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Standard treatment paradigm

• CR 70-80%
• Cure ~40%Age <60y

• CR 40-60%
• Cure ~10%Age >60y



2017-18

DiNardo CD et al, Nat Rev Clin Onc 2019

History of AML therapy



Targeting mFLT3

Pemmaraju N et al, Cancer 2011



FLT3i in clinical development

Galanis A et al, Blood 2014; Lee LY et al, Blood 2017; Garcia JS and Stone RM, Hematol Oncol Clin N Am 2017



Midostaurin (RATIFY trial)  

Stone RM et al, NEJM 2017



Gilterinib

Lee LY et al, Blood 2017



Admiral trial (phase 3)  

Perl AE et al, EHA 2019

Primary E/P
OS, CR/CRh



Targeting CD33
Gemtuzumab ozogamicin (GO)



Hills RK et al, Lancet Oncol 2014

GO in induction therapy

Meta-analysis of 5 randomized trials



Survival

GO has no impact on remission rates but reduces relapse risk (p<0.0001) 
and prolongs OS (p<0.0001)



Targeting mIDH

DiNardo CD et al, Leukemia 2016



mIDH-inhibitor monotherapy in R/R AML  

DiNardo CD et al, NEJM 2018; Stein EM et al, Blood 2017



mIDH inhibitors in ND-AML  
Phase 1 study

Stein EM et al, ASH 2018



Outcomes

Stein EM et al, ASH 2018



ENA or IVO + AZA  

DiNardo CD et al, ASCO 2018



BCL-2 overexpression allows cancer
cells to evade apoptosis by 

sequestering proapoptotic proteins

Venetoclax is an oral BCL-2 
selective inhibitor

Binds to BCL-2 freeing proapoptotic
proteins that initiate apoptosis

Phase 2 study in R/R AML: ORR 19%

Konopleva M et al, Cancer Discov 2016; Roberts AW et al, Clin Cancer Res 2017

Targeting BCL-2  



• VEN + DEC (20 mg/m2 iv, D1-5, 28d cycles) or      
VEN + AZA (75 mg/m2 iv/sc, D1-7, 28d cycles)

Phase 1b, open-label, 
multicenter study with dose-

escalation and expansion stages

DiNardo CD et al, Blood 2019

VEN + HMAs in ND older AML  

Expansion
stage              

(4 cohorts)

DEC
VEN 400 mg 

VEN 800 mg

AZA
VEN 400 mg

VEN 800 mg



Results



Subgroup Results



VEN + LDAC (phase 1/2)  

Wei A et al, JCO 2019



Results



The Hh-Pathway is aberrantly
activated in AML/MDS, promoting

cancer stem cell maintenance

Hh inhibition reduces
leukemia stem cells

Glasdegib is a potent, 
selective, oral SMO inhibitor

Single agent activity in advanced
AML/MDS

Targeting Hh pathway

Khan AA et al, Br J Haematol 2015; Martinelli G et al, Lancet Haematol 2015



GLA±LDAC in AML/HR-MDS  

Cortes JE et al, Am J Hematol 2018
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Results



1Tardi P et al, Leuk Res 2009; 2Feldman EJ et al, JCO 2011; 3Lim WS et al, Leuk Res 2010

Liposomal Cytarabine + Dauno

CPX-351

Aug 3, 2017
Treatment of adults with 
newly diagnosed tAML or 

AML-MRC



CPX-351 vs 3+7 in Elderly HR-AML

Lancet JE et al, JCO 2018


