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Supplementary Table 1

Fig. 1b
Time Group N number :tl\s/l.gll\l/[ Statistics /Sigl-l‘ilgil::lce
. Sal 8 1.0 £ 0.05861 . ta3) = 2.680
30 min Ket 7 1326+ 0.1119 Unpaired (-test P=0.0189/ *
BDNF/GAPDH
7 days Sal 9 1.0 £0.1363 Unpaired t-test fae) = 0.5541
Ket 9 1.106 +0.1329 P=0.5872/N.S.
. Sal 8 1.0 £ 0.09987 . ta4y=0.3760
30 min Ket 8 1.075 + 0.1727 Unpaired (-test P=0.7126 / N.S.
pMeCP2/MeCP2 —
7 days Sal 9 1.0+0.1381 Unpaired t-test tas) = 2.765
Ket 11 1.730 +0.2098 P=0.0127/*
Fig. 1c
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor .P-\"alue
+S.E.M /Significance
CTL Sal 10 177.5+10.38 CTL: Sal vs Ket
Ket 10 96.00 = 20.40 Two-way Fq,ay=1.170 Fq,4y=0.1077 Fu,41y=23.14 | P=0.0016/**
Mecp2 K1 Sal 13 167.1 +9.839 ANOVA P =0.2857 P =0.7445 P <0.0001 KI: Sal vs Ket
Ket 12 115.5+13.72 P=0.0378/*
Fig. 1d
Genotype Group N number il\s/[;;;[ Statistics Interaction Genotype factor Drug factor /Sigl-l‘i’;;::lflce
CTL Sal 9 193.3 +7.448 CTL: Sal vs Ket
Ket 9 143.4+£17.71 Two-way F,31y=5.798 Fq.31y=2.499 Fu,31)=4.502 P=0.0139/*
Mecp2 K1 Sal 9 184.2 +£6.702 ANOVA P=0.0222 P=0.1241 P =0.0420 KI: Sal vs Ket
Ket 8 187.4 +7.329 P=0.9971 /N.S.
Fig. 1e
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor .P-\"alue
+S.EM /Significance
CTL Sal 13 1.0 £0.0994 CTL: Sal vs Ket
Ket 13 1.459£0.1414 Two-way F1,45=4.192 F,45=8.757 F,45)=3.562 P=0.0303/*
Bdnf cKO Sal 11 0.8936 + 0.0996 ANOVA P =0.0465 P =0.0049 P=0.0656 cKO: Sal vs Ket
Ket 12 0.8749 £ 0.1142 P =0.9995/N.S.




Fig. 1f

Mean . . . P-value
Genotype Group N number ASEM Statistics Interaction Genotype factor Drug factor /Significance
CTL Sal 12 196.4 + 6.427 CTL: Sal vs Ket
Ket 12 135.4 £ 15.59 Two—way F(l, 36) =4.290 F(l’ 36) =0.2076 F(l, 36) = 6.008 P =0.0054/ **
Bdnf KO Sal 8 174.6 +20.43 ANOVA P=0.0456 P=0.6514 P=0.0192 cKO: Sal vs Ket
e Ket 8 169.5+5.913 P=0.9947 /N.S.
Fig. 2a
Mean . . P-value
Group N number +S.EM Statistics /Significance
ActD-Sal 10 154.8 +10.87 . t(17): 0.7179
ActD-Ket 9 165429005 | Unpairedttest | p g 4026 /N.S.
Fig. 2b
. Mean . . P-value
Time Group N number +S.EM Statistics /Significance
. Sal 8 1.0+ 0.2228 . ta4=1.039
30 min Ket 8 1345+ 00458 | Umpairedttest 1 5 05165 /NS,
Sal 9 1.0 £0.2587 . t(lé) =0.6954
7 days Ket 9 07823+ 01763 | Umpairedttest | 55 4068 /NS
Fig. 2¢
Genotype Grou N number Mean Statistics Interaction Genotype factor Drug factor P-value
P P +S.EM yp g /Significance
CTL Sal 9 137.7 £ 6.384 CTL-Sal vs CTL-Ket
Ket 8 73.89 £10.46 Two-way F(l’ 27) = 1.954 F(l’ 27) = 6.927 F(l’ 27) = 33.39 P <0.0001 / ***
Mef2e KO Sal 7 101.9 £9.388 ANOVA P=0.1735 P=0.0139 P <0.0001 cKO-Sal vs cKO-Ket
goee Ket 7 62.91 %9271 P=0.0303/*
Fig. 2d
Genotype Grou N number Mean Statistics Interaction Genotype factor Drug factor P-value
P P +S.E.M yp g /Significance
CTL Sal 9 144.6 £7.23 CTL-Sal vs CTL-Ket
Ket 8 61.86+6.518 TWO-Way F(1,27):0.0015 F(]’27):0.0913 F(|’27): 100.7 P <0.0001 / #**
M. KO Sal 7 141.8 £10.88 ANOVA P =0.9693 P=0.7649 P <0.0001 cKO-Sal vs cKO-Ket
ef2cc Ket 7 50.7+ 8.228 P <0.0001 / *#*




