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• Benefit of HD-DAU in FLT3-ITDmut AML (NCRI-AML17)

• Benefit of CPX-351 in FLT3mut AML (update on phase 3/HR-AML)

• Volasertib+LDAC (phase 3/elderly AML)

• Vosaroxin+Decitabine (phase 1-2/elderly AML+HR-MDS)

Clinical trials

• SGN-CD33A in combination with HMA (phase 1/CD33+ AML)

Novel targeted agents to watch….



Potential benefit of higher dose Daunorubicin in 
patients harbouring a FLT3-ITD mutation: updated 

results of the AML17 trial

Burnett AK et al, on behalf of the United 
Kingdom National Cancer Research Institute 

(NCRI)  AML Study Group

Burnett AK et al, EHA 2016



DNR 90 vs 60 mg (NCRI AML17)

Burnett AK et al, Blood 2015

FLT3-ITD



Updated Analysis

• Follow-up extended to 1 March 2015.

• Median follow-up is now 28.0 mos extended from 14.8 mos

Burnett AK et al, EHA 2016





AML17: 90 vs 60mg/m2: ITD mutant

HR 0.65 (0.43-0.96), p=0.03



Analysis by ITD – other endpoints



Luskin MR et al, Blood 2016

Update on ECOG 1900 trial (90 vs 45)

FLT3-ITDmut DNMT3Amut

NPM1mut

OS by treatment assignment



• With longer follow up the AML17 trial shows a
survival benefit for FLT3 ITD patients receiving DA90
over DA60 due to a reduction in relapse risk

• We could find no other groups that benefit
including those with a FLT3 TKD or an NPM1c
mutation (perhaps because of a high exposure to
daunorubicin in the control arm)

• We cannot exclude benefit in other subgroups such
as those with DNMT3A mutations

Conclusions



CPX-351 treatment of previously untreated older 
patients with high-risk AML markedly increases the 

response rate over 7+3 in patients with FLT3 
mutations

Lancet J et al

Lancet J et al, EHA 2016

100 nm bilamellar liposomes

5:1 molar ratio of AC to DAU

1 U = 1 mg AC+0.44 mg DAU



CPX-351 vs 3+7 phase 3 trial

CPX-351 significantly
improves response
rate over 3+7 in pts
with FLT3mut AML

EHA 2016 Update

Lancet J et al, ASCO 2016



Phase 3 randomized trial of VOL+LDAC versus 
Placebo+LDAC in patients aged ≥ 65 years with 

previously untreated AML, ineligible for intensive 
therapy

Dohner H et al, on behalf of the POLO-AML-2 trial investigators

•Potent Plk1 inhibitor

Volasertib

• Improved remission rate (31% vs 13%)

• Improved EFS (HR: 0.57) and OS (HR: 0.63)

VOL+LDAC vs LDAC (R-phase 2)

•Phase 3 trial to confirm the phase 2 findings

FDA Breakthrough Therapy 09/2013

Dohner H et al, EHA 2016



VOL+LDAC (phase 3 trial) 

Primary analysis set (N=371):                                                          
pts randomized ≥5 mos at clinical cut-off (08/2014)



Grade ≥3 AEsBest overall response (N=371)



• Primary endpoint (CR+CRi rate) was not met

• Unfavorable OS trend for VOL+LDAC vs PBO+LDAC
at the primary analysis

– Updated OS data (1-year after unblinding): no advantage
for VOL+LDAC

• Final OS analysis pending

• VOL is being further investigated in AML/MDS 
(using alternative dosing schedules)

Conclusions



Phase 1/2 study of Vosaroxin and Decitabine in newly 
diagnosed older patients with AML and HR-MDS

Daver N et al

Daver N et al, EHA 2016









Conclusions



SGN-CD33A in combination with hypomethylating
agents: a novel, well-tolerated regimen with high 

remission rate in older patients with AML

Fathi A et al

Fathi A et al, EHA 2016



SGN-CD33A has more reliable loading of the cytotoxic agent: 
~ 2 pyrrolobenzodiazepine dimers per antibody whereas only ~ 50% of the antibodies in 

clinical-grade gemtuzumab are conjugated to calicheamicin
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SGN-CD33A vs GO: Key differences



Key eligibility
criteria

• Untreated
CD33+ AML

• Declined IC

HMA

• AZA (75 x 7)     
or                   
DAC (20 x 5)

SGN-CD33A

• 10 μg/Kg iv,         
q 4wks on the 
last day of
HMA

Responders
may continue 

until relapse or 
toxicity

Fathi A et al, EHA 2016

SGN-CD33A + HMAs: phase 1  

N = 53      
median age 75y

91% untreated, 
9% prior LI-
therapy for

MDS

CG (MRC)       
Int-risk 57% 

Adv-risk 36%



SGN-CD33A + HMAs: phase 1  

Best clinical response per investigator (N=49)

•71% (AZA 71%, DAC 72%)

•Median time to response: 2 cycles (1-4)
CR+CRi rate

•Prior MDS: 73%

•Adverse CG: 83%

Response in HR 
patients

•2%/8%30/60-day mortality

•42% CR pts, 33% CRi ptsMRD by flow

•Median RFS 7.7 mos (51% alive)

•Median OS 12.8 mos (first 25 pts enrolled)
Interim survival data

• Febrile neutropenia, thrombocytopenia, 
anemia, fatigueGrade 3-4 TR-AEs



New approaches starting to bear fruit…


