SUPPLEMENTARY INFORMATION

Fig. S1: Battery of behavioral tests. Mice were subjected to a battery of behavioral tests

over a period of 3 weeks consisting of hindlimb clasping, open field, elevated plus maze, Y-

maze spontaneous alternation,

and object location memory. A description of the

characteristics of each test and the sequence time in the performance is indicated

REFLECTACTION

Hindlimb clasping

ANXIETY TEST

Elevated Plus Maze

Open Field

COGNITIVE TEST

Y-maze Object location

q’*—:"- :, 5 il —
. G :

1 1 1
day day day 2 days ‘ .

Week 1 Week 2 Week 3
Clasping trial: Open Field Elevated plus maze Alternation Habituation trial:

10 sec trial: 10 min on day 1
5min Sample trial:

5 min on day 2
Object location trial:
5 min on day 2




Table S1: Descriptive and inferential statistical summary table of behavioral and
histopathological variables analyzed throughout this study. The table details the

behavioral test or histological analysis with the variable name and the statistical test used (¥

b) c)

no parametric or parametric or parametric equal variances not assumed), the
corresponding test statistic (chi-squared for non-parametric test or F test for a parametric
test) and significance (p-value): *p<0.05, **p<0.01, ***p<0.001. To assess the effect size of
the interventions in multiple comparisons, Cohen’s delta coefficient (d) was calculated and
scored as negligible (d < 0.20), small (d=20.20), medium (d=0.50), large (d=0.80), and much
larger (d=1.00) size effect (see Materials and Methods). Table shows mean + sem for each
variable with the significance (p-value) and the effect size of the multiple comparisons

between-groups and within-groups. In bold, significant values p<0.05 and large or much

large delta coefficients.



Test

S\t/a%gtlicaatl)tlegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
wWT 20614400 | 2121+217 | p=0.998s | 9= -0.0699
negligible
Openfield:
% Travelled F =0.376 _ d = 0.3864
distance in p=0.544 KO 27.58 £ 2.69 2471 £2.34 p=0.8964 small
center
p=0.4197 p=0.7406
between-group effect
d=-0.7735 d =-0.4666
medium small
Saline Memantine within-group effects
WT 19.97 £ 2.13
Openfield:
% Travelled 02d =6.273 _ d=0.1794
distance in 0=0.099 KO 26.17 £2.49 24.36 £2.79 p=0.5930 negligible
center ?
p=0.0730
between-group effect
=-0.7132
medium
Vehicle Resveratrol within-group effects
wWT 1638+227 | 225+231 | p=0.1084 | 9=-06892
medium
Openfield:
% Travelled 02d =10.14 _ d =0.7939
distance in p=0.017* KO 2210+ 2.77 14.64 £ 2.15 p=0.0108* large
center ?
p=0.1661 p=0.0053**
between-group effect
d =-0.5954 d =0.9075
small large
Saline Minocycline within-group effects
WT 19.97 +2.13
Openfield:
0 = =
% Travelled | 02d =6.273 KO 26174249 | 1801+224 | p=0.0320+ | 9709525
distance in p=0.099 large
center ?
p=0.0730
between-group effect
d=-0.7132

medium




Test

S\t/a\?srtlicaati.)llegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 1542+321 | 1254199 | p=08944 | 970.3960
small
Openfield: _ -
Entries into F=0.376 KO 2283+444 | 1868+273 | p=07773 | 9704274
center (n°) p=0.544 small
p=0.4219 p=0.3475
between-group effect
d=-0.7657 d=-0.7784
medium medium
Saline Memantine within-group effects
WT 16.92 +2.19
Openfield: _ _
Entries into "2‘10‘ &2?6 KO 21924253 | 17.46+292 | p=0.1669 | 97 0'4595
center (n°) ¥ p=0. sma
p=0.2386
between-group effect
d=-0.5642
medium
Vehicle Resveratrol within-group effects
WT 10.86+2.30 | 1593+224 | p=0.0570 =l
medium
Openfield: _ -
Entries into | 924 =4.028 KO 1342+151 | 12.00:163 | p=05310 | 97 0-2369
center (n°) ¥ p=0.258 small
p=0.1710 p=0.2530
between-group effect
d =-0.3402 d=0.5163
small medium
Saline Minocycline within-group effects
WT 16.92 £ 2.19
Openfield: _ _
Entries into | 929~ 999 KO 2192£253 | 963:147 | p=o.0017+ | 915724
center (n°) p=0. much farge
p=0.2386
between-group effect
=-0.5642

