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• FLT3 mutations occur in up to 37% of patients with AML, and in ~ 5% of ALL patients and are associated with poor 
prognosis 1, 2​

• Once failing the only approved agent in the R/R setting, gilteritinib, patients have abysmal prognosis and very short 
survival (mOS ~1.8 months) 3; for example, no CRs were reported among the gilteritinib-experienced FLT3-mut AL 
patients treated with FF-10101, an investigational covalent FLT3 inhibitor which otherwise demonstrated efficacy in 
gilteritinib-naïve FLT3-mut AL4

• FLT3 abnormalities are most commonly ITD and TKD mutations; some approved FLT3 inhibitors are effective only for ITD 
mutations

FLT3 Mutation in Acute Leukemia

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

1.Bystrom et al. Curr Oncol Rep. 2023 Apr;25(4):369-378. 2. Zhang et al. Cancer Gene Ther. 27, 81–88 (2020)., 
3. Abstract P1798 – EHA 2024. 4. Levis, et al. Blood Adv 2024; 8 (10): 2527–2535. 5. Law et al. ASH 2022 
Abstract 2756.

• FLT3-mut patients post Gilt failure have no approved therapy

• Investigative agents have not demonstrated clinical success 
 in this patient population to date
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•  COVALENT-103 (NCT05918692) is an open-label, first-in-
human, Phase I study evaluating the safety, tolerability, and 
clinical activity of twice daily oral BMF-500 in patients with 
R/R AL, with or without FLT3 mutations​

• As of Nov 2024, the study is open for enrollment at 21 sites in 
the United States​

• Study commenced in Q4 2023 and has dosed 20 patients to 
date; enrollment is ongoing​

COVALENT-103 Study Overview​                                    

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

BMF-500 Background
• BMF-500 is an orally bioavailable, selective, covalent, small-molecule investigational inhibitor of FLT3, including wild type, 

ITD, and TKD mutants, that is designed to retain potency against FLT3 inhibitor resistance mutations such as the F691 
gatekeeper and D835 mutations​

• BMF-500 has demonstrated high affinity for FLT3, lack of cKIT inhibition (therefore avoiding suppression of normal 
hematopoiesis), and sustained cell-killing capacity that persisted even after prolonged drug washout5

• BMF-500 has shown sustained tumor regression and improved survival in both subcutaneous and disseminated xenograft 
models of mutant FLT3-driven AML5​

• BMF-500 is currently supplied as 5, 25 and 100 mg strength tablets for oral administration in clinical trials

1.Bystrom et al. Curr Oncol Rep. 2023 Apr;25(4):369-378. 2. Zhang et al. Cancer Gene Ther. 27, 81–88 (2020)., 
3. Abstract P1798 – EHA 2024. 4. Levis, et al. Blood Adv 2024; 8 (10): 2527–2535. 5. Law et al. ASH 2022 
Abstract 2756.
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BMF-500 orally twice daily administered in continuous 28-day cycles
N=~141

Arm A Arm B

Total n= 20 as of Nov-2024 (enrollment ongoing)

Escalation Expansion

50 mg (n=1)

100 mg (n=3)

150 mg (n=4)

No DLTs

25 mg (n=7)

50 mg (n=5)

75 mg (n=TBD)

350 mg (n=TBD) 200 mg (n=TBD)

… …

R/R FLT3WT or MUT 
(no CYP3A4i)

R/R FLT3WT no CYP3A4i 

R/R FLT3MUT no CYP3A4i 

R/R FLT3WT w/ CYP3A4i 

R/R FLT3MUT w/ CYP3A4i 

R/R FLT3WT or MUT 
(w/ CYP3A4i)

• Evaluate safety and tolerability
• Determine OBD/RP2D
• Evaluate efficacy per ELN2017 as assessed by 

PI
• Characterize on-treatment PD effects
• Evaluate changes in molecular profiling

• Adults (≥18 years), ECOG ≤2, life expectancy 
>3 months

• R/R FLT3-mutant AML, ALL, MPAL, and R/R 
wild type FLT3 AML, ALL, MPAL (≤33% per 
Arm)

• Must be R/R and progressed after SOC
• FLT3-mutant patients must have failed 

treatment with approved FLT3 inhibitor(s)
• Adequate organ function: Bilirubin ≤1.5 x 

