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percentages of induction relative to the control at 100%. Two-way ANOVA for virus F (1, 40) = 
25.07, p<0.0001, for treatment F (3, 40) = 8.724, p=0.0001, and for virus x treatment interaction 
F (3, 40) = 3.620, p=0.021. n=6/condition. Grin3a KD vs Ctrl for TTX w/d p=0.0005, for TTX 
w/d+CsA/FSK p=0.0021. KBI$Luciferase expression in hippocampal neurons cotransfected with 
the pUAS-Luc plasmid, expression plasmids encoding the indicated Gal4-MEF2Cα1β vectors and 
the Grin3a shRNA1 plasmid. Data are shown as fold change in luciferase levels compared to the 
WT MEF2Cα1β in TTX. Two way ANOVA for vector F (2, 27) = 10.53, p=0.0004, for treatment, 
F (1, 27) = 10.41, p=0.0033 and treatment x vector interaction F (2, 27) = 5.590, p=0.0093. 
n=8/group for WT plasmid, 4 for TT293,300AA, and 5 for S387A. For Gal4-MEF2Cα1β TTX vs 
TTX w/d p=0.0002. (?I$ Levels of Bdnf IV mRNA in hippocampal neurons infected with the 
indicated lentiviruses then stimulated with TTX w/d. During TTX w/d neurons were either left 
untreated (Ctrl) or SB203580 was added. mRNA levels are reported as percentage of induction 
relative to control. Two-way ANOVA for virus F(1,15)=3.09, p=0.01, for treatment F(2,15)=36.48 
p<0.0001, and treatment x virus interaction F(2,15)=12.88, p=0.0006. n=3 except 4 Ctrl TTX w/d. 
Ctrl vs Grin3a KD for TTX w/d p=0.0014 *p<0.05 Grin3a KD vs. Ctrl, #p<0.05 TTXw/d vs TTX.  !
 
=26/)#$ O: %/*4#7)$ +5W$ &(S@$ +"-.+"-)847,2-1$ 2.$ .#4#*,29#48$ #1"71*#;$ /+-1$ %&'(D$
7*,297,2-1$21$34/%5($[1-*[;-A1$1#/)-1.G$K(I$Western blot of phosphorylated p38/MAPK (p-
p38) in the cytoplasm fraction of hippocampal neurons infected with the indicated shRNA virus 
or paired control virus then stimulated with TTX w/d for the indicated amounts of time prior to 
lysis. Actin is shown as a loading control. KBI Quantification of two independent experiments as 
described in (A). Band density in each lane was quantified using ImageJ. Expression was 
normalized to actin for each sample. p-p38 levels are reported as fold induction relative to 
unstimulated (0 min) condition. Two-way ANOVA for time F(5, 24) = 30.85, p<0.0001, for virus 
F(1, 24) = 6.8, p=0.015, and for time x virus interaction F(5, 24) = 1.6, p=0.20.  K?I$Western blot 
of phosphorylated p38/MAPK (p-p38) in the nuclear fraction of hippocampal neurons after TTX 
w/d. K'I Quantification of three independent experiments as described in (C). Two-way ANOVA 
for time F(5, 22) = 6.2, p=0.001, for virus F(1, 22) = 6.7, p=0.017 and for time x virus interaction 
F(5, 22) = 3.8, p=0.012. For Grin3a KD values differed from basal at 15 min (p=0.031) and 30 
min (p=0.012).  K<I$Representative images of hippocampal neurons (DIV7) immunostained with 
antibodies against p-p38 (red) and Hoechst nuclear dye (blue). Neurons were infected with the 
indicated lentiviruses then stimulated with TTX w/d for 30mins. K=I$Quantification of the fraction 
of total p-p38 in the nucleus from (E).$ANOVA for virus F(2, 42) = 11.31, p=0.0001. n=15/virus. 
Ctrl vs KD p<0.001, KD vs. rescue p=0.014. *p<0.05 Grin3a KD vs Ctrl, ^p<0.05 rescue vs 
Grin3a KD.!
$
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Figure 2
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Figure 3
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Figure 4
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Figure 5
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