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Acute leukemia is one of the most aggressive hematopoietic malignancies and is characterized
by the abnormal proliferation of the immature cells and a premature block in lymphoid or myeloid
differentiation. Adult acute leukemia has a poor prognosis due to a large number of relapses,
because of treatment-related resistance mechanisms (Lichtman, M.A. Oncologist 2008, 13, 126-138).
Therefore, there is an urgent need to find new therapeutics, which could led to the development of
novel treatment strategies with less or minimal side effects. Heterocyclic compounds attracted a lot
of attention because of their wide spread biological activities. Among them, the indole heterocyclic
framework constitutes the basis of an important class of compounds possessing interesting

biological activities.
R2 f- R1— = H— CH3 Y Boc-
N
| o \>~NH
=
SO A s &8
< F

NH2>_//_>

SAS VRV

N N /Q\ =

; Rq N~ 0
H ) . N_Z

Pharmaceuticals 2017, 10, 17; doi:10.3390/ph10010017 www.mdpi.com/journal/pharmaceuticals



Pharmaceuticals 2017, 10, 17 15 of 25

In the course of our work devoted to discover new compounds employed in cancer
chemotherapy (Desplat, V., et al. Eur. |. Med. Chem. 2016, 113, 214-227; Guillon, J., et al.
Struct. Chem. Crystallogr. Commun. 2016, 2, 18), we report herein on the synthesis and biological
evaluation of new 3-{4-[(4-(substituted)piperidin-1-yl)benzyl]}-2-phenylindoles 1. The cytotoxicity
of these new derivatives was then evaluated against five different leukemia cell lines, including
Jurkat and U266 (lymphoid cell lines), and K562, U937, HL60 (myeloid cell lines), as well as normal
human peripheral blood mononuclear cells (PBMNCs). Biological results showed antiproliferative
activities on the leukemia cell lines with ICs0 in the uM range. In addition, some compounds are
promising because of their high activity against leukemia (ICso = 4-12 uM) and their low activity
against normal hematopoietic cells (ICso >50 uM).
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