medium




Test

S\t/a\?srtlicaati.)llegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 9.18 + 2.61 1847+499 | p=0.1830 | 4=-0.7139
medium
Elevated plus
maze: _ -
9%Permanence °2d=5 ;‘96858 KO 2388+560 | 2003+646 | p=04010 | 9 -5%2302
time in open p=0.
arms ¥
p=0.0340* p=0.8200
between-group effect
d =-1.3906 d =-0.0825
much large negligible
Saline Memantine within-group effects
WT 18.26 + 3.48
Elevated plus
maze: _ -
9%Permanence | 929 = 5.675 KO 2056+3.77 | 1853+351 | p=0.8500 | 9701409
; . p=0.339 negligible
time in open
arms ¥
p=0.7500
between-group effect
d =-0.1605
negligible
Vehicle Resveratrol within-group effects
WT 19.30+3.02 | 1328+183 | p=03772 | 9450.6216
medium
Elevated plus
maze: _ _
%Permanence | - 2700 KO 1479£239 | 17.60£3.12 | p=0879s | 97 02629
time in open p=t.
arms
p=0.6352 p=0.6533
between-group effect
d =0.4305 d=-0.4360
small small
Saline Minocycline within-group effects
WT 18.26 + 3.48
Elevated plus
maze: _ -
%pPermanence | 9205 5875 KO 2056377 | 2600+527 | p=0.8s00 | 47 0-9003
time in open p=0.
arms ¥
p=0.7500
between-group effect
=-0.1605

negligible




Test

S\t/a\?srtlicaati.)llegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 3271+572 | 3354+575 | p=0.9995 dnzeéﬁ)g?égg
Elevated plus _ _
maze: Entries ';:00379‘:4 KO 41.00£6.40 | 3263+288 | p=1.0000 dr;e°cii?1$21
into arms e
p=0.7621 p=0.9995
between-group effect
d=-0.5383 d = 0.0601
medium negligible
Saline Memantine within-group effects
WT 32.93+4.23
Elevated plus _ _
maze: Entries °2d_6 ‘2"23829 KO 3853+438 | 3875+6.04 | p=0.6600 | 9" |(')'Qb1|03
into arms p=v. negligivle
p=0.3100
between-group effect
d =-0.3300
small
Vehicle Resveratrol within-group effects
WT 31734341 | 344+351 0=0.9601 :eél?égtg?
Elevated plus _ _
maze: Entries | - 0:229 KO 3435+315 | 3333+497 | p=0.0976 | 9700635
into arms p=0.633 negligible
p=0.9637 p=0.9972
between-group effect
d =-0.2090 d =0.0639
small negligible
Saline Minocycline within-group effects
WT 32.93+4.23
Elevated plus _ _
maze: Entries °2pd_6 Aoz KO 3853+438 | 25334333 | p=0.0500 | 9 13'98553
into arms * e
p=0.3100
between-group effect
=-0.3300