Fig. 3b-c

. Mean . L. P-value
Pre-treatment Perfusion N number AS.EM Statistics /Significance
Sal-ACSF vs Sal-Ket
Sal(in) ACSF 6 96.93 £2.701 sy = 5.683, P < 0.0001 / **%
> Ket 11 116 + 1.994 Ket-ACSF vs Ket-Ket
© ' Unpaired t-test | f6 =3.722, P=0.0019 / **
Sal-Ket vs Ket-Ket
Ket (i.p.) ACSE 8 96.04:+ 1.783 f1sy = 2404, P = 0.0266 / *
Ket 10 140.7 £ 10.57
Fig. 3d-e
. Mean . L. P-value
Pre-treatment Perfusion N number AS.EM Statistics /Significance
Sal-ACSF vs Sal-Ket
Sal(i.p.) ACSE ’ 96.6443.632 ta2=4.034, P=0.0017 / **
o Ket-ACSF vs Ket-Ket
Ket ! 118.7+4.103 Unpaired t-test tas = 3.802, P=0.0017 / **
Sal-Ket vs Ket-Ket
Ket (i.p.) ACSE 8 9584+ 1.877 fasy = 03591, P=0.7249 / N.S.
Ket 9 121.6 £6.139




Fig. 4a

Time Group N number :I:I\S/[.:;;\l/[ Statistics Interaction Time factor Drug factor /Sigl-l‘i,;lc:ence
2 hr Sal 9 149.4 £ 7.932 8 hr: Sal vs SCA
SCA 9 112.4 +7.565 Two-way F1,30=0.054 F,30=1.003 F,30)=17.61 P=0.0151/*
h Sal 8 155.9 +£8.501 ANOVA P=0.8182 P=0.3245 P =10.0002 24 hr: Sal vs SCA
24 hr SCA 8 122.8 £9.486 P=0.0494/*
Fig. 4b
Experiment Group N number ::\S/I;;;[ Statistics /Sigr-l‘i,i“":il:lce
30 min: Sal 6 1.0 £ 0.0675 Unpaired t- t0) = 0.8081
30 min: SCA 6 0.9306 +0.0531 test P=0.4378 / N.S.
PCR 8 hrs: Sal 7 1.0 +£0.0201 Unpaired t- t12) =2.067
(mRNA) 8 hrs: SCA 7 1.683 + 0.0262 test P=0.0305/*
24 hrs: Sal 8 1.0 £ 0.0966 Unpaired t- tasy = 0.1246
24 hrs: SCA 8 1.021 £ 0.1396 test P =0.9026 /N.S.
30 min: Sal 6 1.0 +£0.1068 Unpaired t- ta0)= 0.6783
30 min: SCA 6 0.9168 + 0.0604 test P=0.5130/N.S.
Western blot 8 hrs: Sal 15 1.0+0.1009 Unpaired t- togy=1.777
(protein) 8 hrs: SCA 15 1.240 + 0.0901 test P =0.0865/N.S.
24 hrs: Sal 8 1.0+£0.1070 Unpaired t- taay = 0.6677
24 hrs: SCA 8 0.8708 £0.1612 test P=0.5152/N.S.
Fig. 4¢
Time Group N number :tl\s/[.;;ll\l/[ Statistics /Sigl-l‘ifia':lcl:lelce
2 h Sal 8 1.0+ 0.1368 Unpaired t- taa =0.7534
SCA 8 0.8718 £0.1011 test P=0.4637 /N.S.
24t Sal 7 1.0 +£0.1335 Welch's f2313) = 8.884
SCA 8 1.883 + 0.3577 correction P=0.0464/ *
Fig. 4d
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor -P-\.ralue
+S.E.M /Significance
CTL Sal 10 1.0+0.1143 CTL: Sal vs SCA
SCA 12 1.735+0.1993 Two-way F1,40)=5.760 F(1,40)=0.3670 F1,40)=3.870 P=0.0045/ **
Banf cKO Sal 11 1.303 £0.1940 ANOVA P=0.0211 P =0.5481 P =10.0581 cKO: Sal vs SCA
SCA 11 1.227 £0.1348 P=0.7470 / N.S.




Fig. 4e

Genotype Group N number il\s/[.?;[ Statistics Interaction Genotype factor Drug factor /Sigl-l‘i]ii:lc:ilce
CTL Sal 16 181.3 £9.904 CTL: Sal vs SCA
SCA 14 196.9 £ 6.220 Two-way F1,54=8.356 F, s4=17.85 F, 54 =15.49 P <0.0001 / ***
Bdnf cKO Sal 15 101.4 +17.65 ANOVA P =0.0055 P <0.0001 P =0.0002 cKO: Sal vs SCA
' SCA 13 184.7 + 8.262 P =0.8908 / N.S.
Fig. 4f
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor .P-\.falue
+S.EM /Significance
CTL Sal 17 159.4 +10.53 CTL: Sal vs SCA
SCA 18 118.6 + 11.53 two-way Fq,6=4.183 Fue1y=1.454 Fu,61y=3.206 P=0.0315/*
Bdnf cKO Sal 16 1504 +11.17 ANOVA P=0.0451 P=0.2325 P=0.0783 cKO: Sal vs SCA
SCA 14 153.1 +7.438 P=0.9981/N.S.
Fig. 4g
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor .P-\"alue
+S.E.M /Significance
CTL Sal 13 173.2 +£7.548 CTL: Sal vs SCA
SCA 16 118.7£9.749 two-way F,53=1.295 F,s3=2.425 Fu,s3=39.04 P =0.0048 / **
MeCP2 K1 Sal 14 168.7 + 8.802 ANOVA P =0.2602 P=0.1254 P <0.0001 KI: Sal vs SCA
SCA 14 90 + 14.91 P <0.0001 / ***
Fig. 4h
Genotype Group N number Mean Statistics Interaction Genotype factor Drug factor .P-\"alue
+S.E.M /Significance
CTL Sal 9 187.8+£5.174 CTL: Sal vs SCA
SCA 11 143.0 + 8.348 two-way F,35=6.09 F.35=0.2507 Fu,35=2.359 P=0.0340/*
MeCP2 KI Sal 9 165.8 £19.54 ANOVA P=0.0186 P=0.6197 P=0.1335 KI: Sal vs SCA
SCA 10 176.2 + 7.669 P=0.9142 /N.S.




