Supplementary Table 1. miRNAs significantly correlated with FST Escape Time in Males
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	miRNA
	Significance
	R

	Amyg-let-7e-3p
	0.044
	-.823*

	Amyg-miR-1298
	0.043
	.826*

	Amyg-miR-148b-5p
	0.035
	-.844*

	Amyg-miR-184
	0.020
	.882*

	Amyg-miR-191a-5p
	0.013
	-.905*

	Amyg-miR-204-5p
	0.011
	.913*

	Amyg-miR-25-5p
	0.006
	-.937**

	Amyg-miR-26b-3p
	0.047
	-.818*

	Amyg-miR-28-5p
	0.013
	-.904*

	Amyg-miR-411-3p
	0.042
	-.829*

	Amyg-miR-490-3p
	0.016
	-.894*

	Amyg-miR-495
	0.035
	.843*

	Amyg-miR-532-5p
	0.027
	.862*

	Amyg-miR-6315
	0.023
	-.874*

	Amyg-miR-879-3p
	0.004
	-.948**

	Hipp-miR-216b-5p
	0.016
	-.895*

	Hipp-miR-224-5p
	0.007
	-.930**

	Hipp-miR-26a-5p
	0.036
	.841*

	Hipp-miR-3084a-1-5p
	0.014
	.900*

	Hipp-miR-653-5p
	0.031
	-.852*

	PFC-miR-106b-5p
	0.006
	.938**

	PFC-miR-124-3p
	0.015
	.899*

	PFC-miR-125b-2-3p
	0.001
	-.975**

	PFC-miR-126a-5p
	0.024
	.872*

	PFC-miR-1306-5p
	0.012
	.910*

	PFC-miR-130a-3p
	0.038
	.836*

	PFC-miR-135a-5p
	0.002
	.961**

	PFC-miR-135b-5p
	0.018
	.888*

	PFC-miR-139-3p
	0.006
	-.934**

	PFC-miR-143-5p
	0.025
	.869*

	PFC-miR-148a-3p
	0.046
	-.820*

	PFC-miR-148b-3p
	0.014
	-.902*

	PFC-miR-150-3p
	0.002
	-.967**

	PFC-miR-151-3p
	0.009
	-.922**

	PFC-miR-154-3p
	0.047
	.818*

	PFC-miR-15a-5p
	0.044
	.823*

	PFC-miR-16-5p
	0.002
	.963**

	PFC-miR-17-5p
	0.010
	.916*

	PFC-miR-181c-5p
	0.008
	.924**

	PFC-miR-186-5p
	0.010
	.919**

	PFC-miR-187-3p
	0.016
	.895*

	PFC-miR-190a-5p
	0.023
	.874*

	PFC-miR-195-5p
	0.020
	.883*

	PFC-miR-19b-3p
	0.026
	.865*

	PFC-miR-212-5p
	0.010
	-.918**

	PFC-miR-221-5p
	0.027
	-.861*

	PFC-miR-222-3p
	0.003
	-.954**

	PFC-miR-28-5p
	0.000
	.982**

	PFC-miR-29a-3p
	0.010
	.916*

	PFC-miR-29b-5p
	0.040
	.832*

	PFC-miR-3068-5p
	0.031
	.853*

	PFC-miR-30a-3p
	0.009
	-.923**

	PFC-miR-30b-3p
	0.036
	-.842*

	PFC-miR-30e-3p
	0.030
	-.855*

	PFC-miR-3102
	0.014
	.903*

	PFC-miR-335
	0.001
	.975**

	PFC-miR-337-5p
	0.011
	-.912*

	PFC-miR-344b-5p
	0.024
	-.870*

	PFC-miR-345-3p
	0.011
	.912*

	PFC-miR-369-5p
	0.011
	-.914*

	PFC-miR-370-3p
	0.002
	-.961**

	PFC-miR-370-5p
	0.013
	-.906*

	PFC-miR-376b-3p
	0.033
	.849*

	PFC-miR-379-3p
	0.049
	-.813*

	PFC-miR-382-5p
	0.006
	-.934**

	PFC-miR-384-3p
	0.012
	.909*

	PFC-miR-384-5p
	0.007
	.929**

	PFC-miR-409a-3p
	0.012
	-.910*

	PFC-miR-409a-5p
	0.040
	-.831*

	PFC-miR-411-3p
	0.008
	-.925**

	PFC-miR-412-5p
	0.003
	-.955**

	PFC-miR-433-3p
	0.024
	-.870*

	PFC-miR-449a-5p
	0.001
	.976**

	PFC-miR-485-3p
	0.017
	-.892*

	PFC-miR-493-5p
	0.040
	-.832*

	PFC-miR-497-5p
	0.005
	.941**

	PFC-miR-541-5p
	0.005
	-.941**

	PFC-miR-598-3p
	0.003
	-.958**

	PFC-miR-6319
	0.046
	-.820*

	PFC-miR-6331
	0.018
	-.890*

	PFC-miR-671
	0.016
	-.896*

	PFC-miR-674-3p
	0.007
	-.930**

	PFC-miR-708-5p
	0.036
	.841*

	PFC-miR-760-3p
	0.010
	-.915*

	PFC-miR-770-3p
	0.017
	-.892*

	PFC-miR-7a-1-3p
	0.031
	.852*

	PFC-miR-93-3p
	0.011
	.912*

	PFC-miR-93-5p
	0.033
	.848*



Expression of 88 miRNAs was correlated (fdr<0.05) with forced swim test escape time in male animals; n=6. abbreviations: PFC-prefrontal cortex. 