small




Variable

Test

Statistical test statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 7066 +642 | 62.01+497 | p=05683 | 905493
medium
Y-maze: % F =0.597 _ d =0.1550
Alternations ? p=0.445 KO 58.43 £ 2.51 56.98 + 3.20 p=0.9960 negligible
p=0.3689 p=0.8069
between-group effect
d =1.0232 d=0.3732
much large small
Saline Memantine within-group effects
WT 55.89 + 4.64
Y-maze: % o02d = 1.050 _ =-0.2832
Alternations ® p=0.789 KO 49.22 + 3.81 54.61 +5.57 p=0.7200 small
p=0.3100
between-group effect
d = 0.4055
small
Vehicle Resveratrol within-group effects
WT 6024 +384 | 5237+409 | p=05813 | 905208
medium
Y-maze: % F =0.187 _ d = 0.6492
Alternations ” 0=0.666 KO 60.23 £ 5.45 48.55 £ 4.05 p=0.2562 medium
p=1.0000 p=0.9286
between-group effect
d = 0.0008 d =0.2504
negligible small
Saline Minocycline within-group effects
WT 55.89 + 4.64
Y-maze: % o02d = 1.050 _ d=-0.2583
Alternations p=0.789 KO 49.22 + 3.81 54.65+7.35 p=0.7100 small
p=0.3100
between-group effect
d = 0.4055

small




Test

S\t/a\?srtlicaati.)llegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 33.14+7.03 | 3948+851 | p=0.94g7 | 947 -0:2650
small
Y-maze: % _ _
Incomplete F jooé%‘g‘ KO 5354+910 | 4374+656 | p=08342 | 97 °'4I‘}59
alternations p=t. sma
p=0.4271 p=0.9736
between-group effect
d=-1.0233 d=-0.1751
much large negligible
Saline Memantine within-group effects
WT 15.03 £ 5.90
Y-maze: % _ _
Incomplete °2d_6 8'7%58 KO 4038+7.40 | 1911+6.18 | p=0.0350¢ | 9= 037955
alternations p=0. medium
p=0.0170*
between-group effect
d=-0.9767
large
Vehicle Resveratrol within-group effects
WT 37.83+6.75 | 2711+727 | p=07410 | 9704016
small
Y-maze: % _ _
Incomplete F :00620694 KO 35.04+890 | 3207+7.06 | p=09924 | 9% ‘I’:O.?fs
alternations p=t. negligile
p=0.9934 p=0.9670
between-group effect
d =0.0934 d=-0.1846
negligible negligible
Saline Minocycline within-group effects
WT 15.03 £ 5.90
Y-maze: % _ _
Incomplete °2d_6 8'7%58 KO 4038+7.40 | 2046+606 | p=0.0780 | 9= 037955
alternations p=0. medium
p=0.0170*
between-group effect
d=-0.9767

large




Test

S\t/a\?srtlicaati.)llegt statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 3026+ 11.38 | -14.88+11.97 | p=0.8405 | 9704222
small
OLM: DI? F=3.197 KO 1078 +834 | -12.95+1426 | p=0.3508 | 4708106
p=0.083 large
p=0.1100 p=0.9994
between-group effect
d=-19123 d =-0.0442
much large negligible
Saline Memantine within-group effects
WT -10.79 £ 7.68
oLM: DI? i KO 22.93+7.74 14364597 | p=06742 | 9704265
p=0.580 small
p=0.8596
between-group effect
d=-0.2585
small
Vehicle Resveratrol within-group effects
WT 2374+7.09 | -1517+612 | p=0.2200 = LRy
small
oLM:DI® | 92d=2632 KO A377+956 | -7.31+1002 | p=0.5700 | 9701727
p=0.451 negligible
p=0.3500 p=0.7500
between-group effect
d=-0.3138 d=-0.2444
small small
Saline Minocycline within-group effects
wT -10.79 £ 7.68
) F =0.659 } } _ d=-0.0122
OLM: DI 0=0.580 KO 2.93+7.74 2.59 + 6.97 p=0.9999 negligible
p=0.8596
between-group effect
=-0.2585

