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Agenda

1. Flt mut

2. IDH1 mut

3. Immune-therapy: Immune check-point based approaches



RATIFY: Overall survival (primary endpoint)
Midostaurin Placebo

4-year OS rate, % 51.4 44.3

Number at risk

Midostaurin 360 269 208 181 151 97 37 1

Placebo 357 221 163 147 129 80 30 1

HR for death: 0.78
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Midostaurin 74.7 mo (95% CI 31.5–NR)

Placebo 25.6 mo (95% CI 18.6–42.9)

One-sided P=0.009 by stratified log-rank test

HR for death: 0.78
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Midostaurin

Placebo

Adapted from Stone et al. 2017
CI, confidence interval; HR, hazard ratio; NR, not reached; OS, overall survival
Stone RM et al. N Engl J Med 2017;377:454–464



Perl AE, et al. New Engl J Med. 2019;381:1728-1740

ADMIRAL: Overall survival (primary endpoint)





FLT3 Inhibitors in Development



Quizartinib Added to Chemotherapy Demonstrates 
Superior Overall Survival Compared to Chemotherapy 
Alone in Adult Patients with Newly Diagnosed FLT3-ITD 
Positive AML

• Global pivotal QUANTUM First Phase III Trial meets primary 
end-point for OS

Press Release – Daiichi-Sankyo 18 NOV 2021



AGILE - Phase III study in IDH1m AML

• As of the data cutoff date for this analysis (18 March 2021), 146 
patients have been randomized (IVO+AZA, n=72; PBO+AZA, n=74).

• As of 12 May 2021, the IDMC recommended to halt enrollment 
based on a noted difference in clinical importance between the 
treatment groups, not related to safety.

Montesinos P et al., NEJM 2022:386(16);1519-1531

Enrollment at time of data cutoff (March 18, 2021)



AGILE – baseline Characteristics

Montesinos P et al., NEJM 2022:386(16);1519-1531



Montesinos P et al., NEJM 2022:386(16);1519-1531

AGILE - EFS



AGILE - OS

• As of the data cutoff date for this analysis (18 March 2021), 146 
patients have been randomized (IVO+AZA, n=72; PBO+AZA, n=74).

• As of 12 May 2021, the IDMC recommended to halt enrollment 
based on a noted difference in clinical importance between the 
treatment groups, not related to safety.

Montesinos P et al., NEJM 2022:386(16);1519-1531

The mOS with IVO+AZA was 
24.0 months vs 7.9 months 
with PBO+AZA 
(HR 0.44, 95% CI 0.27–0.73; 
two-sided P=0.001)



Magrolimab + Azacitidine in Untreated AML: Background



Magrolimab + Azacitidine in Untreated AML 
phase Ib Study Design

Sallman DA, et al. ASH Meeting 2020, Abstr no. 330



Magrolimab + Azacitidine: Efficay

Sallman DA, et al. ASH Meeting 2020, Abstr no. 330



Magrolimab + Azacitidine: Preliminary Os

Sallman DA, et al. ASH Meeting 2020, Abstr no. 330



TIM-3 is an inhibitory receptor expressed on immune and 
leukemic cells



Sabatolimab targets TIM-3 on immune and leukemic cells



Phase Ib study of Sabatolimab in high/very high-risk MDS and AML

Brunner AM ASH 2021. Abstr 244.



Brunner AM ASH 2021. Abstr 244.

Patient characteristics
Patient Characteristics



Brunner AM ASH 2021. Abstr 244.

Efficacy Data



Conclusions
• Adaptive or innate immune system harnessing therapies

üBiTe (AMG330 - Anti-CLEC12A)
üCAR-T; CAR-NK; (> 20 ongoing AML CAR-T CT registered with
clinicaltrials.gov)

üVaccines

• Radioimmunetherapy in AML (a-particle emitting
radionuclides)
üactinium-225 (225Ac) or astatine-211 (211At)

• Chemoresistance and microenviroment in AML
üAdrenomedullin

• Therapeutic potential of genetic reprogramming of LSC


