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SESSION IV

Development of LY2334737, an oral gemcitabi-
ne prodrug for continuous administration.
Perspectives for the therapy of mature T-cell

and NK-cell lymphomas

Gemcitabine (Gemzar) is a fluo-
rinated pyrimidine nucleoside
analogue that demonstrated a high
schedule-dependency during its
development for the therapy of
diverse malignancies. This sched-
ule-dependency may depend on
the steps that are required to
induce cytotoxic activity, and
include intracellular uptake by
specific nucleoside transporters
and the effect on cancer cells at
the G1 and S phases of the cell
cycle. Gemzar is currently
approved to be administered
weekly at 1000-1250 mg/m?,
either as a single agent or in com-
bination with other agents for the
therapy of several solid tumors.
Gemcitabine also has activity in
Hodgkin’s and in several types of
non-Hodgkin’s lymphoma includ-
ing some subsets of peripheral T
cell lymphoma.

LY2334737 is an oral gemc-
itabine prodrug in which gemc-
itabine is linked to valproic acid
via an amide bond, enabling it to

bypass hydrolysis in enterocytes
and portal circulation, thereby
avoiding the extensive first pass
metabolism that occurs with
unmodified gemcitabine. Circu-
lating levels of LY2334737 are
detectable several hours after oral
administration. In addition, a
gradual release of gemcitabine
following cleavage of the amide
bond may ensure that more cancer
cells are exposed to effective
cytotoxic levels of gemcitabine as
they enter G1/S phase of the cell
cycle, to enhance efficacy. The
lower peak plasma concentrations
of gemcitabine that are achieved
with LY2334737 may also result
in lower toxicity when compared
to bolus intravenous gemcitabine,
thus resulting in a high therapeu-
tic index. Phase I trials of this
agent either as monotherapy or in
combination with other agents are
currently underway. Exploration
of the role of this compound in the
therapy of mature T-cell and NK-
cell lymphomas is planned.
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