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Materials & experimental systems
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Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Supplementary Data 2 - Multiple sequence alignment for HAP40 used for Consurf analysis

Supplementary Data 3 - Apo HTT cryo-EM map

Supplementary Data 4 - HTT-HAP40 Q23 regularised SAXS profile

Supplementary Data 5 - HTT-HAP40 Q54 regularised SAXS profile

Supplementary Data 6 - HTT-HAP40 !exon 1 regularised SAXS profile

Supplementary Data 7 - XL-MS data

Supplementary Data 8 - HTT-HAP40 ensemble weightings

Supplementary Data 9 - HTT-HAP40 Q23 ensemble models

Supplementary Data 10 - HTT-HAP40 Q54 ensemble models

Supplementary Data 11 - HTT-HAP40 !exon 1 ensemble models

Supplementary Video - Exon 1 of huntingtin (HTT) occupies different conformational space in the wildtype form of the HTT-HAP40 complex compared to
Huntington’s disease form

Raw and preprocessed mass spectrometry data used in this study is deposited in Figshare with identifier 839: (https://figshare.com/s/39b5b1a81838cd21ea92) and
PRIDE through accession PXD028313. Also available through these links are CSMs tables that show the Scores and CSMs identified in our XLMS data sets as well as
mass error.

Cryo-EM maps can be downloaded at EMDB 22106 and model coordinates at PDBID 6X9O.

All expression constructs are available through Addgene.

Experiments were performed at least 2-3 times to confirm reproducibility. Sample sizes are described in Materials and Methods and are also
detailed in figure legends.

N/A

The data were generated from at least 3 technical replicates. In most cases the experiments were successfully repeated on separate dates. All
details are indicated in the manuscript.

N/A

N/A

HTT (Abcam EPR5526, Millipore MAB2166, Cell Signaling Technologies D7F7); HAP40 (Novus NBP2-54731, LSBio LS-C167891),