small




Test

S\t/a%gtlicaakl)tlest statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 107.85+£21.21 | 13845+14.17 | p=0.4728 | 9706042
medium
OLM: Activity F =0.0001 _ d=-0.9131
time (s) ” p=0.991 KO 102 +9.80 132.90 £ 11.40 p=0.5056 large
p=0.9949 p= 0.9904
between-group effect
d=0.1315 d=0.1299
negligible negligible
Saline Memantine within-group effects
WT 157 £12.22
OLM: Activity | 02d =6.619 KO 196.86+ 14.10 | 14526+ 1573 | p=0.0160+ | 9708917
time (s) p=0.085 large
p=0.0480*
between-group effect
d=-0.7706
medium
Vehicle Resveratrol within-group effects
WT 87.66 +9.21 7333+770 | p=0.2000 ¢ = DAy
small
OLM: Activity 02d = 1.832 _ d=-0.0282
time (s) ? 0=0.608 KO 80.35+10.78 81.53 +11.08 p=0.9200 negligible
p=0.3900 p=0.7600
between-group effect
d=0.1923 d=-0.2218
negligible small
Saline Minocycline within-group effects
WT 157 £12.22
OLM: Activity | 02d =6.619 _ d =0.5725
time (s) ¥ p=0.085 KO 196.86 + 14.10 168.00 £ 12.15 p=0.331 medium

between-group effect

p=0.0480*

d =-0.7706
medium




Test

S\t/a\%gllicaatl)tle(:s)t statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 118+ 0.77 0.78 +0.21 p=0.9500 | 9=04103
small
PAS: % PGs _ _
number vs F=2068 KO 100.00 + 17.31 60.23  9.26 p=0.2600 | 9= 11345
KOO p=0.0008 much large
p=0.0100** p=0.0010**
between-group effect
d =-2.7564 much d =-2.1199 much
large large
Saline Memantine within-group effects
WT 3.54 +0.26
PAS: % PGs _ _
numbervs | 924=8.714 KO 100.00 + 4.71 84.76 + 8.79 p=0.2642 | 9708801
KO? p=0.033 large
p=0.0056**
between-group effect
d =-9.8801 much
large
Vehicle Resveratrol within-group effects
WT 12.22+2.95 124.65 +3.15 p=0.9021 =il
small
PAS: % PGs _ _
numbervs | 924= 1444 KO 100.00 + 7.26 98.34 + 8.58 p=0.8640 | 9700548
KO? p=0.002 negligible
p=0.0051** p=0.0101*
between-group effect
d =-3.6061 much d =-2.6847 much
large large
Saline Minocycline within-group effects
WT 3.54 +0.26
PAS: % PGs _ _
numbervs | 924=8.714 KO 100.00 + 4.71 98.03 + 4.51 p=0.7801 | 4=0.1738
KO? p=0.033 negligible
p=0.0056**

between-group effect

d =-9.8801 much
large




Variable Lt
Statistical test statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
WT 78.47 + 15.55 51.77 +8.31 p=0.1859 | ¢ | e
arge
Astrogliosis: _ _
% GFAP area | 9297 6:390 KO 100.00 + 14.22 9344+1329 | p=0.6434 | 901589
a) p=0.094 negligible
vs KO
p=0.3161 p=0.0331*
between-group effect
d =-0.5604 d=-1.1148
medium much large
Saline Memantine within-group effects
WT 38.98 +7.05
Astrogliosis: _ _
% GFAP area "2‘10‘ 5’2'2?3 KO 100.00 + 9.57 89.10 + 14.95 p=0.3691 | 9 ‘Sg;gﬁ‘”
vs KOV p=0-
p=0.0062**
between-group effect
d=-2.9610
much large
Vehicle Resveratrol within-group effects
WT 57.13+9.65 54.95 + 4.67 p=0.9980 | 9=0:1290
negligible
Astrogliosis: _ _
% GFAP area | . ;00537264 KO 100.00  10.25 107.88 + 9.61 p=0.9207 |9 ‘S'n?jf"‘s
vs KO p=L.
p=0.0163* p=0.0031**
between-group effect
d=-1.6245 d =-3.1300
much large much large
Saline Minocycline within-group effects
WT 38.98 £7.05
Astrogliosis: _ _
% GFAP area | 9249553 KO 100.00 + 9.57 90.67 +7.17 p=0.9025 | 9704500
vs KOV p=0-
p=0.0062**
between-group effect
d=-2.9610

