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Acute myeloid leukemia (AML) is a complex and aggressive blood
cancer with a poor prognosis, driven by genetic mutations that

Actimab-A
investigational

complicate

v/ T

treatment
(Lintuzumab-Ac225,

antibody radio-conjugate that targets CD33. The payload, actinium-

\o. Pharmaceuticals, Inc.

Actimab-A (Lintuzumab-Ac225) has potent mutation agnostic antileukemic activity

BACKGROUND

and often
Lint-Ac225) is

lead
a promising

to relapse.

in preclinical models of AML

Amanda S. Chin!, Sumit Mukherjee!, Rubin Jiao?, Kevin J.H. Allen?, Jason Li!, Karina Peregrina!, Dina Yang!, Debbie Lewis!, Madhuri Vusitrikala!, Avinash Desail,
Le-Cun Xu!, Mackenzie Malo?, Monideepa Roy!, Denis Beckford-Vera!, Ekaterina Dadachova®, Adeela Kamal!

I Actinium Pharmaceuticals, Inc., New York, NY, USA 2 University of Saskatchewan, Saskatoon, SK, Canada

RESULTS

AML Cell Line Cytotoxicity by Lint-Ac225 or SOC Monotherapies
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Abstract #594

225 (Ac-225) is an alpha particle-emitting radionuclide that causes
lethal DNA damage. In clinical trials, Lint-Ac225 had positive

responses

when

combined with CLAG-M

chemotherapy 1n

relapsed/refractory AML patients, including those with high-risk

features like venetoclax resistance and TP53 mutations. Here we tested
the hypothesis that Lint-Ac225 has anti-leukemic activity in AML cells

regardless

of mutations

(FLT3,

NPM1,

TP53 and KMT2A

rearrangement). We also explored its potential as a single agent or in
combination with other standard of care (SOC) therapies to enhance
the treatment response for AML.

CD33 95%
KMT2A rearrangement 3-10%
FLT3 30%
NPM1 30%
TP53 5-10%

Table 1. The reported percentage of CD33 expression and mutations found in AML.
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Figure 1. Monotherapy Lint-Ac225 and SOC therapies reduce the viability of AML cells after 48 hts of
drug treatment. Unlabeled lintuzumab (Lint) was used at mass equivalent concentrations to the Lint-
Ac225 doses. Each sample was tested in triplicate. The viability IC50 and IC25 values were calculated
by nonlinear regression to fit log(inhibitor) vs. response curve in GraphPad Prism. Control represents
untreated cells. One representative of multiple experiments is shown.
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Figure 4. Anti-AML efficacy was significantly potentiated and prolonged by the drug combination in
nude mice bearing human MV-4-11 and OCI-AML3 xenografts. Average tumor volume curve of each
treatment group post-treatment with (A) combination of Lint-225Ac and revumenib, (B) combination
of Lint-225Ac and gilteritinib, and (C) combination of Lint-225Ac and revumenib (in OCI-AML3)
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Enhanced Cytotoxicity with Lint-Ac225 and SOC Combinations
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inhibitors (gilteritinib or quizartinib), or azacitidine (5-AZA) potentiates cytotoxicity. Dosing of each
agent was selected based on the monotherapy data findings. After incubating cells with Lint-Ac225 for
1 hour, inhibitors were added, and AML cell viability was measured after 48 hours. Each sample was
tested in triplicate. Multiple t-test statistical analysis comparing combination therapy to each
monotherapy (asterisk colors match the compared monotherapy). *p<0.05, **p<0.01, ***p<0.001,
**%%p<0.0001, error bars represent SD.

Combination of Lint-Ac225 with Azacitidine Therapy

Potentiates AML Cell Death In Vivo
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Figure 5: Lint-Ac225 is efficacious as a monotherapy and in combination with azacitidine (5-AZA) in
HL60 subcutaneous and U937 disseminated preclinical AML model. (A) HL60 average tumor volume
curve and Kaplan-Meier plot showing % survival of each group post-treatment. (B) Survival (%) of the
U937 disseminated model post-treatment. The black arrows indicate timings of 5-AZA dosing, and the
blue arrow indicates the timing of Lint-Ac225 dosing. Statistical analysis of survival comparisons was
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Lint-Ac225 Mechanism of Action
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CONCLUSIONS

Actimab-A (Lintuzumab-Ac225) shows broad anti-leukemic activity in
AML cell lines in a mutation (FLT3, NPM1, TP53 and KMT2A
rearrangement) agnostic mannet. It improves AML control in high-risk

cases and enhances response durability when combined with standard

of care treatments. These findings support its potential as a backbone

therapy for relapsed/refractory AML, warranting further clinical

evaluation.
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