Supplementary Table 2. Validated gene targets of significant MS 
miRNAs
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Using miRWalk 2.0, we found 13 validated targets of miRNAs which 
were significantly altered in MS animals. 


[bookmark: _Ref47626330]Supplementary Table 3. Top 20 miRWalk predicted MS miRNA gene targets 
[image: ]

miRWalk 2.0 was used to predict targets for miRNAs significantly affected by MS. 1,848 miRNAs were predicted targets based on agreement between at least 6 prediction software in miRWalk. The top 20 significantly predicted (fdr<0.05) targets with the most targeting miRNAs are listed. 

Supplementary Table 4. Validated gene targets of significant 
sex-mediated MS miRNAs
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[bookmark: _Ref49195754]miRWalk identified 31 validated gene targets of miRNAs which
were significantly altered by MS and Sex.  


Supplementary Table 5. Top 20 miRWalk predicted MS x sex miRNA gene targets. 
[image: ]
1,988 gene targets of miRNAs significantly affected by the interaction between MS
and sex were predicted by at least 6 software within miRWalk 2.0.  The top 20 
significantly predicted (fdr<0.05) targets with the most targeting miRNAs are listed.
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Validated MS miRNA Gene Targets

Accession |ID miRNA Gene Target EntrezID
MIMATO0008517  miR-145-5p Bnip3 84480
MIMATO0008517  miR-145-5p Tsc2 24855
MIMATO0008517  miR-145-5p Camk2g 171140
MIMATO0008517  miR-145-5p Sod?2 24787
MIMATO0008517  miR-145-5p KIf5 84410
MIMATO000851  miR-145-5p Myocd 246297
MIMATO0000875 miR-200b-3p Zeb2 311071
MIMATO0000875 miR-200b-3p Zeb1 25705
MIMATO0000876 miR-203a-3p Vegfa 83785
MIMATO000877  miR-204-5p Taglin 25123
MIMATO000575 miR-335 Rasa’ 25676
MIMATO000814  miR-34c-5p Sipal 361710
MIMATO001547  miR-450a-5p Hnrnpk 117282
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Top 20 miRWalk Predicted MS miRNA Gene Targets

Targeting miRNAs Gene Target EntrezID
miR-142-5p, -34b-3p, -34c-3p, -487b-5p Neurod4 288821
miR-203a-3p, -34b-3p, -34c-3p, -483-3p Tmem178b 679651
miR-203a-3p, -34b-3p, -34c-3p, -483-3p Plexd3 310358
miR-130b-5p, -200b-3p, -34b-3p, -34c-3p Ankef1 296184
miR-200b-3p, -200b-5p, -203a-3p, -34c-5p, -466b-2-3p Ap1s2 302671
miR-200b-3p, -34b-3p, -34c-3p, -466b-2-3p Tmem41b 361626
miR-130b-5p, -200b-3p, -34b-3p, -34c-3p B3galt1 366064
miR-1306-3p. -34b-3p, -34c-3p, -487b-5p Sft2d3 364835
miR-200b-3p, -34b-3p, -34c-3p, -466b-2-3p Cdk17 314743
miR-130b-5p, -200b-3p, -483-3p, -487b-5p Rgl2 294283
miR-203a-3p, -34b-3p, -34c-3p, -466b-2-3p Si 497756
miR-130b-5p, -335, -34b-3p, -34c-3p Clp1 311166
miR-335, -34b-3p, -34c-3p, -34c-5p Foxh1 300054
miR-142-5p, -34b-3p, -34c-3p, -466b-2-3p Crispld1 376482
miR-130b-5p, -200b-3p, -203a-3p, -34c-5p Paics 140946
miR-200b-3p, -335, -34c-5p, 483-3p, 487b-5p Atp8b2 361984
miR-130b-5p, -200b-5p, -34b-3p, -34c-3p, -487b-5p Secisbp2 79049
miR-15b-3p, -34b-3p, 34c-3p, -34c-5p 1123a 155140
miR-34b-3p, -34c-3p, -466b-2-3p, -487b-5p Irx1 306659
miR-130b-5p, -196b-5p, -203a-3p, -466b-2-3p, -483-3p Abcg3ld 360997
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Validated MS x Sex miRNA Gene Targets

