A Phase I/l Study of Seclidemstat, an LSD1 Inhibitor, and Azacitidine for Patients with

Myelodysplastic Syndromes and Chronic Myelomonocytic Leukemia %%3%2

Guillermo Montalban-Bravo?!, Courtney DiNardo?, Nicholas Short?, Yesid Alvarado’, Tapan Kadia', Farhad Ravandi', Meghan Meyer!, Jane Waukau', Sherry Pierce’!, Hagop

Kantarjian', Guillermo Garcia-Manero’ Making Cancer History
Departments of Leukemia’, The University of Texas MD Anderson Cancer Center

Background Figure 1. Study Design Table 2. Adverse Events
- Epigenetic modifications are essential for gene expression Dose Escalation Phase ~ ooseppansionphase [ N of tlents N of tlents
ntection
. Azacitidine 75mg/m? s.cli.v D1-7 + Seclidemstat based on dose level :

regulation J . Hypotension 3 1

6 _ 1200mg po BID D1-28 Int-1 to High IPSS ri qufthog o;: 6 cycles of HMA BT : :

. . . . B nt-1 to Hig risk wi arter 6 cycles o or Creatinine elevation 6 0

Aberrant DNA and histone methylation is a hallmark of MDS and T>3> A relapselprogression after any # of cycles N 6 0

. . B Constipation 5 0

CMML pathogenesis and progression’ 900mg po BID D1-28 Azacitidine 75mg/m? s.cliv D1-7 Vomiting 4 0

. . . . . . . Seclidemstat Xmg po BID D1-28 Abdominal pain 3 0

- Hypomethylating agents active via epigenetic modifications and N=10 Cough 3 0

600mg po BID D1-28

. . . T Diarreha 3 0

induction of differentiation? CMML Cohort Dizziness 3 0

. 450mg po BID D1-28 Int-1 to High IPSS risk with NR after 6 cycles of HMA or Dyspnea 3 0

* Poor outcomes after HMA failure = OS of 4-6 months3 relapse/progression after any # of cycles Fatigue 3 0

. - . . . 300mg po BID D1-28 - . o Myalgia 3 0

* Lysine specific demethylase 1 (LSD1) implicated in maintenance of Azacitidine 75mg/m? s.cliv D1-7 Fever 2 0

Seclidemstat Xmg po BID D1-28 Right bundle branch block 1 0

pluripotency and proliferation genes 150mg po BID D1-28 | N=10 QT prolongation 1 0

Efficacy

- LSD1 inhibition promotes differentiation of blast cells and has
* Maedian follow up: 3.9 months (95% CI 0-10.4 months)

* Median number of cycles: 3 (1-7)
 ORR: 50% (4/8) including 1 CR, 2 mCR+HI and 1 mCR (Table 3)

« Median number of cycles to best response: 2 (1-2)

. ] 4
antileukemic effect Results

- Evaluation of synergistic effect of LSD1 inhibition with azacitidine

Objectives

Patient Characteristics

* Nine patients enrolled as of October 2022.
- Evaluate the safety and efficacy of seclidemstat in combination |

with azacitidine in patients (pts) with higher-risk MDS and CMML

Patient characteristics detailed in Table 1 . Patient disposition:
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- Correlative studies during dose expansion phase « 6 (67%) patients experienced reversible elevation of Cr - initial week of therapy with azacitidine

. Cardiac rhythm/ECG abnormalities in 3 patients Disclosures No conflict of interest to disclose.



