Mutant torsinA in the heterozygous DYT1 state compromises HSV propagation in
infected neurons and fibroblasts
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Supplementary Table 1.

Conditions Total Infected | Uninfected | Replic. centers | HSV in NE | Blebs*

WT 50 - 50 - - 0°

Uninfected Het 50 - 50 - - 19
Kl 50 - 50 - - 139

WT 30 212 9 0° 4° 2

8h Het 30 27° 3 1° 2° 4"
KI 30 292 1 0° 12° 11"

WT 30 28° 2 11° 2f 6

15h Het 30 27° 3 5¢ 4f 41

Kl 30 27° 3 6° 6’ 16

*Number of cells with 3 blebs or more

Supplementary Table 1. Cells were counted based on electron microscopic images. To compare

genotypes in the case of each variable, we applied chi-square test: a: p=0.009** (infected vs.
non-infected), b: n.s. (infected vs. non-infected), c: n.s. (replication centers vs no replication

centers), d: n.s. (replication centers vs. no replication centers), e: p=0.009** (HSV in NE vs no

HSV in NE, only infected cells were analyzed), f: n.s. (HSV in NE vs no HSV in NE, only
infected cells were analyzed), g: p<0.0001*** (blebs vs no blebs), h: p=0.008** (blebs vs no

blebs), i: p=0.001* (blebs vs no blebs).




Supplementary Figure 1. HSV replication centers in the nuclei of DYT1 neurons. Wild-type (WT),
heterozygous (Het), and homozygous Kl for the DYT1 mutation (KI) neurons were infected with HSV
(M.O.1. 1) and imaged using an electron microscope at 15 h post-infection. Black arrows indicate HSV
replication centers in the nucleus. N: nucleus; C: cytoplasm. Scale bars: 500 nm.
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Supplementary Figure 2. Cytoplasmic intensities of HSV-VP26-RFP in WT,

Het and Kl neurons were analyzed by measuring the intensity of the red
fluorescence signal in the entire area outside the nucleus using ImageJ v2.0.0

by the following steps: First, we measured the integrated density of the entire image
in the red channel (A). Then, we visualized the image in the DAPI channel (B)

and used the threshold tool to highlight the nuclei. Next, we converted the

nuclei area into a grayscale binary image (C) and measured the red fluorescence
intensity in the nuclei regions using the "Analyze Particles" tool. (D).Finally,

the nuclear integrated density values were subtracted from the total fluorescence

of the image to determine the mean cytoplasmic fluorescence intensity.



Supplementary Figure 3. Method for quantification of mean nuclear fluorescence intensity in
HSV-VP26-mRFP infected neurons. Images were acquired using a Zeiss LSM 710 confocal
microscope using a voxel size of 0.4393x0.4393x1 micron”3. Cells were stained for DAPI (blue),
WGA488 (green) and virus is shown in red. Scale bar is 50 ym. Measurement was carried out with
Imaris 9.0.0. software.(A) Raw images were loaded into the program. (B) Cell nuclei were
visualized in the blue channel (DAPI staining). (C) Seed-points were defined for automatic

single cell nuclear detection. (D) Nuclear area was assigned by the program and fluorescent
intensity was determined for every cell separately. Averages of nuclear mean fluorescent
intensities are shown on Figure 2B-D.
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