Targeting miRNAs Gene Target EntrezID
let-7-5p Kenj16 29719
miR-124-3p Bdnf 24225
miR-124-3p ltgb1 24511
miR-124-3p Lamc 117036
miR-124-3p Stat3 25125
miR-124-3p Vsnl1 24877
miR-124-3p, -190a-5p, -338-3p Neurod1 29458
miR-133b-3p Ctgf 64032
miR-133b-3p KIf15 85497
miR-133b-3p Slc2a4 25139
miR-16-5p Arl2 65142
miR-16-5p, -34a-5p Bcl2 24224
miR-190a-5p Ccl2 24770
miR-190a-5p Pappa 313262
miR-338-3p Cox4il 29445
miR-338-3p Mmp?9 81687
miR-338-3p Tpm1 24851
miR-338-3p, -34a-5p, -382-5p Tagln 25123
miR-34a-5p E213 291105
miR-34a-5p Grm7 81672
miR-34a-5p Mgst1 171341
miR-34a-5p Mycn 298894
miR-34a-5p Notch 25496
miR-34a-5p Sirt1 309757
miR-34a-5p Sp1 24790
miR-34a-5p, -382-5p Capn8 170808
miR-382-5p 44077 56003
miR-382-5p Acvrl 79558
miR-382-5p Vim 81818
miR-451-5p Celf2 29428
miR-497-5p Stx1a 116470
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Top 20 miRWalk Predicted MS x Sex miRNA Gene Targets

Targeting miRNAs Gene Target EntrezID
let-7¢c-1-3p, let-7c-1-3p, let-7f-5p, miR-16-5p, -410-5p,
" -493-55, 6319, —%79—5p " " Atpzaz 29693
miR-29b-2-5p, -3547, -410-5p, -497-5p, -6331 Apoab 140638
miR-133b-3p, -16-5p, -29b-2-5p, -493-5p, -497-5p Tbp 117526
miR-28-5p, -29b-2-5p, -370-3p, -434-5p, -493-5p Cxcl13 498335
miR-16-5p, -190a-5p, -493-5p, -497-5p, -6319 Ppap2a 64369
let-7f-1-3p, miR-133b-3p, -3547, -410-5p, -6331, -879-5p Cthrc1 282836
let-7f-1-3p, miR-133b-3p, -490-3p, -6331, -879-5p Nop16 306768
let-7¢c-1-3p, miR-194-3p, -3547, -425-3p, -497-5p Arel1 299197
let-7f-1-3p, miR-133b-3p, -21%9a-1-3p, -29b-2-5p, -3547 44089 113922
miR-133b-3p, -16-5p, -193-5p, -194-3p, -434-5p Speg 363256
miR-133b-3p, -219a-1-3p, -28-5p, -541-5p, -6331 Plat 25692
miR-133b-3p, -194-3p, -28-5p, -3547, -497-5p, -541-5p Dpysl4 25417
let-7¢c-1-3p, let-7f-5p, miR-133b-3p, -28-5p, -6319 Fam118a 3007120
miR-133b-3p, -194-3p, -370-3p, -410-5p, -490-3p Smared1 363002
let-7¢c-1-3p, miR-133b-3p, -190a-5p, -370-3p, -497-5p Celf4 307540
miR-16-5p, -493-5p, -497-5p, -541-5p, -6331 Arpp21 363153
miR-124-3p, -194-3p, -370-3p, -410-5p, -490-3p Mif4gd 360659
miR-124-3p, -133b-3p, -193-5p, -194-3p, -29b-2-5p Myrf 293736
miR-133b-3p, -28-5p, -3547, -6319, -879-5p Smxn1 296271
miR-133b-3p, -194-3p, -28-5p, -497-5p, -6331 Kxd1 498606