ULN; ALT/AST ≤2.0 x ULN, eCrCl ≥60 mL/min 
• Absence of significant CV disease (LVEF >45%, 

mean QTcF or QTcB of <470 ms)

• Dose Escalation using Accelerated Titration Design (ATD) followed by classical 
“3+3”); Arm A / B (not taking / taking CYP3A4i) enrolled in parallel

• Dose Expansion to explore at least two dose levels

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

Study Design​ Study Objectives​

Key Eligibility Criteria
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• Overall balanced patient population 
between the two Arms

• Nearly half (~45%) post HSCT

• Large majority (~90%) had prior 
venetoclax-containing regimen

• Median prior lines of therapy: 4 (range 
1 to 10)

Arm A Arm B Total

(N=8) (N=12) (N=20)

Median age, years (range) 57.9 (34, 69) 53.3 (23, 78) 55.2 (23,78)

ECOG Performance Status

0 1 (12.5 %) 3 (25.0%) 4 (20.0%)

1 4 (50.0%) 6 (50.0%) 10 (50.0%)

2 3 (37.5%) 3 (25.0%) 6 (30.0%)

Gender

Female, n (%) 3 (37.5%) 5 (41.7%) 8 (40.0%)

Male, n (%) 5 (62.5%) 7 (58.3%) 12 (60.0%)

Prior Therapies

Median # prior therapies (range) 4 (2,10) 4 (1,8) 4 (1,10)

Prior treatment with intensive therapy 5 (62.5%) 8 (66.7%) 13 (65.0%)

Prior Hematopoietic Stem Cell Transplant 
(HSCT) 3 (37.5%) 6 (50.0%) 9 (45.0%)

Prior Venetoclax-containing regimen 7 (87.5%) 11 (91.7%) 18 (90.0%)

Baseline Characteristics​

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 



6

• As per protocol, at each dose level up to 33% of 
patients may be wild type FLT3

• 100% (n=13) FLT3-mutant patients had 
progressed on or after a gilteritinib-containing 
regimen

• 5 of 13 had received at least two FLT3 inhibitors 
prior to study entry

FLT3 Mutational Status at Study Entry

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024)

2
10%

5
25%

10
50%

3
15%

13
65%

FLT3 mutational status at study entry as 
determined by Central Lab (n=20)

Undetermined NA Wild type NA Mutant FLT3-ITD Mutant FLT3-TKD

* Central lab FLT3 mutational status not available

*
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BMF-500 Was Generally Well Tolerated​

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

TEAEs with Preferred Term (Incidence ≥ 20%)
Related Unrelated All

(N = 20) (N = 20) (N = 20)

Participants with at least one TEAE 4 (20.0%) 20 
(100.0%) 20 (100.0%)

Anaemia 0 4 (20.0%) 4 (20.0%)

Dyspnoea 0 4 (20.0%) 4 (20.0%)

Febrile neutropenia 0 5 (25.0%) 5 (25.0%)

Hypocalcaemia 0 4 (20.0%) 4 (20.0%)

Hypokalaemia 0 4 (20.0%) 4 (20.0%)

Hypophosphataemia 0 4 (20.0%) 4 (20.0%)

Hypotension 1 (5.0%)* 4 (20.0%) 5 (25.0%)

Hypoxia 0 4 (20.0%) 4 (20.0%)

Nausea 0 4 (20.0%) 4 (20.0%)

Oedema peripheral 0 5 (25.0%) 5 (25.0%)

Platelet count decreased 0 4 (20.0%) 4 (20.0%)

Tachycardia 0 4 (20.0%) 4 (20.0%)

• BMF-500 has shown a 
generally well-tolerated 
safety profile across all dose 
levels explored as of the 
data cut-off

• No DLTs reported, no dose 
reductions as of the data 
cut-off

• No treatment-related 
cytopenias were observed as 
of the data cut-off

• No QTc prolongation 
reported as of the data cut-
off

*Grade 2 per CTCAE as assessed by PI
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Early Evidence of Clinical Activity

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

Evidence of Clinical Activity Observed in 11 Patients (Efficacy Evaluable population# n= 12)
Dose Patient ID FLT3 mutational status Mutational Profile CYP3A4 Inhibitor # Prior Lines Therapy Clinical Activity

