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Supplemental Figure 1: Reinstatement of UBE3A in AS mice injected with the ASO at P1 is not
limited to glutamatergic neurons. Four weeks post-P1 injection the brains (n=2) of WT-PBS, AS-
ASO and AS-PBS injected mice were stained for UBE3A (green). (A) The brain of AS mice treated
with ASO shows wide spread UBE3A reinstatement compared to the untreated AS brain. (B-D) the
cortex (B) hippocampus (C) and cerebellum (D) of WT-PBS, AS-ASO and AS-PBS mice were stained
for UBE3A (green), for parvalbumin (PV) (red) and counterstained for DAPI (blue). Scale bars, 2000
pm (A), 200 um (B), top panel 200 um, lower two panels 100 um (C-D). Arrows point at cells positive
for both parvalbumin and UBE3A.
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Supplemental Figure 2: ASO successfully restores UBE3A in the brain of P1 injected AS mice.
Brains of ASO treated AS mice were used for Western Blot analysis at different time points: 1 week
after P1 injection (n=7), 2 (n=3), 4 (n=3), 6 (n=2) and 7 (n=4) weeks after P1 injection. AS-PBS (n=2)
and WT (n=3) littermates were used as controls. The thin white vertical lines separating bands indicate
noncontiguous lanes that were run on the same gel. UBE3A can be detected at 100kDa and actin,

used as loading control, at 45kDa.
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Supplemental Figure 3: Body weight does not change among groups. The body weight of AS ASO,
WT PBS and AS PBS treated mice is noted at different ages, over the course of 49 days. A. Body weight of
males only (AS ASO :10 and 17 days n=10; 24, 34 and 42 days n=9; 49d n= 4. WT PBS: 10, 24 and 42
days n=13; 17d n=12; 34 days n=10; 49d n= 4. AS PBS: 10, 24, and 42 days n=11; 17d n=7; 34d n=10;
49d n= 4). B. Body weight of females only (AS ASO: 10d n=9; 17, 24, 34, and 42 days n=10; 49d n=4. WT
PBS: 10, 24 and 42 days n=7; 17d n=5; 34d n=4; 49d n=5. AS PBS:10, 24, and 42 days n=7;17 and 34

days n=4; 49d n=5). Data is represented as means + SEM.
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Supplemental Figure 4: Reinstatement of UBE3A in ASO treated AS mice at P21 is not limited
to glutamatergic neurons. Three weeks post-P21 injection the brains (n=2) of WT-PBS, AS-ASO
and AS-PBS injected mice were stained for UBE3A (green). (A) The brain of AS mice treated with
ASO shows wide spread UBE3A reinstatement compared to the untreated AS brain. (B-D) the cortex
(B) hippocampus (C) and cerebellum (D) of WT-PBS, AS-ASO and AS-PBS mice were stained for
UBES3A (green), for parvalbumin (PV) (red) and counterstained for DAPI (blue). Scale bars, 2000 um
(A), top panel 200 pm, lower two panels 100 um (B-D). Arrows point at cells positive for both
parvalbumin and UBE3A.
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