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Current treatment paradigms

Age <60y

• CR 70-80%

• Cure ~40%

Age >60y

• CR 40-60%

• Cure ~10%

Burnett AK, ASH 2012



• Advanced age (>75y)

• Medical co-morbidities, Poor PS

• sAML, tAML

Clinical features

• Adverse cytogenetics

• Unfavorable molecular abnormalities

• MRD+

Biological features

What defines HR-AML



Why is HR-AML high risk?

Granfeldt Ostgard LS et al, JCO 2015



How can we do better?

Optimization of induction therapy

New drugs

Better strategies

Beyond 3+7



Dauno intensification?

Fernandez HF et al, NEJM 2009; Burnett AK et al, Blood 2016



Dauno/90 for FLT3-ITDm AML?

Luskin MR et al, Blood 2016; Burnett AK et al, Blood 2016

ECOG 1900



Lancet JE et al, Blood 2014

New drugs: CPX-351  

Vyxeos

Aug 3, 2017

Treatment of adults with 
newly diagnosed tAML or 

AML-MRC



CPX-351 vs 3+7 in HR-AML (phase 3)  



CPX-351 vs 3+7 in HR-AML  

Lancet JE et al, ASH 2016, EHA 2017

tAML



Epigenetic therapy as a new paradigm

U/W

Unlikely
to benefit 

from IC

Unfit for
IC

Can lower-intensity therapies
improve care in elderly patients?  



AZA-001 (N=358, INT-2/HR MDS)

113 patients with 20-30% BM blasts 

Median age 70 years (50-83)

55 random to AZA, 58 to CCR (47% BSC, 34% 
LDAC, 19% IC)

AZA 75 mg/m2/d sc x 7 days (median 8 cycles) 

Azacitidine Prolongs OS in LBC-AML

Fenaux et al, JCO 2010



HMAs vs TC in AML (phase 3 trials)

Overall Survival

Dombret H et al, Blood 2015; Kantarjian HM et al, JCO 2012



DFS

HOVON-97 (phase 3)

Huls G et al, ASH 2017



Targeted agents to watch…. 

FLT3   
inhibitors

IDH1/2 
inhibitors

Bcl-2 
inhibitors



Targeting mFLT3

Pemmaraju N et al, Cancer 2011



FLT3 inhibitors 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



Stone RM et al, NEJM 2017

FDA-approved (April 2017)



RATIFY trial  

Stone RM et al, NEJM 2017



Overall Survival

post-SCT

Mido benefit maintained in 
FLT3m subtypes

ITDm
(H/L ratio)

TKDm



Quizartinib + AZA or LDAC  

Swaminathan M et al, ASH 2017



Targeting mIDHs

DiNardo CD et al, Leukemia 2016



Enasidenib1

(mIDH2 inhib)

Ivosidenib2

(mIDH1 inhib)

• Monotherapy

• 40.3% ORR (CR 19.3%) 

• Med-OS 9.3 mos

• FDA-approved
(08/2017)

• Monotherapy

• 41.6% ORR (CR 21.6%) 

• Med-OS 8.8 mos

• FDA-approved
(07/2018)

mIDH inhibitors in R/R AML  

1Stein EM et al, Blood 2017; 2DiNardo CD et al, NEJM 2018



mIDH inhibitors in ND-AML  

Phase 1 study

Stein EM et al, ASH 2017



Best response

Ivo or Ena + CT 
generally well
tolerated

Response rates
encouraging, 
especially in 
sAML

Phase 3 planned



mIDH inhibitors + AZA in ND-AML  

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  



30/60-d mortality: 3%/13%

VEN + LDAC (phase 1/2)  

Wei A et al, ASH 2017

Elderly pts with ND-AML 
unfit for IC                   

(Median age 74y, 66-87)



VEN+HMAs in ND-AML (phase 1b)  

DiNardo CD et al, ASCO 2018



FDA-approv of 5 new 
drugs in 2017-18!

Biological
understanding of 
AML improving

More than 300 
AML clinical trials 
ongoing, testing
>40 novel agents

Clinical
trials to 

move the 
field

forward

AML: Progress at last!  