Fig. Sa

. . Mean e P-value
Time point N number SS.EM Statistics /Significance
Base 100 . _ _
SCA 8 082323516 Paired t-test t7=0.5035, P=0.6301 / N.S.
Fig. Sb
. . Mean e P-value
Time point N number SS.EM Statistics /Significance
Base 100
Washout 7 Paired t-test te = 11.81, P <0.0001 / ***
(LTD) 72.50 +£2.329
Fig. Sc
. . Mean One-Way RM P-value
Time point N number SS.EM ANOVA Post-hoc test Significance
Base 100 r —9511
Washl (LTD) 11 73.82+£3.412 (;32<0)o 0001 Base vs Washl P <0.0001 / ***
Wash2 86.87 £3.279 ) Wash1 vs Wash2 P=0.0057/ **
Fig.5d
Interstimulus . . Mean . P-value
interval Timepoint N number sS.EM Statistics /Significance
Before 8 1.329 +0.08022 i
20 Paired t-test t7y=0.6319, P =0.5475 / N.S.
After 8 1.348 £ 0.07643
Before 8 1.421 +0.08378 .
30 Paired t-test t7y=0.7230, P =0.4931 / N.S.
After 8 1.401 £ 0.06265
Before 8 1.430+0.07573 .
50 Paired t-test t7y=0.0124, P=10.9904 / N.S.
After 8 1.429 + 0.05855
Before 8 1.413 +£0.05774 .
100 Paired t-test f7y=0.4682, P=0.6539 / N.S.
After 8 1.435 4+ 0.06459
Before 8 1.232 +£0.03728 .
200 Paired t-test t7y=1.747, P =0.2058 / N.S.
After 8 1.212 £ 0.03748
Before 8 1.051 +£0.02456 .
400 Paired t-test tn = 1395, P=0.1241 /N.S.
After 8 1.101 £ 0.02040
Before 8 1.058 £ 0.02827 )
500 " Paired t-test 17 =0.2232, P=0.8297 / N.S.

After

1.063 +0.02224




Fig.Se

Interstimulus . . Mean . P-value
interval Timepoint N number SS.EM Statistics /Significance
Before 7 1.376 + 0.04804 .
20 AR p | 574 % 0.05865 Paired t-test ty=15.441, P=0.0016/ **
er . .
Before 7 1.406 + 0.02681 .
30 Paired t-test te)=3.131, P=0.0203 / *
After 7 1.541 £0.04391
Before 7 1.413 £ 0.03502 .
50 Paired t-test e =3.239, P=0.0177/*
After 7 1.539 £ 0.03877
Before 7 1.480 +0.05091 .
100 Paired t-test te =2.510, P=10.0459 / *
After 7 1.602 £ 0.06754
Before 7 1.276 £ 0.04418 .
200 AR 7 1294 % 0.05554 Paired t-test 16y = 0.6406, P =0.5454 / N.S.
er . .
Before 7 1.113 +£0.03046 .
400 AR 7 1112 % 0.06050 Paired t-test 16 =0.0197, P=0.9849 / N.S.
er . .
Before 7 1.070 + 0.03428 .
500 AR 7 1056 % 0.03106 Paired t-test te)=0.2255, P=0.8291 / N.S.
er . .




