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Supplementary Figure Legends

Figure S1. YAP, NeuN and DAPI cell counts in post-mortem human cortex

a) The total number of YAP+ cells were decreased (p=0.0044, Mann-Whitney U Test) in
HD (black; n=10) compared to control (greyl n=7) human tissue. b) The total number of
NeuN+ cells were not changed (p=0.1689, Mann-Whitney U Test) in HD compared to
control human tissue. c¢) The total number of DAPI+ cells were increased (p=0.0172,
Mann-Whitney U Test) in HD compared to control human tissue. Data are presented as

median and min-max values. * p<0.05, **p<0.01.

Figure S2. YAP expression in GFAP+ cells in post-mortem human cortex

a) Representative images from unaffected control (top; n=7) and HD (bottom; n=10)
human cortical tissue stained with YAP (green), GFAP (red), and DAPI (blue) (left to
right). Merged images (far right) show overlap of YAP, GFAP and DAPI. Arrows
highlight representative cells; scale bar = 50uM. b) The percentage of GFAP+ cells that
were YAP+ (YAP/GFAP%) was not different (p>0.9999, Mann-Whitney U Test) in HD
(black) compared to control (grey) human tissue. Data are presented as median and

min-max values.

Figure S3. Decreased nuclear YAP in human HD cortex

a) Left, representative western blots for YAP (top) and histone H3 (bottom) using human
cortex nuclear extracts from unaffected control (left; n=6) and HD (right; n=6) patients.
Right, graph illustrating a decrease (p=0.0152, Mann-Whitney U Test) in nuclear YAP in
HD (grey) compared to controls (black). b) Left, representative western blots for YAP
(top) and GAPDH (bottom) using human cortex cytoplasmic extracts from unaffected
control (left; n=6) and HD (right; n=6) patients. Right, graph illustrating no change
(p=0.3095, Mann-Whitney U Test) in cytoplasmic YAP in HD (grey) compared to

controls (black). Data are presented as median and min-max values. * p<0.05.

Figure S4. YAP subcellular localization in human iPSC-derived NSCs



a) Representative images from unaffected control (WT97) (top; n=6) and HD (HD4)
(bottom; n=6) human iPSC-derived NSCs stained with YAP (green; left) and DAPI (blue;
middle). Merged images (right) show overlap of YAP and DAPI. Scale bar = 25uM. b)
Overall YAP intensity was not different (p>0.9999, Mann-Whitney U Test) between
control (grey) and HD (black) NSCs. c¢) There was a trend towards a decrease in
nuclear YAP signal (p=0.0931, Mann-Whitney U Test) in HD compared to control tissue.

Data are presented as median and min-max values.

Figure S5. Uncropped western blots from Figure 3

Uncropped representative western blots from a) Figure 3a probed for pMST1/2, pYAP,
and GAPDH (left to right); b) Figure 3c probed for MST1, YAP, and GAPDH (left to
right); ¢) Figure 3e probed for LATS2, pLATSZ2, and GAPDH (left to right); d) Figure 3g
probed for pMST1/2, GAPDH, pYAP, YAP, and GAPDH (left to right); e) Figure 3i
probed for pMST1/2, MST1, and GAPDH (left to right).

Figure S6. Uncropped co-immunoprecipitation assay and western blots from
Figures 4, 6, and S3.

Uncropped representative blots from a) Figure 4 co-immunoprecipitation assay Htt
IP/14-3-3 IB and Htt IP/YAP IB (left to right); b) Figure 6 co-immunoprecipitation assay
YAP IP/TEAD IB; ¢) Figure S3 western blot probed for YAP, Histone H3, and GAPDH
(left to right).



Supplimentary Table 1. Hippo array gene list. * denotes significant differences in gene

expression between control and HD cortex. MAPK10 is the only gene that was

uprequlated in HD as compared to control, indicated in red. * p<0.05, **p<0.01,
***p<0.0001.

Gene Name | Significant Change
ACTG1
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AMOTL1
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LIX1L ok
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