100 mg BID Patient 15 FLT3-wild type ASXL1, IKZF1, NF1, RUNX1, SF3B1 No 3 Reduced BM blasts

Patient 1 FLT3-mutation ASXL1, IDH2, PHF6, RUNX1, SRSF2, FLT3-ITD No 4 CRi (see case study)

Patient 6 FLT3-mutation ASXL1, FLT3-TKD, MSH3, NF1, RUNX1, SRSF2 No 8 >50% reduced BM 
blasts, clearance of PBs, 

reduced transfusion 
frequency

50 mg BID Patient 17 Undetermined Not available No 4 None

Patient 19 FLT3-wild type ASXL1, CCND2, KIT, RUNX1, TET2 Yes 4 >50% reduced PBs

Patient 7 FLT3-mutation CDKN2A, CREBBP, FLT3-ITD, WT1 Yes 8 Reduced BM 
blasts, Clearance of PBs, 

reduced Hydrea use

Patient 16 FLT3-wild type Not available Yes 3 Clearance of PBs

Patient 10 FLT3-mutation CHEK2, FLT3-ITD, NRAS, NSD1, RUNX1, WT1 Yes 8 Reduced BM blasts, 
reduced Hydrea use

25 mg BID Patient 14 Undetermined Not available Yes 1 Reduced BM blasts

Patient 4 FLT3-mutation ASXL1, FLT3-ITD, KIT, KRAS, PTPN11, 
SRSF2, TP53, WT1

Yes 4 Reduced BM blasts, 
>50% reduced PBs

Patient 2 FLT3-mutation CBL, FLT3-TKD, FOXP1, KMT2A, KRAS 
G12A, PTEN, RUNX1, SETD2, STAG2

Yes 5 Clearance of PBs

Patient 9 FLT3-mutation FLT3-ITD, NSD1-NUP98 fusion, PMS2, WT1 Yes 7 Reduced Hydrea use

# Efficacy Evaluable population (defined as all patients enrolled who received at least one dose and had at least one disease assessment
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• 7 of 12 (58%) patients remain on treatment

• 5 of 7 of FLT3-mut continue treatment at the time 
of reporting

• 1 of 2 FLT3-mut at dose level 2 (100mg BID) in 
Arm A (not taking CYP3A4i) achieved CRi

• 2 of 3 FLT3-mut at dose level 2 (50mg BID) in Arm 
B (taking CYP3A4i) showed BM blast reduction 
after first cycle and continue on study treatment

Early Efficacy Data and Time on Treatment

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

Dose levels 2 and 3 from Arms A/B

* Study patient population: reference prognostic parameters1:
• The mOS for R/R AML pts post gilteritinib: ~1.8 mo after 

gilteritinib discontinuation
• Pts who failed gilteritinib and received no subsequent 

treatment had mOS of 0.28 mo

1EHA 2024 Abst P1798 Type: e-Poster Presentation
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Early Efficacy Data: Bone Marrow Blasts % Change​​

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

•54% (7 of 13 of FLT3 mutated) were 
deemed efficacy-evaluable # as of the 
cut-off date, with only 6 displayed here*

•83% (5 of 6) FLT3 mutated efficacy-
evaluable # patients had a reduction in 
bone marrow (BM) blasts

*EDC data entry pending for 1 patient 
#Efficacy Evaluable population (defined as all patients enrolled who received at least one dose and 
had at least one disease assessment
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Acute Leukemia Primary AML

Mutations detected at 
study entry

FLT3-ITD, ASXL1, IDH2, PHF6, 
RUNX1, SRSF2

# of prior therapies 4 (including venetoclax and 
gilteritinib-containing regimens)

Prior HSCT Yes

BM blasts (%):    10%            5%                 3%               5%            5%

Allelic Ratio:       0.1               -                       -                     -
MFC MRD:           - -                                    3.82% #              <0.1%*

Timepoint: Screening     C2D1          C3D1              C4D1        C5D1

Response             -                MLFS             CRi                CRi             CRi 

• The magnitude of FLT3 inhibition correlated with the plasma concentration of BMF-500
• Study treatment was generally well tolerated with no interruptions or dose modifications
• Best Objective Response of CRi, as assessed by PI per ELN2017

