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Introduction

Acute Myeloid Leukemia (AML) in elderly patients unfit for intensive

chemotherapy remains a challenge. Remission and survival rates decrease

with age, and there is rather limited treatment success with standard

(chemo)therapy, leading to 5-year survival rates of 20% or lower. Recent

combos of hypomethylating with pro-apoptotic agents showed improved
therapeutic prospects in early clinical trials. ladademstat (iada) is a

differentiating drug that selectively inhibits LSD1 and has shown efficacy
in preclinical models, both alone and in combination with other

compounds including azacitidine (Aza) and BCL2 inhibitors. A First in Man

Phase | study in acute leukemia showed a good safety profile and anti-

leukemic activity for iada (manuscript submitted). Combination of iada
with Aza may offer an alternative or complementary therapeutic option

for this population. Herein, we report preliminary results of the ALICE

study (EudraCT 2018-000482-36).

Methods

ALICE is a Phase lla clinical trial to assess the safety, tolerability, and dose
finding of iada in combination with Aza for the treatment of elderly
patients with AML. The study also investigates the anti-leukemic activity
of this combination, including overall response rate (ORR), time to
response (TTR) and duration of response (DOR), as secondary endpoints.
Additional assessments include hematological improvement and overall
survival, along with PK/PD measures comprising a set of 7 blood
biomarkers. ALICE includes patients older than 60 yrs, diagnosed with
AML according to the WHO classification, who have not received prior
treatment for AML other than hydroxyurea and are considered by the
investigator as ineligible for intensive chemotherapy or refuse this
treatment option. The dose finding phase was planned for a maximum of
18 patients (Part 1), followed by an expansion phase (Part 2) planned for
a maximum of 18 patients to be treated with iada at the Recommended
Phase Il Dose (RPIID) in combination with Aza.

Results & Discussion - |

Eighteen patients (median age 77 yrs) have been enrolled up to April 30th
and are reported in this communication. Recruitment rate has been
temporarily reduced in the last two months due to Covid-19 pandemia.
Demographic characteristics of patients are shown in Table 1. The current
RPIID of iada in combination with Aza is 60ug/m2/d.

SAFETY: Main safety events include 96 grade 3-4 AEs in 12 patients that
were considered as related to the study drugs, Aza or iada. Most of them
were neutropenia and thrombocytopenia, whereas only 3 non-
hematological AEs, asthenia and dysgeusia in one patient and weight
reduction in another patient, were observed. Among the 38 serious
adverse events reported, only 2 were considered as related to iada: 1
differentiation syndrome (grade 3) on C1D10 and 1 intracranial
hemorrhage (grade 5) on C1D15. Seven deaths have been reported in the
trial, 5 before first bone marrow (BM) assessment. Causes of death were:
intracranial hemorrhage (2), accidental fall leading to femoral fracture and
subarachnoid hemorrhage (1), respiratory infection (2), neutropenic colitis
(1) and disease progression (1). Besides the expected hematological
impact, the combination appears to be safe and well tolerated.
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Figure 1. Efficacy response based on bone marrow cellularity in patients treated with iada in combination with Aza. Cycles correspond to 4 weeks treatment. Non-colored weeks correspond to transient treatment interruption periods due
to adverse events or patient hospitalization.
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