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Background Results

* The PIBK/AKT/mTOR axis has been implicated in the pathogenesis of multiple 2. Torin 2 exhibits cytotoxic and cytostatic effect against CLL cell lines

. . o . 5. Torin 2 is toxic to patient CLL cells in an in vitro model of the
haematological malignancies including CLL [1, 6].
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Torin 2 outperformed other inhibitors targeting the PI3K/Akt/mTOR axis, some of which had been
previously explored in CLL.

Torin 2 induced both cytotoxic and cytostatic effects in CLL cell lines.

MTORC1 and mTORC2 signalling was blocked by Torin 2.

Primary mechanism of Torin 2-induced cell death was caspase-mediated apoptosis.

Torin 2 had significant cytotoxic effects on primary CLL cells despite supportive fibroblast layer.
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H 4. mTORC1 and mTORC2 signalling is blocked by Torin 2

] Figure 1. Torin 2 outperformed
other inhibitors of PI3K, AKT, and
mTOR.
CLL cell lines (OSU-CLL and HG3)
: were incubated with 10 uM of each
& drug for 48 hours with six technical
replicates per cell line. Viable cells
were measured using a CellTiter™
AZD8055 Everolimus Temsirolimus Torin 2 Glo assay and EnSightT” plate
" reader. Data were normalised to
vehicle (DMSO) controls and are
presented as mean £ S.D.
Statistical significance was
determined by unpaired t-test (%,
p<0.05; ** p<0.01; *** p<0.001;
***% p<0.0001; ns, not significant).
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