# Based on Bone Marrow assessment
*Based on peripheral blood assessment

PK/PD at Different Timepoints

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of November 2024) 

61-year-old male FLT3-mutant patient treated with BMF-500 100 mg BID achieved sustained CRi 
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Safety and tolerability data: 
• No significant safety or tolerability issues observed to date (i.e. no QT prolongations or cytopenias) and no DLTs 

reported
• BMF-500 has been generally well tolerated, and the escalation continues without safety restrictions

Early clinical activity data:
• Ability to induce response by end of C1 and achievement of CRi at dose levels explored
• Ability to induce reduction of bone marrow blasts for the majority of efficacy-evaluable patients at the dose levels 

explored
• Other evidence of clinical activity observed in majority of patients treated (e.g. clearance of peripheral blasts, 

reduction of transfusion frequency, reduction in use of hydroxyurea etc.)

PK/PD markers confirm on-target inhibition of FLT3:
• Ability to induce dose-proportional FLT3 inhibition
• Ability to achieve near complete FLT3 inhibition on first day of dosing at dose levels explored
• BMF-500 and its major metabolites have shown similar concentrations in bone marrow compared to plasma 

suggesting good compartmental penetration

Collectively, these data support the ongoing development of BMF-500, the only covalent FLT3 inhibitor 
currently in the clinic

Summary

Investigational Covalent FLT3 Inhibitor BMF-500 in Relapsed or Refractory (R/R) Acute Leukemia (AL): 
Preliminary Phase 1 Data from the Ongoing COVALENT-103 Study (as of Nov. 2024) 
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Legal Disclaimer & Forward-Looking Statements Certain statements in this presentation and the accompanying oral commentary are forward-looking statements. These statements relate to future 

events or the future business and financial performance of Biomea Fusion, Inc. (the “Company”) and involve known and unknown risks, uncertainties and other factors that may cause the actual results, 

levels of activity, performance or achievements of the Company or its industry to be materially different from those expressed or implied by any forward-looking statements. In some cases, forward-looking 

statements can be identified by terminology such as “may,” “will,” “could,” “would,” “should,” “expect,” “plan,” “anticipate,” “intend,” “believe,” “estimate,” “predict,” “potential” or other comparable 

terminology. All statements other than statements of historical fact could be deemed forward-looking, including any projections of financial information or profitability, the initiation, timing and results of 

pending or future preclinical studies and clinical trials, the actual or potential actions of the FDA, the status and timing of ongoing research, development and corporate partnering activities, any statements 

about historical results that may suggest trends for the Company's business; any statements of the plans, strategies, and objectives of management for future operations; any statements of expectation or 

belief regarding future events, potential markets or market size, or technology developments, unfavorable global economic conditions, including inflationary pressures, market volatility, acts of war and civil 

and political unrest, and other factors affecting the Company's financial condition or operations. The Company has based these forward-looking statements on its current expectations, assumptions, 

estimates and projections. While the Company believes these expectations, assumptions, estimates and projections are reasonable, such forwardlooking statements are only predictions and involve 

known and unknown risks and uncertainties, many of which are beyond the Company's control. For a discussion of these and other risks and uncertainties, and other important factors, any of which could 

cause our actual results to differ from those contained in the forward-looking statements, see the section entitled "Risk Factors" in our most recent annual report on Form 10-K filed with the Securities and 

Exchange Commission, as well as discussions of potential risks, uncertainties, and other important factors in our other subsequent filings with the Securities and Exchange Commission. The forward-

looking statements in this presentation are made only as of the date hereof. Except as required by law, the Company assumes no obligation and does not intend to update these forward-looking 

statements or to conform these statements to actual results or to changes in the Company's expectations. This presentation also contains estimates and other statistical data made by independent parties 

and by us relating to market size and growth and other data about our industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such 

estimates. In addition, projections, assumptions, and estimates of our future performance and the future performance of the markets in which we operate are necessarily subject to a high degree of 

uncertainty and risk.

We would like to thank the patients, their families, physicians, healthcare professionals and research teams 
for participating and their contributions 
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THANK YOU

Biomea Fusion 
900 Middlefield Road, 4th floor
Redwood City, CA, 94063
biomeafusion.com 
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