Fig.5f

lnt'erstimulus Group N number Mean One-way RM Comparison .P-\‘falue
interval +S.E.M ANOVA /Significance
Base 11 1.238 + 0.04585 Base vs Physo P=0.0172/%
" Physo 11 1.387 +0.05012 Fi 0= 3461, Physo vs SCA P=0.3637/N.S.
SCA 11 1.309 + 0.06031 P =0.0285 Physo vs Wash2 P=0.1915/N.S.
Wash2 11 1.290 + 0.04420 SCA vs Wash2 P=0.9784 /N.S.
Base 11 1.415+0.04579 Base vs Physo P=0.0024/ **
%0 Physo 11 1.670 + 0.09548 Fs 1= 7.876, Physo vs SCA P=0.0007 / ***
SCA 11 1.385+0.03716 P =10.0005 Physo vs Wash2 P=0.0216/*
Wash2 11 1.471 £ 0.06552 SCA vs Wash2 P=0.5525/N.S.
Base 11 1.454 +£0.03419 Base vs Physo P =0.0024/ **
5 Physo 11 1.639 + 0.05900 Fis. 30)= 8.660, Physo vs SCA P =0.0025/ **
SCA 11 1.455 + 0.05756 £=0.0003 Physo vs Wash2 P =0.0005 / ***
Wash2 11 1.427 + 0.04083 SCA vs Wash2 P=0.934/N.S.
Base 11 1.441 + 0.04462 Base vs Physo P=0.0113/*%
100 Physo 11 1.581 + 0.04669 Fis 1= 3315, Physo vs SCA P=0.0195/*
SCA 11 1.453 +0.05180 £ =0.0331 Physo vs Wash2 P=0.0166/*
Wash2 11 1.450 + 0.04027 SCA vs Wash2 P=0.9454 /N.S.
Base 11 1.259 +£0.03321 Base vs Physo P=03111/N.8S.
200 Physo 11 1.334 +0.02888 Fis 1= 2.126, Physo vs SCA P=0.2798 /N.S.
SCA 11 1.257 + 0.03446 P=0.1177 Physo vs Wash2 P=0.9999 /N.S.
Wash2 11 1.333 +0.05002 SCA vs Wash2 P=0.2892/N.S.
Base 11 1.078 £ 0.01582 Base vs Physo P=0.9968 / N.S.
400 Physo 11 1.07 £0.03115 Fia, 30— 1.403, Physo vs SCA P=0.3929/N.S.
SCA 11 1.132 +0.04141 P=0.2610 Physo vs Wash2 P=10.9920/N.S.
Wash2 11 1.059 + 0.02365 SCA vs Wash2 P=0.2564/N.S.
Base 11 1.059 £ 0.01987 Base vs Physo P=0.9998 / N.S.
500 Physo 11 1.055+0.03727 | F, = 0.5066, Physo vs SCA P=0.6955/N.S.
SCA 11 1.114 +0.06278 P =0.6807 Physo vs Wash2 P=0.9936/N.S.
Wash2 11 1.069 + 0.02764 SCA vs Wash2 P=0.8381/N.S.




Fig.5¢g

Interstimulus Mean One-way P-value
interval Group N number +S.EM ANOVA Post-hoc test /Significance
Sal 20 1.433 +0.0307
20 SCA (8 h) 24 1.299 + 0.0441 F % 6:”(; 5‘1‘37‘{9’ Sal vs SCA (8 h) P=0.0231/%*
SCA (24 h) 20 1.294 + 0.0304 Sal vs SCA (24 h) P=0.0238/*
Sal 20 1.494 + 0.0403
30 SCA (8 h) 2 139400274 | s 033'221’ Sal vs SCA (8 h) P =0.0465 / *
SCA (24 h) 20 1.386 + 0.0251 Sal vs SCA (24 h) P=0.0394/*
Sal 20 1.546 + 0.0273
50 SCA (8 h) 24 1413200342 | [ aon 05(')229’ Sal vs SCA (3 h) P =0.0054/ **
SCA (24 h) 20 1.443 £ 0.0271 Sal vs SCA (24 h) P=0.0455/*
Sal 20 1.426 +0.0236
F(2 61) = 07896, _
100 SCA (8 h) 24 1.391 +0.0281 L 0.4586 Sal vs SCA (8 h) P=0.5605/N.S.
SCA (24 h) 20 1.377 £0.0306 Sal vs SCA (24 h) P=0.3742/N.S.
Sal 20 1.230 +0.0226
F(27 61) = 05068,
200 SCA (8 h) 24 1.197 £ 0.0261 P = 0.6049 Sal vs SCA (8 h) P=0.5816/N.S.
SCA (24 h) 20 1.196 + 0.0306 Sal vs SCA (24 h) P=0.5851/N.S.
Sal 20 1.086 + 0.0219 -
400 SCA (8 h) 24 1.018 + 0.0099 F% 6=‘>0_(;50'2;6’ Sal vs SCA (8 h) P=0.0186/*
SCA (24 h) 20 1.097 + 0.0234 ' Sal vs SCA (24 h) P=0.8968 /N.S.
Sal 20 1.067 +0.0237
500 F(2 61):0.9880, _
SCA (8 h) 24 1.029 + 0.0163 B2 03782 Sal vs SCA (8 h) P=0.2767/N.S.
SCA (24 h) 20 1.046 £ 0.0179 Sal vs SCA (24 h) P=0.6880/N.S.




