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Abstract

Tranylcypromine derivatives useful as

therapeutic agents, particularly for the

prevention and/or treatment of diseases

and conditions associated with the

activity of histone demethylases LSD1

and LSD2, such as the diseases

characterized by deregulation of gene

transcription, cell differentiation and

proliferation (e.g. tumors, viral infections).

These compounds belong to the

structural formula (I) wherein A and R3 as

defined in the specification.

The invention also relates to the

preparation of these compounds, as well

as to compositions containing them and

to therapeutic use thereof.
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Tranylcypromine derivative useful as inhibitors of histone demethylases LSD1 and

LSD2.

LICENSED

(I) General Formula

Fig. 1 Biological evaluation of 6e. (A) 6e

synergizes with retinoic acid (RA) in inhibiting

cell growth.



Technical Description

The present invention is directed towards

compounds that are endowed with LSD1

and/or LSD2 histone demethylases

inhibiting activity and are useful in the

prevention or therapy of diseases and

conditions associated with the activity of

the LSD1 and/or LSD2 histone

demethylases.

The invention is directed also to methods

of preparing said compounds,

compositions containing them and

therapeutic use thereof.

The invention discovered that

tranylcypromine derivatives of general

formula (I), and derivatives thereof, are

endowed with histone demethylases LDS

1/2 inhibiting activity.

Applications

Therapeutic agents for the prevention and

treatment of diseases characterized by

deregulation of gene transcription, cell

differentiation and proliferation.

Technologies & Advantages

The reported inhibitors show marked

effects on cell differentiation and an

unprecedented synergistic activity with

antileukemia drugs (ATRA).

These data demonstrate that these

LSD1/2 inhibitors are of potential

relevance for the treatment of

promyelocytic leukemia and, more

generally, as tools to alter chromatin

state with promise of a block of tumor

progression.
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Tranylcypromine derivative useful as inhibitors of histone demethylases LSD1 and

LSD2.

Fig. 2  6e synergizes with retinoic acid (RA) in inducing apoptosis in NB4 cells.


