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BACKGROUND

HSP90 INHIBITION

Hsp90 is a chaperone protein that maintains the proper conformation and function of many proteins
that play a critical role in tumor pathophysiology such as EGFR, HER2, c-MET, AKT, BCR-ABL, RAF,
CDK4, c-KIT, FLT3, and VEGFR

Degradation of client proteins by inhibiting Hsp90 allows for simultaneous targeting of multiple
oncogenic signaling pathways

Kinase client proteins are generally dependent on Hsp90 regardless of mutatational status - wild type,
TKI-sensitive, TKI-resistant — which creates potential for use in multiple settings
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STA-9090 OVERVIEW

Potent, second-generation small molecule Hsp90 inhibitor**
— Structurally unrelated to first-generation Hsp90 inhibitors (such as 17AAG and IP1-504)
— Upto 100 times more potent than first-generation Hsp90 inhibitors

Shows strong activity in broad range of solid tumor and hematologic cancer models including lung,
prostate, colon, breast, gastric, pancreatic, melanoma, AML, CML**

Activity seen in models resistant to kinase inhibitors including imatinib, erlotinib, sunitnib, and
dasatinib as well as in models resistant to first-generation Hsp90 inhibitors (17AAG)

Selectively accumulates in tumors with a tumor half-life of approximately 60 hours
Penetrates deeply into hypoxic tumors, inhibiting HIF-1cx
Administered as one hour [V infusion
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STA-9090 DEGRADES PROTEINS CRITICAL TO GROWTH OF MULTIPLE CANCERS

Solid tumors
o NSCLC

SUMMARY OF ADVERSE EVENTS

MOST COMMON GRADE >3 ADVERSE EVENTS (OCCURRING IN >2 PATIENTS)

RESULTS

PHARMACOKINETICS

Figure below shows a linear relationship between dose and exposure (AUC)

Overlapping regression lines indicate essentially identical exposures on Day 1 and Day 15
No drug accumulation is seen upon multiple dosing

Concentrations rise rapidly during infusions

Biphasic pharmacokinetics are observed: plasma concentration declines by approximately 10 fold
within 1 hour, and approximately 100 fold within 10 hours of infusion termination

STA-9090 AUC on Day 1 and Day 15 of Cycle 1
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CONCLUSIONS

STA-9090 appears to be well-tolerated at the dose levels administered in this regimen of
twice-weekly dosing to date (from 2-50 mg/m?)

Enrollment in the study continues, with the objective of identifying the MTD and recommended

Tumor type distribution: Melanoma (9); colon (7); NSCLC (4); pancreatic (2); other (14)

All patients had Stage 4 metastatic cancer at the time of study enrollment
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Phase 2 dose for a twice-weekly schedule
STA-9090 shows linear PK and no accumulation; Day 1 and Day 15 exposures are essentially identical

Encouraging early signs of clinical activity have been observed although the MTD has not
been reached yet

Safety and tolerability are also being assessed in a once-weekly dosing regimen, data presented in
Poster #2529

The once-weekly schedule has been selected for ongoing Phase 2 studies in NSCLS, GIST, colon cancer,
AML and gastric cancer
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