much large




Variable Lt
Statistical test statistic Genotype Control Treatment P value / delta
P-value
Water Riluzole within-group effects
wT 75.64 + 4.49 55.67+4.26 | PT0.0200* | d=d1.7217
much large
Microgliosis: _ _
% Ibal+ cells | 0294=12.54 KO 100.00 + 13.71 71.75+ 4.82 p=0.0900 | 4712078
a) p=0.005** much large
vs KO
p=0.2123 p=0.0250*
between-group effect
d =-1.0024 d=-1.1157
much large much large
Saline Memantine within-group effects
WT 77.18 £8.13
Microgliosis: _ _
% Ibal+ cells | - 1:051 KO 100.00+11.48 | 10542+13.91 | p=0.9881 =0l
b) p=0.391 negligible
vs KO
p=0.5432
between-group effect
d =-0.9355
large
Vehicle Resveratrol within-group effects
WT 78.82 +7.61 92.88 + 7.61 p=04968 | ¢ . 0
arge
Microgliosis: _ _
% Ibal+ cells | . ;01 '1%338 KO 100.00 + 4.54 95.27 +7.44 p=0.9619 | 9 _s?ﬁgﬁ%
vs KO p=t.
p=0.1763 p=0.9946
between-group effect
d=-1.5103 d=-0.1421
much large negligible
Saline Minocycline within-group effects
WT 77.18 £8.13
Microgliosis: _ _
% lbat+cells | = 190 KO 100001148 | 92961337 | p=0grso | 470230
vs KO p=0
p=0.5432
between-group effect
d =-0.9355
large




Table S2: Contingency tables and inferential statistical summary of hindlimb clasping
test. The summary table details the contingency tables of the relative frequency of the
hindlimb clasping score (from absent to severe) for each group of treatment. Pearson's Chi-
square test ® was used to estimate the chi-squared statistic (02d) and the p-value (p) for
multiple and paired comparisons between-groups and within-groups. Fischer's exact test

was used when sample sizes were zero. Significance (p-value): ***p<0.001, ****p<0.0001.



Test

statistic Genotype Control Treatment P value / chi square
P-value
Water Riluzole within-group effects
WT Ab Mi Mo Se Ab Mi Mo Se p=5.335e-06+++* b) 526 = NAD)
85.71 | 14.29 0.00 0.00 72.73 9.09 18.18 0.00
02d =131.9 Ab Mi Mo Se Ab Mi Mo Se
p=2.20e- KO p=2.143e-10%*** 02d = 47.99
Jp . 66.67 | 16.67 | 16.67 0.00 27.27 9.09 54.55 9.09
p=7.551e-06*++ ) p=2.205e-10%++*
between-group effect
02d = NA ") 02d = 47.93
Saline Memantine within-group effects
Ab Mi Mo Se
WT
68.75 | 33.33 | 43.75 | 66.66
02d = 84.02 Ab Mi Mo Se Ab Mi Mo Se
p=2.55e- KO p=0.0007*** 02d = 16.938
e 33.33 | 33.33 | 40.00 6.66 | 43.75 | 1250 | 43.75 0.00
p=9.97e-08****
between-group effect
o02d = 35.410
Vehicle Resveratrol within-group effects
Ab Mi Mo Se Ab Mi Mo Se b) b)
WT p= 0.4208 o2d = NA
80.00 6.66 13.33 0.00 73.33 6.66 20.00 0.00
02d = 84.93 Ab Mi Mo Se Ab Mi Mo Se
p=1.67e- KO p=1.634e-07** | o2d = 34.397
Jyteen 35.71 | 2857 | 2142 | 1428 | 73.33 6.66 6.66 13.33
p=3.94e-10**** p=0.0001***
between-group effect
02d = 46.742 02d = 20.005
Saline Minocycline within-group effects
Ab Mi Mo Se
WT
68.75 | 33.33 | 43.75 | 66.66
02d = 84.02 Ab Mi Mo Se Ab Mi Mo Se
p=2.55e- KO p=4.731e-09**** 02d = 41.663
14;*** 33.33 | 33.33 | 40.00 6.66 66.66 | 26.66 6.66 0.00

between-group effect

P=9.97e-08**+*

02d = 35.410




