A phase 1 and pharmacokinetic study of ganetespib (STA-9090), a heat shock protein 90 inhibitor, in combination
with docetaxel in patients with advanced solid tumor malignancies
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Hsp90 Inhibition

Hsp90 is a chaperone protein that controls the folding and processing of proteins that drive
tumor development and progression (Figure 1)

Hsp90 clients include many proteins that play a critical role in tumor pathophysiology, such
as EGFR, HER2, c-MET, ALK, AKT, BCR-ABL, RAF, CDK4, c-KIT, FLT3, and VEGFR'

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

Kinase client proteins are generally dependent on Hsp90 regardless of mutational status
(ie, wild-type, TKI-sensitive, TKI-resistant) which creates potential for use in multiple
settings

Treatment Dose-Limiting Toxicities Figure 5. Ganetespib Profile With (Day 1) and Without (Day 15) Docetaxel
Dose level 1 (ganetespib 150 mg/m?, docetaxel 60 mg/m?): 0/3 patients 10000 _
-

Dose level 2 (ganetespib 150 mg/m?, docetaxel 75 mg/m?): 1/6 patients ‘
Mucosal inflammation (Grade 3, SAE, resolved following drug discontinuation)

Dose level 3 (ganetespib 200 mg/m?, docetaxel 75 mg/m?): 2/4 patients
Febrile neutropenia (Grade 4, SAE, resolved following drug discontinuation)
Neutropenia (Grade 4, resolved after 2 weeks)

Maximum tolerated dose = ganetespib 150 mg/m? with 75 mg/m? docetaxel
6 additional patients enrolled into dose level 2

Non-hematologic toxicity:
Any Grade 3 or higher non-hematologic toxicity except nausea, vomiting, or alopecia

Diarrhea, nausea, or vomiting (= Grade 3) that lasts longer than 48 hours despite
maximal medical therapy

Hypersensitivity-related toxicity = Grade 3 with pre-medication

Hematologic toxicity:
Grade 4 thrombocytopenia (<25,000/uL)
Grade 4 neutropenia (<500/uL) that persists for >7 days
Grade 3 or 4 febrile neutropenia (defined as temperature 2101°F with a neutrophil count

All 19 patients had at least 1 dose of study treatment
Median number of cycles: 4 (range, 1-11)
Median duration of treatment: 64 days (range, 1-234) (Figure 3)
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Figure 3. Duration of Treatment
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Ganetespib dosing changed from Days 1 and 8 to Days 1 and 15 following
docetaxel-induced neutropenia observed on Day 8

Each drug administered as a 1-hour infusion (1-hour rest in between)
Pharmacokinetic sampling performed on Days 1 and 15 of Cycle 1
Treatment until disease progression or unacceptable tolerability/toxicity
Response assessment every 6 weeks
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Docetaxel-induced neutropenia was common approximately 8 days following dosing
Typically resolved within 7 days

Crax, P€aK concentration; CL, clearance rate; CV, coefficient of variation; SD, standard deviation; T,.,, time of peak concentration; t,,, half-life;

V,, apparent volume of distribution at terminal phase.

aGanetespib sampling: 0, 0.5, 1, 2, 3, 4, 7, 9.5, 27, and 51 hours relative to infusion start.
"Docetaxel sampling: 0, 0.5, 1, 2, 5, 7.5, 25, and 49 hours relative to infusion start.

Published docetaxel pharmacokinetics
Docetaxel mean clearance®’ ranges from 19.6 to 29.1 L/h/m?
Docetaxel mean half-life>" ranges from 9.6 to 18.5 hours
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