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1. XPO1 exports nuclear cargo proteins, including tumor suppressors (e.g.
pS3), cell cycle regulators (e.g. p21), and many more.
Selective Inhibitors of Nuclear Export (SINE) that block XPO1 from
binding to cargo proteins are in clinical trials as anticancer therapeutics.
We evaluated the effects of selinexor, an orally bioavailable SINE, in
preclinical models of sarcoma.
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» Fig.1 Anti-proliferative activity of selinexor in a variety of
sarcoma cell lines in vitro.
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Cell viability was measured using Cell
Titer Glo. Most sarcoma cell lines
were sensitive to selinexor with I1Css
ranging from 28.8 nM to 218.2 nM
(median: 66.1 nM).

The ASPS cell lines were
exceptionally resistant to selinexor
with IC50 greater than 2 yM.

These data demonstrate that many but
not all sarcoma histologic subtypes are
sensitive to selinexor in vitro.

» Fig.2 Anti-proliferative activity of selinexor in a variety of sarcoma

models in vivo.
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In sarcoma xenograft studies, either
cryopreserved tumors or cell lines
mixed 1:1 with Matrigel were
subcutaneously implanted into the
flanks of nude mice. Treatment began
when tumors reached an average size
of 100 mm?. Selinexor was
administered twice weekly by oral
gavage. Three mice were treated either
with control or selinexor in each
cohort. The Y-axis indicates average
changes in volume from day 1.
Selinexor suppressed tumor growth,
including ASPS models that were
resistant in vitro.
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> Conclusions

1.
2.
3.

Selinexor has potent in vitro and in vivo activity against a wide variety of sarcoma models.
Selinexor induced G,-arrest independent of known molecular mechanisms in GIST and LPS.
These studies further justify the exploration of selinexor in clinical trials targeting various

sarcoma subtypes.

» Fig.3 Histological changes and reduced cell proliferation following selinexor
treatment.
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» Fig.4 Selinexor induced cell cycle arrest in GIST independent of KIT
signaling pathway.
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» Fig.5 Selinexor induced cell cycle arrest and apoptosis in LPS
differently from Nutlin-3a.
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» Fig.6 Selinexor acts independently of p53 in LPS.
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