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Statistical parameters

When statistical analyses are reported, confirm that the following items are present in the relevant location (e.g. figure legend, table legend, main
text, or Methods section).
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|X| The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
|X| An indication of whether measurements were taken from distinct samples or whether the same sample was measured repeatedly

|X| The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.

A description of all covariates tested
A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons

A full description of the statistics including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient) AND
variation (e.g. standard deviation) or associated estimates of uncertainty (e.g. confidence intervals)

For null hypothesis testing, the test statistic (e.g. F, t, r) with confidence intervals, effect sizes, degrees of freedom and P value noted
Give P values as exact values whenever suitable.

For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings
For hierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes

Estimates of effect sizes (e.g. Cohen's d, Pearson's r), indicating how they were calculated
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Clearly defined error bars
State explicitly what error bars represent (e.g. SD, SE, Cl)

Our web collection on statistics for biologists may be useful.

Software and code

Policy information about availability of computer code

Data collection For structural studies, diffraction data were collected using home X-ray sources for the apo and ADP structures. A synchrotron X-ray
source (beamline 08ID-1 at the Canadian Light Source (CLS) was used for radicicol and CMLD013075 complexes. Beamline 23ID-D at APS -
Argonne National Laboratory was used for SNX-2112 and AUY922 complexes.

Data analysis For dose-response and binding affinity measurements, data were analyzed using GraphPad Prism 7 software. For crystallographic studies,
data were processed with HKL3000(2,3). Structures were determined by molecular replacement using the yeast Hsp90 NBD (PDB code
1AH8)(4) as a search model for the first complex structure of the C. albicans Hsp90 NBD. This structure was used as the model for
subsequent structures. Phaser(5) was used for molecular replacement calculations, while model building was performed with COOT6
and structures were refined with Phenix(7). The radicicol and SNX-2112 complex crystals were twinned, and xtriage (as implemented in
Phenix)(8) identified the following merohedral twin law h,-k,-l and a twin fraction of ~0.3 for both crystals. The positions of adl
compounds in the reported C. albicans Hsp90-ligand complex crystal structures were unambiguous as indicated by their simulated
annealing OMIT maps (Figure S10). CMLD013075 coordinates and geometry restraints were created within the ELBOW. The
stereochemistry of both models was checked by MOLPROBITY(9). Relevant data collection and refinements statistics are shown in Table
S1. Protein structure superpositions were calculated with LSQKAB(10) as implemented in CCP4(11). Protein structure figures were
generated using UCSF Chimera package(12). C. albicans and human Hsp90 AUY922 2D interaction diagrams (Figure S4b bottom panels)
were generated using Maestro (Schrédinger Release 2016-1: Maestro, Schrodinger, LLC, New York, NY, 2016).
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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors/reviewers
upon request. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Research guidelines for submitting code & software for further information.

Data

Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- Alist of figures that have associated raw data
- A description of any restrictions on data availability

The coordinates for structures and their structure factors have been deposited with the Protein Data Bank (http://www.pdb.org). PDB accession codes are provided
in Table S1.
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Life sciences study design

All studies must disclose on these points even when the disclosure is negative.

Sample size For all microbiological and cell culture experiments, the number of biological replicates performed was chosen on the basis of experimental
feasibility and standard microbiological testing procedures established in the lab for the specific assays performed

Data exclusions  No data were excluded
Replication All attempts at replication were successful.

Randomization  No specific method was used to randomize the allocation of mice to experimental groups for pharmacokinetic drug level measurements. Age
matched female mice were injected with compound and euthanized at the time points indicated in Figure S10c prior to blood collection and
processing.

Blinding No blinding was performed

Reporting for specific materials, systems and methods
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Materials & experimental systems Methods
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/a | Involved in the study n/a | Involved in the study

IXI Unigue biological materials IX’ D ChlP-seq
IXI Antibodies IX’ D Flow cytometry

IXI Eukaryotic cell lines IX’ D MRI-based neuroimaging

|:| Palaeontology
IXI Animals and other organisms
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Obtaining unique materials  Heat-shock reporter cell lines (C. albicans and human) are available from the corresponding author upon request with payment
of shipping costs by requester.

Antibodies
Antibodies used Antibodies used in this study were part of commercially available ELISA kits (Figure 7c):
R&D Systems: TNF-alpha DuoSet (DY410) and IL1-1 beta/IL-1F2 DuoSet (DY401).
Validation The commerecial kits provide optimized capture and detection antibody pairings with recommended concentrations for use. Kits

have been used extensively with 168 citations listed for the IL1-beta kit and 299 citations for the TNF-alpha kit.

Eukaryotic cell lines

Policy information about cell lines

Cell line source(s) ATCC

Authentication The cell lines were not authenticated for the purposes of this study because their specific identity is non-critical to the
conclusions drawn

Mycoplasma contamination The cell lines were tested for mycoplasma contamination and found negative

Commonly misidentified lines  Cell ines are not listed in the database
(See ICLAC register)

Animals and other organisms

Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals Female 4-6 week old 129 sv/jae were used for pharmacokinetic study

Wild animals Provide details on animals observed in or captured in the field; report species, sex and age where possible. Describe how animals
were caught and transported and what happened to captive animals after the study (if killed, explain why and describe method; if
released, say where and when) OR state that the study did not involve wild animals.

Field-collected samples For laboratory work with field-collected samples, describe all relevant parameters such as housing, maintenance, temperature,
photoperiod and end-of-experiment protocol OR state that the study did not involve samples collected from the field.




