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Introduction
•Atypical Teratoid Rhabdoid Tumor (ATRT) is a rare, highly malignant
pediatric central nervous system tumor. The prognosis is poor, with a
2-year survival rate estimated at 15%.1

Conclusion

Results

1. Despite aberrant expression in ATRT cells,
there was no response with Verteporfin
treatment

Hippo Gene Expression Profile in ATRT

•The Hippo signaling pathway, a key mechanism for organ
maintenance and growth, has been shown to be dysregulated in
numerous cancers including medulloblastoma, glioblastoma,
meningioma, and retinoblastoma. 2,3,4,5

2. Small-molecule inhibition of the YAP/TEAD
complex does not appear to be a viable
therapeutic strategy for atypical teratoid
rhabdoid tumor

• Most Hippo abnormalities center around the common endpoint in the
pathway – a set of transcriptional co-activators YAP and TAZ. An
initial RNA sequencing screen showed Hippo dysregulation in ATRT. 6

Future

Work

Figure 1. mRNA expression profile of ATRT cells (CHLA-04-ATRT, CHLA-05-ATRT, CHLA-06-ATRT) and

•Determine whether other Hippo pathway factors are
viable therapeutic targets in the treatment of ATRT

neural stem cells (H9). RNA was extracted and qRT-PCR was performed. The neural stem cell line H9 was
used as a positive control and all data was normalized to GAPDH. Gene expression is represented using foldchange compared to a pediatric non-tumor pooled brain tissue by the negative delta CT method

•Determine if there is aberrant Hippo expression in
other pediatric neoplasms

RNA Sequencing shows aberrant
Hippo expression

•Investigate the role of Hippo small-molecule inhibitors
in the treatment of other pediatric neoplasms

Hippo Pathway is Turned Off in ATRT

Reproduced from Mauviel et al., 2012
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•With suspected Hippo dysfunction in ATRT, we hypothesized that
YAP/TAZ could be a viable therapeutic target in the treatment of ATRT.

Figure 2. RNA Sequencing screen of the Hippo Pathway. Fold
expression was calculated relative to a pediatric non-tumor brain sample.
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•Verteporfin, a YAP/TEAD1 small molecule
inhibitor, has been shown to suppress cell
proliferation in retinoblastoma. 5
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•A set of kinases regulate YAP/TAZ activity, which complex with
transcription factors that are responsible for cell growth and
differentiation. 6
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Fig. 3. Western blot analysis of endogenous protein expression of Hippo pathway components.
GAPDH was used as a loading control.
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Objectives
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1. Determine whether Hippo activity is aberrant in ATRT
2. Determine the efficacy of Verteporfin therapy in atypical
teratoid rhabdoid tumor.
3. Determine whether Verteporfin warrants further study in
atypical teratoid rhabdoid tumor.
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Figure 3. Drug-dose Response Curve for ATRT cells after Verteporfin treatment. Cells were
seeded at a concentration of 2000/well, with 1/3n dilutions ranging from 2uM to 4nM Verteporfin,
and compared to a vehicle (DMSO) and kill control (MG142 proteosome inhibitor), and allowed 72
hours representing a full doubling cycle before being analyzed by CellTiter Glo assay. IC50 was
calculated as the value required for 50% relative inhibition of available ATP in the cell lysate after
72 hours”
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