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OBJECTIVE METHODS

* TGl data (sum of longest diameters) was adequately described using the
model? :

RESULTS

Tumor growth inhibition (TGI) metrics estimated
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of overall survival (OS) in a variety of tumor types?.
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*N: patients with tumor size data
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baseline

1 sorafenib refractory

2 cytokine refractory

REFERENCES

1 Bruno R. et al. Clin Pharmacol Ther. 2014 Apr;95(4):386-93.
2 Claret L. et al. JCO, 2013 Dec 1;31(34):4374-5.

Simulations of the OS model were performed to assess the relationship
between the expected effect size in OS (HR) of an investigational treatment
and the difference (0) i.e. the effect size in TGl metric (e.g. week 8 ETS).
Multiple replications (n=1000) of virtual Phase Il studies comparing an
investigational treatment to standard of care were simulated. The power of
the Phase lll studies was also calculated conditional on the difference in TGI,

0.

This setting would mimic the calculation of expected HR that could be done as
soon as tumor size data are available to estimate TGI, and support interim or
end of phase Il decisions or interim analysis of phase Ill.
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CONCLUSION

 Week 8 ETS, an early measure of tumor growth inhibition, had satisfactory performance to predict OS in a variety of
clinical studies in mRCC
* The OS model was used to simulate clinically relevant ETS targets for future Phase 2 studies with investigational

treatments.
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