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METHODS

. Cell lines: A panel of 14 well-characterized neuroblas- o X B
toma cell lines was tested with KPT-330 across a 5-log
range. Growth inhibition was measured using CellTi-
ter-Glo (Promega) viability assays and a real-time
growth monitoring system (xCELLigence, Roche).

« Xenograft models: NOD/SCID mice with neuroblas-
toma xenografts were treated orally with KPT-330 and
tumor size was monitored.

 Disseminated models: Neuroblastoma cell lines
stably expressing a luciferase construct were tail-vein
injected into NSG mice. Treatment started after tumor
luminesence exceeded 10° photons/s.

« MRNA expression: A well characterized cohort of pri-
mary neuroblastoma cases (80 high-risk and 20 low-
risk) as well as a panel of cell lines were profiled using

lllumina Human-6 expression beadchips.

Concrusions AND FUTURE DIRECTIONS

+ Neuroblastomas show sensitivity to CRM1 inhibition both in vitro and in vivo.
- Ongoing work is focused on discovering the cellular and genomic factors responsible for
Figure 3. KPT-330 shows activity against increased sensitivity to nuclear export inhibition.
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blastoma. Mice were treated with KPT-330 - The mechanism of apparant drug resistance in vivo is unclear as the cells retain in vitro sen-

10 mg/kg M-W-F or vehicle only. SitiVity.

- In other studies, higher doses (up to 20 mg/kg) of KPT-330 have been well tolerated and
may provide further benefit in these models.

. With the expected completion of the first in human phase | trials by mid 2013, treatment
with KPT-330 has the potential to be rapidly translated into a clinical trial for children with