Fig. Sh

Genotype Intg:;;n:;lus Group N number il\s/[;;;[ Statistics /Sigl-l‘ilgil::lce
Sal 20 1.342 +£ 0.0274 .
20 Unpaired t-test I38y= 3.666, P =0.0008 / ***
SCA (24 h) 20 1.204 £ 0.0261
30 Sal 20 1414+ 0.0574 Unpaired t-test fos) = 2.756, P = 0.0089 / **
SCA (24 h) 20 1.293 + 0.0230
50 Sal 20 1474+ 0.0273 Unpaired t-test fs) = 3.745, P = 0.0006 /
SCA (24 h) 20 1.351 + 0.0186
CTL 100 Sal 20 1406 + 0.0282 Unpaired t-test l38=2.225, P=0.0321/*
SCA (24 h) 20 1.327+0.0212
200 Sal 20 1,197+ 0.0208 Mann-Whitney test U=157,P=0.2534 /N.S.
SCA (24 h) 20 1.171 £0.0126
400 Sal 20 1070 £0.0181 Unpaired t-test t35y=0.1855, P=0.8538 / N.S.
SCA (24 h) 20 1.067 +0.0103
500 Sal 20 1071 +0.0169 Unpaired t-test t3y=2.0333, P=0.0491/ *
SCA (24 h) 20 1.023 +0.0163
Sal 17 1.357 +£0.0354 One-way ANOVA
20 SCA (8 h) 15 1.242+0.218 F,43=8.761, Sal vs SCA (8 h) P=0.0392/*
SCA (24 h) 14 1.453 + 0.0446 P =0.0006 Sal vs SCA (24 h) | P=0.1059 /N.S.
Sal 17 1.427 £ 0.0439 One-way ANOVA
30 SCA (8 h) 15 1.328 £0.0125 F, 43= 3.689, Sal vs SCA (8 h) P=0.0427/*
SCA (24 h) 14 1.495 + 0.05918 P=0.0332 Sal vs SCA (24 h) | P=0.3593 /N.S.
Sal 17 1.517 £0.0393 One-way ANOVA
50 SCA (8 h) 15 1.376 = 0.0230 Fo, 43=4.407, Sal vs SCA (8 h) P=0.0271/%*
SCA (24 h) 14 1.527 £0.0531 P=0.0182 Sal vs SCA (24 h) | P=10.8823 /N.S.
Sal 17 1.382 £0.0432 One-way ANOVA
Mecp2 KI 100 SCA (8 h) 15 1.362 + 0.0235 Fo, 43=8.761, Sal vs SCA (8 h) | P=0.9004 / N.S.
SCA (24 h) 14 1.474 £0.0415 P =0.0006 Sal vs SCA (24 h) | P=0.1639/N.S.
Sal 17 1.216 £ 0.0281 One-way ANOVA
200 SCA (8 h) 15 1.195 +0.0200 Fp,43=0.3085, Sal vs SCA (8 h) | P=0.7805/N.S.
SCA (24 h) 14 1.222 +0.0244 P=0.7361 Sal vs SCA (24h) | P=0.9772 /N.S.
Sal 17 1.098 + 0.0225 One-way ANOVA
400 SCA (8 h) 15 1.098 + 0.0175 F. 43= 03679, Sal vs SCA (8h) | P=0.9997 /N.S.
SCA (24 h) 14 1.077 £0.0157 P =0.6943 Sal vs SCA (24h) | P=0.6776/N.S.
Sal 17 1.092 +0.0227 One-way ANOVA
500 SCA (8 h) 15 1.040 +0.0178 Fo, 4= 17717, Sal vs SCA (8 h) | P=0.1704 / N.S.
SCA (24 h) 14 1.090 + 0.0247 P=0.1814 Sal vs SCA (24 h) | P=0.9974 / N.S.




Fig. 5i

Interstimulus Mean . P-value
Genotype interval Group N number ASEM Statistics /Significance
20 Sal 31 1.399 = 0.0397 Unpaired t-test tisey=2.675, P=0.0098 / **
SCA (24 h) 27 1.251 +£0.0381
30 Sal 31 1.476 = 0.326 Unpaired t-test fse) = 2.364, P=0.0216 / *
SCA (24 h) 27 1.366 + 0.0336
50 Sal 31 1.521+0.341 Welch's correction ta9.78y= 2.706, P =0.0093 / **
SCA (24 h) 27 1.411+£0.0217
CTL 100 Sal 31 1.421+0.0242 Unpaired t-test ts6y=0.7216, P =0.4753 / N.S.
SCA (24 h) 27 1.395 +0.0271
200 Sal 31 1267+ 0.0203 Unpaired t-test ts)=2.491, P=10.0157/ *
SCA (24 h) 27 1.184 +0.0273
400 Sal 31 1119 +0.0217 Mann-Whitney test U=216,P=0.0013 / **
SCA (24 h) 27 1.031 £0.0152
500 Sal 31 1078 +0.0192 Unpaired t-test ts6) = 2.065, P=0.0436/ *
SCA (24 h) 27 1.015+0.0239
Sal 21 1.375 £ 0.0487 One-way ANOVA
20 SCA (8 h) 11 1.370 + 0.0448 F(2,55=0.0165, Sal vs SCA (8 h) P =0.9960/N.S.
SCA (24 h) 26 1.381 +0.0325 P=0.9837 Sal vs SCA (24 h) P =0.9906 / N.S.
Sal 21 1.485 4 0.0335 One-way ANOVA
30 SCA (8 h) 11 1.463 +0.0469 F2,55=0.0642, Sal vs SCA (8 h) P=0.9208 / N.S.
SCA (24 h) 26 1.472 £ 0.0383 P=0.9379 Sal vs SCA (24 h) P=0.9549 /N.S.
Sal 21 1.488 +£0.0382 One-way ANOVA
50 SCA (8 h) 11 1.498 +£0.0451 Fo,55=0.1163, Sal vs SCA (8 h) P=0.9803/N.S.
SCA (24 h) 26 1.473 +£0.0259 P =10.8905 Sal vs SCA (24 h) P=0.9248 /N.S.
Sal 21 1.382 +0.0390 One-way ANOVA
Bdnf cKO 100 SCA (8 h) 11 1.4+0.0312 F, 55=0.2140, Sal vs SCA (8 h) P =0.9405/N.S.
SCA (24 h) 26 1.413 £0.0307 P =0.8080 Sal vs SCA (24 h) P=0.7453 /N.S.
Sal 21 1.185+0.0284 One-way ANOVA
200 SCA (8 h) 11 1.214 +0.0250 F,55=0.7722, Sal vs SCA (8 h) P=0.7317/N.S.
SCA (24 h) 26 1.227 £0.0221 P=0.4670 Sal vs SCA (24 h) P=0.3732/N.S.
Sal 21 1.069 +0.0215 One-way ANOVA
400 SCA (8 h) 11 1.079 +£0.0270 F, 55=0.0407, Sal vs SCA (8 h) P=0.9455/N.S.
SCA (24 h) 26 1.071 £0.0182 P=0.9602 Sal vs SCA (24 h) P=0.9949 /N.S.
Sal 21 1.047 +£0.0286 One-way ANOVA
500 SCA (8 h) 11 1.049 +0.0242 Fp,55=0.0165, Sal vs SCA (8 h) P=0.9977 /N.S.
SCA (24 h) 26 1.061 +£0.0175 P=0.9837 Sal vs SCA (24 h) P=0.8566/N.S.




