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SELECTED OPPORTUNITY IN HEMATO-ONCOLOGY

Combination of Arsenic and all trans retinoic acid for the treatment
of AML

(BI013408)
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Preclinical

Target: Mutated Nucleophosmin-1 (NPM-1)

Application: Acute Myeloid Leukemia (AML) patients with mutated NPM-1

Potential Product :a combination of arsenic (ARS) and all trans retinoic acid (ATRA)

Rationale:
NPM-1) is the most frequently mutated gene in acute myeloid leukemia (AML).

ATRA inhibits proliferation and induces apoptosis selectively in AML cells with mutated NPM-1.
Unexpectedly, ARS had the same effects and, critically, low doses of ARS and ATRA had a
major synergistic effect to initiate apoptosis, again only in NPM-1 mutated AMLs.

ATRA and ARS induced proteasomal degradation of NPM-1 selectively in cells where this gene
Is mutated

Patent Applications and publication :

- Retinoic acid and arsenic trioxide trigger degradation of mutated NPM1, resulting in apoptosis
of AML cells El Hajj H. et al. Blood 2015 May 28;125(22):3447-54

- PCT/EP2014/079422: Methods and pharmaceutical compositions for the treatment of acute
myeloid leukemia.
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Preclinical

Combination of ATRA and arsenic induce cell growth inhibition and
apoptosis in NPM-1 mutated AML cells
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Preclinical

Combination of ATRA and arsenic induce proteasomal
degradation of mutated NPM-1
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Western blot analysis for NPM-1 (A-D), mutated NPM-1 (B), GAPDH and vinculin proteins in THP-1 (A) and OCI-AML3 (B-D)
treated as described for 24h (B) or 48h (A, C, D).
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Inserm Transfert - Paris Biopark

7 Rue Watt - 75013 Paris

Tel: +33 1 55 03 01 00 / Fax: +33 55 03 01 60
www.inserm-transfert.fr

ANNE.COCHI@INSERM-TRANSFERT.FR

i Insermi[ERSET

Your partner in health innovation



