
Supplemental Methods.  

Developing datasets for drug sensitization. Three datasets indicating sensitization data had 
previously been published (A431 cells with irinotecan or erlotinib (Astsaturov et al, 2010), and 
H1155 cells with paclitaxel, (Whitehurst et al, 2007)).  Preliminary analysis of high throughput 
screening in ovarian cancer cell lines indicated low efficacy of targeted drugs, and relatively high 
assay to assay variability. To develop additional datasets for analysis, the HCT116 cell line was used. 
The drug sensitization screening of a 638 siRNA targeted library was performed essentially identical 
to the screen described in detail for A431 cells, in (Astsaturov et al, 2010). IC curves for the drugs 
irinotecan (CPT-11, Sigma-Aldrich) and erlotinib (LC laboratories, Woburn, MA) were established 
for HCT116 cells. In parallel, transfection conditions were optimized using PLK1 (positive) and 
insect luciferase GL2 (negative) siRNA controls (Thermo Fisher Scientific) to achieve Z′ values of 
0.5 or greater, using a reverse transfection protocol in which siRNA at a final concentration of 25 nM 
was mixed with Dharmafect 1 transfection reagent (Thermo Fisher Scientific, Rockford, IL) 
according to the manufacturer’s instructions. For screening each gene targeted, two independent 
siRNA duplexes (Qiagen, City State) were combined and arrayed in 96-well plates with a layout that 
systematically placed PLK1 and GL2 control siRNAs among the test siRNAs. After addition of the 
transfection reagent, cells (3000 per well) were added with an automated liquid dispenser for two 
replica plates. Plates were treated with drugs at previously established IC30 concentrations or with 
DMSO after 24 hours. Viability was assessed with CellTiter-Blue (Promega, Madison, WI) 96 hours 
after transfection, using an EnVision Plate Reader (Perkin Elmer, Waltham, MA). Dose responses for 
each drug and cell line were retested in parallel with each screen. Hits were identified on the basis of 
statistical significance by p value controlled for the FDR with the Benjamini-Hochberg step-up 
method to account for multiple testing. Hits showing an FDR of less than 20% were considered 
statistically significant.  

 



Supplementary Table Legends 

Supplementary Table Legend 1  
Sensitization ranking across five independent drug sensitization screens. Data reflect degree of sensitization 
of HCT116 cells to irinotecan or erlotinib, A431 cells to irinotecan or erlotinib, and H1155 cells to paclitaxel 
(from the Whitehurst data set, (Whitehurst et al, 2007)), where 638 is most sensitizing and 1 is least 
sensitizing. The total sensitization count reflects the number of screens in which the indicating gene was 
among the 20% most sensitizing. Identification of genes as HSP90 interactors was determined based on data 
for protein interactions reported in Ingenuity, STRING, or manually curated from (Taipale et al, 2010), the 
database of the HSP90 interactome ((Echeverría et al, 2011) and http://www.picard.ch/Hsp90Int/index.php).  
 
Supplementary Table Legend 2  
Table of 130 proteins in expanded sensitization network with reported drug inhibitors, based on data reported in 
DrugBank and Ingenuity. The topological parameters of the network were calculated in Cytoscape. The locations 
and functional characterization of the proteins, the number of connections between these proteins and the 171 
proteins in the set of 20% most sensitizing identified, and whether they are HSP90 interactors (see Supp. Table 1 
legend) also listed. An interactive Network file is available from http://tinyurl.com/c6xejdf and can be opened with 
free Cytoscape software (http://www.cytoscape.org/).  

Supplementary Table Legend 3  
Coefficient of interaction (CI) values for ganetespib combined with other drugs (dasatinib, erlotinib, cisplatin and 
paclitaxel) in ovarian cancer cell lines A1847 and OVCAR-5, based on Chou-Talalay analysis. CI >1 indicates 
antagonism; CI=1 indicates additive effects; CI of <0.9 indicates synergy; and CI of <0.5 indicates strong synergy.  
 
Supplementary Table Legend 4.  
Fold changes in proteins levels detected by reverse phase protein array following treatment with ganetespib, 
paclitaxel or ganetespib + paclitaxel. OVCAR-5 cells were treated for 24 h with 30 nM ganetespib, 1 nM paclitaxel 
or 30 nM gan + 1 nM pac. Lysates were prepared and subjected to reverse phase protein array analysis. The protein 
expression levels were compared to levels in vehicle treated cells. Data was analyzed by one-way analysis of 
variance followed by Tukey’s Multiple Comparison Test and p<0.05 considered significant. Changes in all of the 
proteins shown were significant for ganetespib or ganetespib + paclitaxel, but none were significant for paclitaxel 
alone.  
 
Supplementary Table Legend 5.  
HSP90-interacting proteins sensitize EOC cells to ganetespib. The average sensitization ratios of three experiments 
of two independent siRNAs are listed for A1847 and OVCAR-5. Genes known to function upstream of HSP90 
(Y), or serve as clients of HSP90 (Y), or engage of protein-protein interactions (ppi) with either of the two HSP90 
isoforms, HSP90AA1 and HSP90AB1, is presented, based on data reported in Ingenuity, STRING, or manually 
curated from (Taipale et al, 2010), the database of the HSP90 interactome (Echeverría et al, 2011) and 
http://www.picard.ch/Hsp90Int/index.php).     
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