Fig. 6a

Protein Group N number :l:l\S/[.:;lI\l/[ Statistics / Sig I-l‘i,fi::!l:jlce
PMeCP2/MeCP2 4 ; SO 020T | Unpaired ttest | fz)= 2465, P=0.0298 / *
pCREB/CREB i : LI OB Unpaired ttest | 4= 0.9481, P=0.3604 / NS,
Fig. 6b
N nterval Group N number SEM Statistics sigaificance
20 PIS{aZlP ;g i;gg i ggzgg Unpaired t-test tue=2.545,P=10.0143 / *
30 PIS:ZIP ;g 11' %2272 f 0?60237384 Unpaired t-test fuey=3.509, P =0.0010 / **
50 TV % e Coagr | Umaied viest | tag=2201, P=0.0328 %
100 PIS;aZlP §§ i:gj X g:gg; Unpaired t-test tue=2.196, P=0.0331 / *
200 oRZF . e Mann WY | 63, P=0.7325 /NS,
400 PIS{aZlP ;g 1(1)(7); i 88?22 Unpaired t-test tuey=0.9611, P=0.3415/N.S.
500 s = L0 MannWhImEY | 7~ 198, = 0.0884 /NS,




Fig. 6¢

Intf::;;?;lus Group N number j:l\s/[fzall\l/[ Statistics Interaction Drug factor Genotype factor /Sigl-l‘i];lcl:jlce
CTL-Sal 18 1.421 +0.0450 CTL-Sal vs CTL-PRZP
20 CTL'PRZP 18 1217 + 00326 TWO-Way F(1,67): 8467 F(1’67): 2982 F(1’67): 2461 pP= 00082 / o
KI-Sal 16 1.38 + 0.0518 ANOVA P=0.0049 P=0.0888 P=0.1214 KI-Sal vs KI-PRZP
KI-PRZP 18 1.414 + 0.0457 P=0.8398/N.S.
CTL-Sal 18 1.482 +0.0400 CTL-Sal vs CTL-PRZP
30 CTL-PRZP 138 1.33 +0.0265 Two—way F(1,67): 7.78 F(1,67): 1.455 F(1,67): 3.143 P=0.0293 /*
KI-Sal 16 1.456 + 0.0457 | ANOVA P=0.0069 P=0.2320 P =0.0808 KI-Sal vs KI-PRZP
KI-PRZP 18 1.504 + 0.0393 P=0.6838 /N.S.
CTL-Sal 18 1.514 £ 0.0303 CTL-Sal vs CTL-PRZP
50 CTL-PRZP 18 1.363 +0.0218 Two-way F(1,67): 7.389 F(1,67): 3.446 F(1’67): 6.9 P=0.0093 /**
KI-Sal 16 1.509 + 0.0340 | ANOVA P =0.0083 P=0.0678 P=0.0107 KI-Sal vs KI-PRZP
KI-PRZP 18 1.54 + 0.0442 P=0.9301/N.S.
CTL-Sal 18 1.435 +0.0340 CTL-Sal vs CTL-PRZP
100 CTL-PRZP 18 1.359+0.0281 | Two-way | F ¢=3.845 Fy. 6= 0.0972 Fu en=3.302 P=0.091/NS.
KI-Sal 16 1.428 + 0.0407 | ANOVA p =0.0540 p=0.7562 p=10.0737 KI-Sal vs KI-PRZP
KI-PRZP 18 1.485 +0.0322 P=0.2578 /N.S.
CTL-Sal 18 1.196 + 0.0260 CTL-Sal vs CTL-PRZP
200 CTL-PRZP 18 1.226 +0.0232 Two-way F(1,67): 1.415 F(1’67): 0.0516 F(1,67): 2.184 P=0.9022/N.S.
KI-Sal 16 1.268 + 0.0452 | ANOVA P=0.2384 P=0.8210 P=0.1441 KI-Sal vs KI-PRZP
KI-PRZP 18 1.235 +0.0290 P=0.7529/N.S.
CTL-Sal 18 1.077 £ 0.0269 CTL-Sal vs CTL-PRZP
400 CTL-PRZP 18 107 + 00143 Two-way F(1’67): 06877 F(1,67): 1272 F(1’67): 00433 P = 09966 /NS
KI-Sal 16 1.079 £ 0.0188 ANOVA P =0.4099 P=0.2635 P=0.8358 KI-Sal vs KI-PRZP
KI-PRZP 18 1.055 + 0.0233 P=0.5200/N.S.
CTL-Sal 18 1.045 £ 0.0211 CTL-Sal vs CTL-PRZP
500 CTL'PRZP 18 1051 + 00157 Two-way F(1’67): 01621 F(1’67): 00194 F(1,67): 5915 P= 09976 /NS
KI-Sal 16 1.092 + 0.0228 | ANOVA P =0.6885 P =10.8896 P=0.0177 KI-Sal vs KI-PRZP
KI-PRZP 18 1.101 + 0.0277 P=09811/N.S.




