
Hsp90 Inhibition
• Hsp90 is a chaperone protein that controls the folding and processing of proteins that drive tumor 

development and progression

• Hsp90 clients include many proteins that play a critical role in tumor pathophysiology such as EGFR, 
HER2, c-MET, AKT, BCR-ABL, RAF, CDK4, 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 mutatational status - wild type, 
TKI-sensitive, TKI-resistant – which creates potential for use in multiple settings

Ganetespib (STA-9090) Background
• Potent fully-synthetic Hsp90 inhibitor, structurally unrelated to first-generation natural-product-based 

ansamycin class of Hsp90 inhibitors

 » Superior activity to other Hsp90 inhibitors in preclinical studies

 » Potent activity against KIT and PDGFRA in preclinical models

• Promising signals of single-agent antitumor activity seen in early clinical trials in different types of 
cancers

• Good safety profile in >350 patients treated

 » Most common AE: diarrhea; generally Grade 1 and 2, manageable with supportive care

• Absence of serious liver or ocular toxicities seen with other Hsp90 inhibitors

Ganetespib is Capable of Destabilizing Multiple Drug-Resistant Mutations

Study Design

Study Endpoints
• Primary endpoint:

 » Clinical benefit rate

 – Defined as CR/PR/SD (per RECIST) for at least 16 wks

• Secondary endpoints:

 » ORR

 » PFS

 » OS

 » Impact on tumor metabolic activity by functional imaging (18FDG-PET)

 » Safety and tolerability

Demographics and Baseline Status

 
Stage 1 
(N=26)

Age (yrs) 
Median 
(Range)

 53 
(33, 67)

Sex  (N, %) 
Male 
Female

15 (58) 
11 (42) 

ECOG Status (N,%) 
0 
1

14 (54) 
12 (46)

# Prior Treatments 
Mean 
Median 
(Range)

6 
5

(3, 11)

Mutational Characterization Of All Patients

Patient’s Disposition: Reasons for Treatment Termination
Stage 1
N (%)

ITT/Safety population
   Disease progression
   Treatment failure
   Adverse Event
   Investigator Decision

26 (100)
   18 (69)

   2 (8)
   3 (12) 
   2 (8)

Evaluable population
   Disease progression
   Treatment failure
   Investigator Decision

23 (100)
   18 (78)

   2 (9)
   2 (9)

Most Common AEs occurring in ≥ 20 % of patients

• Adverse Events regardless of relationship

Treatment Related AEs occurring in ≥ 10 % of patients

• Adverse Events judged at least possibly related to ganetespib

Response in Evaluable Population (Investigator Review)
Stage 1
(N=23)

Clinical benefit rate N (%)
(CR+PR+SD ≥ 16 wks)

5 (22)

Objective response rate
CR+PR

0

Non Evaluable (N, %) 1 (4)

Antitumor Activity by Metabolic Response: Change from Baseline

• PET imaging performed 2-10 days post first treatment in a subset of patients

• 12 patients evaluated

• 7 (58%) reported >20% decrease in Standardized Uptake Value (SUV)

Client Protein Evaluation in Patients Pre- and Post-Treatment Tumor Biopsies (Four Patients)

• Paired pre-  and post-ganetespib (24 to 48h) tumor biopsies were analyzed 

• Increased levels of Hsp70 indicates tumor exposure to ganetespib

• Levels of total KIT and phospho-KIT are downregulated, but only transiently 

• Other signaling proteins downstream from KIT are also downregulated transiently

• Ganetespib given once weekly is well-tolerated in heavily pretreated GIST patients

 » Most common AE: diarrhea; generally Grade 1 and 2, manageable with supportive care

• Decrease of tumor metabolic activity of >20% in half of the evaluated patients as measured by PET 
after first dose administration

• Single agent activity may be limited by duration and level of suppression of KIT client protein and other 
downstream pathways

 » Alternative schedule of drug administration to prolong suppression of KIT may be necessary to 
increase activity of this mechanistically rational agent with this mutant client protein
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BACKGROUND METHODS

CONCLUSIONS

Activated client; cell
survival, proliferation  

Hsp90 binds to client 

Ganetespib prevents
Hsp90 binding to client  

Inactive client, degraded
through proteasome  

Wild-type and mutant
clients including:
• KIT (exon 9, 11, 13)
• EGFR (T790M, L858R)
• BCR-ABL (T315I)     

2 stage design
Stage 1: N=23

Stage 2: N=32
Pre-treatment

Tumor
Biopsies 

(subset of pts)

F/U
X

3 mo

• Metastatic/
 unresectable GIST

• Resistant to imatinib   
 and sunitinib

• ECOG - PS 0 and 1

• Normal organ function

CT
PET subset of pts

Day 2-10 post treatment 
Tumor biopsy and PET, 
subset of pts

CT  every  8 wks 

Ganetespib at 200 mg/m2 
qw for 3 wks, 1 wk off 
until disease progression

≥4 pts with clinical benefit at 16 wks

ECOG = Eastern Cooperative Oncology Group;  PS = performance status; F/U = follow-up 0% 
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16 wk 
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8 wk 

PD 
2 wk 

Discontinued 
at 2 wk (AE) 


