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Study Design

® Objectives

o Determine the safety and anti-tumor activity of retaspimycin HCI + docetaxel
in patients with pretreated NSCLC

= Study Design
o An expansion of a Phase 1b trial of retaspimycin HCI in combination with
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B No patient had a treatment-related Grade 3 or 4 AST, ALT, or bilirubin

on study.

B No drug-related deaths or discontinuations occurred.

Patient Disposition

B Stable Disease seen in 7 patients
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tolerated. In particular:

o Liver function test increases related to retaspimycin HCI were all mild
in nature, and none led to dose reduction or discontinuation from the
trial.

o Gastrointestinal toxicity was manageable and primarily low grade
(Grade 1 or 2) and did not lead to study discontinuation.

o No significant ocular toxicities were identified.

£
=
=
D
&
c
docetaxel in patients with pretreated NSCLC (Riely, ASCO 2009, Abst #3547) g 20 O :\;I‘d;\_'idum Values Patients Treated, n 23 B Clinical activity of the combination was noted In pretreated patients
SETRIT . . == lViedilian - - - .
= Key Eligibility Criteria 8 — 5th/95th Y%iles Patients On Study, n (%) 2 (9) with NSCLC, including:
o Adults with pretreated metastatic NSCLC and no prior exposure to docetaxel = Discontinuations, n (%) 21 (91) 0 ORR of 26% as compared with a historical docetaxel response rate of
o Progressive disease; clinically stable brain metastases allowed ~ 10 _ e ° : -20% approximately 8%.
. . T Radiographic Disease Progression 14 (61) _ _ _ _ _ _
o Measurable disease by RECIST criteria o . . . o Higher response rates were observed in patients with historically
o Clinical or Symptomatic Progression 29 | @ w @ FmE——— e e :
o Karnofsky performance status = 70 A _ _ poorer outcomes, such as heavy smokers and those with squamous
= Dosing Schedule 0 . . Withdrawal by Patient 2 (9) cell histology.
T 2 Retaspimycin HCI Bruno, et al. Physician Decision 2 (9) 40% _ _ _
o Retaspimycin HCI: 300 mg/m? IV QW 300 mg/m? J Clin Oncol 16:187-96 Death 1(4) B Based on these data, an adaptive randomized Phase 2 study is
underway comparing retaspimycin HCI + docetaxel versus placebo +

o Docetaxel: 75 mg/m? IV Q3W
 Growth factor support was allowed after Cycle 1

B Docetaxel clearance was unaltered by retaspimycin HCI
co-administration.
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docetaxel in pretreated patients with NSCLC and a smoking history.
This trial is designed to identify and validate potential predictive
biomarkers of the activity of combination treatment.




