 

p53 reactivation only (which would imply resistance of TP53 mutated patients) or 

through additional mechanisms and thus may be valuable for an enlarged cohort of 

patients. 

FLT3 FLT3 (and 

Axl) 

inhibitors 

AML Presence of FLT3-ITD negativity was assumed as general criteria for inclusion in 

multiple trials with FLT3 and tyrosine kinase inhibitors performed at UNIBO, 

though a small cohort of FLT3-ITD negative patients was enrolled. Indeed, patients 

carrying the FLT3-ITD mutations, which is a driver lesion in AML, are expected 

to respond better to FLT3 inhibition. Moreover, the mutational status of FLT3 is 

monitored at follow up in patients treated with the inhibitors in order to detect the 

appearance of minor mutated clones which may be responsible for therapy 

resistance. 

IDH1 IDH1 

inhibitor 

AML KUL partner is involved in a company-sponsored Phase I study for IDH1-mutated 

AML, where the IDH1 mutational status is closely monitored. 

IDH1/2 BCL2 

inhibitor 

AML Monitoring of IDH1 and IDH2 mutations is associated to administration of a BCL2 

inhibitor to AML patients in a clinical trial performed by UNIBO. Indeed, BCL-2 

inhibitors can target IDH1/2 mutant cancers through a mutant-specific dependency 

in metabolic regulation.  

IDH2 IDH2 

inhibitor 

AML A clinical trial with IDH2 inhibitor is going to be opened soon at UNIBO. Patients’ 

enrolment and follow up will include the mutational screening of IDH2 gene. 

DNMT3A Decitabine, 

DNMT 

inhibitor 

AML The analysis of the mutational status of DNMT3A is closely associated to clinical 

trials with hypomethylating agents (decitabine) and DNMT inhibitor at UNIBO.  

KIT Src 

tyrosine 

kinase 

inhibitor 

AML The inhibition of Src family tyrosine kinases by dasatinib showed activity against 

KIT-mutated leukemias. Therefore, the analysis of KIT molecular status has been 

associated with a phase III Study of Intensive Chemotherapy with or without 

Dasatinib in Core-Binding Factor AML, which involved UULM.    

PIM and 

related 

genes 

Pan-PIM 

kinase  

inhibitor 

AML 

and 

MDS 

The analysis of mutations of PIM kinases (PIM1, PIM2, PIM3) and the related 

genes (e.g. CISH, SOCS2, ID1, MNDA) have been introduced in a phase I, 

multicenter study of a pan-PIM kinase inhibitor in patients affected by AML or 

high risk  MDS. 

MLL CDK4/6 

inhibitor 

AL UULM is involved in a Phase Ib/IIa study of CDK4/6 inhibitor in MLL-rearranged 

acute leukemias, which associates with the molecular analysis of CDK4/6. 