Fig. 7a

Grou N number Mean One-way P-value
P +S.EM ANOVA /Significance
No Cort 8 121.3 £7.690 F — 6616 No Cort vs Cort-Sal P =0.0050/**
Cort-Sal 9 152.0 £ 5.475 5 20,0054 No Cort vs Cort-Ket P=0.5290 /N.S.
Cort-Ket 9 130.8 +5.214 ' Cort-Sal vs Cort-Ket P=0.499/*
Fig. 7b
Genot Gr N number Mean Statisti Interaction Time factor Drug factor P-value
enotype oup umbe +S.EM stics eractio e facto ug facto /Significance
2t Sal 9 149.3 £ 6.972 24h: Sal vs SCA
SCA 10 126.2 £ 3.402 Two-way RM F(l, 7= 0.0670 F(l’ 17)= 2.386 F(l, 17)= 19.18 P =0.0065/ **
7d Sal 9 157.9 £ 5.298 ANOVA P=0.7989 P =0.1408 P =0.0004 24h: Sal vs SCA
s SCA 10 132.3 + 4.768 P=0.0026 / **
Extended Data Fig. 1
Mean . e P-value
Group N number +S.EM Statistics /Significance
Sal 8 1.0 +£0.1457 =
Unpaired t-test fay 0.3298
Ket 8 1.068 + 0.1463 P=0.7464 /N.S.
Extended Data Fig. 2
Genotype Grou N number Mean Statistics Interaction Genotype factor Drug factor P-value
Yp p +S.EM yp g /Significance
Sal 7 1.0 +0.1596 CTL-Sal vs CTL-Ket
CTL P=0.0014/**
Ket 7 1.964 +0.1162 Two-way F(1‘21)20.0157 F(1’21):0.0115 F(1,21):31.93 s
Sal 6 1.039 + 0.1823 ANOVA P=0.9016 P=0.9158 P <0.0001 KI-Sal vs KI-Ket
Mecp2 KI = ok
Ket 5 1.961 + 0.2186 P =0.0069/
Extended Data Fig. 3a
Mean . L. P-value
Group N number AS.EM Statistics /Significance
Sal-Base 9 4.128 £0.5270 .
Unpaired t-test tan=1.448, P=0.1659 / N.S.
Ket-Base 10 5.494 +£0.7581




Extended Data Fig. 3b
Int‘e rstimulus Group N number Mean Statistics Interaction Pretreatment factor Ketamine factor
interval +S.E.M
before 11 1.385+0.0336
Sal-Ket
20 after 11 1.359 £ 0.0445 Two-way F(1’38): 0.1944 F(1,3g): 0.4597 F(1’38): 1.174
before 10 1.376 + 0.0460 ANOVA P=0.6618 P=0.5019 P=0.2854
Ket-Ket
after 10 1.315+0.0316
before 11 1.476 £ 0.0318
Sal-Ket
30 after 11 1.455 £ 0.0471 Two—way F(1’38): 0.0682 F(1’38): 1.111 F(1’3g) =0.6195
before 10 1.444 + 0.0473 ANOVA P=0.7954 P =0.2985 P=0.4361
Ket-Ket
after 10 1.402 +0.0335
before 11 1.555+£0.0291
Sal-Ket
50 after 11 1.542 £ 0.0442 Two-way F,38=0.1586 F(1,38)=0.8878 F1,38=0.0068
before 10 1.499 + 0.0361 ANOVA P =0.6927 P=0.3520 P =0.9345
Ket-Ket
after 10 1.519 + 0.0547
before 11 1.457 +0.0359
Sal-Ket
100 after 11 1.480 + 0.0442 Two—way F(1,38): 0.0307 F(1‘3g): 0.0732 F(ng): 0.2228
Ket.Ket before 10 1.454 £ 0.0244 ANOVA P=0.8619 P=0.7882 P=0.6396
S T after 10 1.464 = 0.0323
before 11 1.259 £ 0.0273
Sal-Ket
200 after 11 1.311+0.0265 Two-way F(1’33): 0.7025 F(1,3g): 0.8733 F(1,38): 0.4935
before 10 1.256 £0.1524 ANOVA P=0.4072 P =0.3560 P =0.4866
Ket-Ket
after 10 1.252 +0.0300
before 11 1.091 £0.0177
Sal-Ket
400 after 11 1.097 £ 0.0552 Two-way F(1’33): 0.1475 F(1,3g): 0.0614 F(1’38)) =0.4658
before 10 1.078 £ 0.0247 ANOVA P =0.7030 P=0.8056 P=0.4991
Ket-Ket
after 10 1.100 + 0.0238
before 11 1.078 £ 0.0159
Sal-Ket
500 after 11 1.081 £0.0131 Two-way F(1’33): 08473 F(1’33): 2472 F(1,38): 1349
Ket.Ket before 10 1.046 + 0.0082 ANOVA P=0.3631 P=0.1242 P=0.2528
SR T after 10 1.072%0.0119




Extended Data Fig. 4a,b

. Mean . . P-value
Pre-treatment Perfusion N number +S.EM Statistics /Significance
Sal-ACSF vs Sal-Ket
i) ACSF 6 97.46+2.112 o= 4207, P 0.0015 ) +*
P Ket 7 114 = 3 158 Ket-ACSF vs Ket-Ket
’ Unpaired t-test faoy=5.528, P =0.0003 / ***
Sal-Ket vs Ket-Ket
Ket (i.p.) ACSF 6 97.7+3.064 fa,= 3.465, P = 0.0053 / **
Ket 6 13856717
Extended Data Fig. Sa,b
Tim Gr N number Mean Statisti P-value
¢ oup umbe +S.EM SHes /Significance
Sal 8 1.0+ 0.0854 . tia= 04369
3 days Ket g 1,064+ 0.1178 Unpaired t-test P=0.6688 /N.S.
pCaMKIlo/CaMKIla
7 days Sal 8 1.0+0.1146 Unpaired t-test faay = 1.052
Y Ket 8 1219+ 0.1734 P P=0.3107/N.S.
Sal 8 1.0+ 0.1134 . t(14): 3.756
3 days Ket 8 1.638 £ 0.1264 Unpaired t-test P=0.0021/ **
pCaMKIIB/CaMKIIB
T Sal 8 1.0=0.1915 Unpaired ttest t1a=0.3796
ays Ket 8 1.116 + 0.2385 pairec t-tes P=0.7100 / N.S.
Sal 9 1.0 = 0.1889 . tie=2.332
3 days Ket 9 1.610£0.1811 Unpaired t-test P=0.0331/*
pMeCP2/MeCP2
7 dave Sal 8 1.0+0.1894 Unsaired ttest t1a = 2.440
Y Ket 8 2.053 = 0.3879 P P =0.0286/ *
Sal 8 1.0 = 0.0826 . gy = 0.0433
BDNF/GAPDH 3 days Ket 8 1.007  0.1401 Unpaired t-test P=0.9661 /N.S.




Extended Data Fig. 6a

Time Group N number :l:l\s/[j;;[ Statistics /Sigr-l‘i,;il:lce
7 days SSglA 190 52172 i ’174532 Unpaired t-test | #;7,=2.469, P =0.0244 / *
Extended Data Fig. 6b
Merval | Growp | Nnumber | GPN | suwistic Significance
T e e e [ ] IR
0 S R RE T R U=207, P= 00270,
50 SSCa/l% ;‘7‘ }:i;g - 8:8222 Unpaired t-test fuas) = 0.6624, P = 0.5108 / N.S.
100 SSCa/l% ;‘7‘ }:igg - g:gzéi Mann-Whitey U=265,P=02722 /N.S.
200 SSSIA ;3 i;?g i gg;zz Unpaired t-test tuey=1.137,P=0.2612 / N.S.
400 SSSIA ;3 1(1)2(3) i gg?gz Unpaired t-test ta9y=0.7955, P=0.4302 / N.S.
500 SSCa/l% ;‘7‘ }:823 - g:ggj Unpaired t-test luoy= 49, P = 0.3527 / N.S.
Extended Data Fig. 7
Group N number :I:I\S/[.f;ll\l/[ Statistics /Sigl-l‘i,;lcl:lflce
/fcilt)D--ssgzlx 190 1134;(.)225533 j 8 Unpaired ttest | ‘() é 60/0 Ifr. S.
Extended Data Fig. 8
Group N number :I:I\S/[.f;ll\l/[ Statistics /Sigl-l‘i,;lcl:lflce
ssci 2 0.;%;03? i.(l).6186558 Unpaired ttest | 00 B0




Extended Data Fig. 9
Tim Gr N number Mean Statistics P-value
tme oup v +S.E.M /Significance
Sal 8 1.0£0.1218 Welch's _ _
8h SCA 8 1.290 + 0.2983 correction lo2m2) = 09004, P=0.3907 /N.S.
Sal 7 1.0+ 0.1756 . _ _
24 h SCA 7 0983101781 Unpaired t-test tan=10.0677, P=0.9472 / N.S.
Extended Data Fig. 10
Mean . . P-value
Genotype Group N number AS.EM Statistics Interaction Genotype factor Drug factor /Significance
CTL-Sal vs CTL-
Sal 10 1.0 £0.0623 SCA
TL P=0.0207/*
¢ Two-way | Foay=0.0467 | Fiw=03223 | Fym=1922 (et orers
SCA 9 1.318 £0.0913 ANOVA P =0.8302 P=0.5741 P =0.0001 P=0.0184/*
Sal 10 0.9402 £ 0.0399
Mecp2 KI SCA 3 1.291 £ 0.0987




