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Part 1. Identification of gene expression sionatures of stress vulnerability in a nonclinical population

: 455 nonelinical adults classified into 3 groups in our previous study (Hori et al., 2014): 1
1 +61 individuals with somewhat unique personality profile but overall adaptive and high functioning (herein renamed to “resilient™ subjects) :
1

A

1 +82 individuals with maladaptive personality profile (“vulnerable™ subjects)
1 - 312 individuals with adaptive personality profile (“resistant” subjects)

Transcriptome analyses using 60 nonclinical adults:
Pie Resilient subjects (n=20) vs. Vulnerable subjects (n=20) vs. Resistant subjects (n=20)

Examination of key findings using a case-control dataset

Part 2. Investisation of whether main findings in Part 1 can be extrapolated to clinically depressed populations
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A"
bR Targeted investigation of the key findings using our pooled Validation of
A independent microarray case-control dataset: = = == | microarray data using
\ Depressed patients (n=54) vs. Remitted patients (n=14) vs. Healthy controls (n=54) Validation gPCR in 65 subjects
A
A
\ Replication in an independent case-control dataset
A
\
‘ 0 . . .
A Replication by gPCR using an independent case-control dataset:

Depressed patients (n=106; major depressive disorder (MDD): 59 & bipolar depression (BD): 47) vs. Healthy controls (HC) (n=60)

*Disease specificity was also examined using this dataset (59 MDD, 47 BD & 60 HC) and a sample of schizophrenia patients (n=43)
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Pathway 7
il [y BET p Input genes appearing in the pathway database

Resilient vs. Vulnerable groups

KEGG hsa05100: Bacterial invasion of epithelial cells 0.016 MAD212, SHC3, PIK3R3, ELIMO2, SEPTS

KEGG  hsa04360: Axon guidance 0.022 PAKE, ABLIM2, PLXNB2, ROBO2, LICAM, EPHB3

KEGG hsa04014: Ras signaling pathway 0.023 PAKS6, PDGFB, PLCG1, ANGPT1, SYNGAP1, SHC3, PIK3R3, PLA2G2F
KEGG  hsa04510: Focal adhesion 0.045 PAK®, PDGFB, TNN, COL1AI, SHC3, PIK3R3, FLNA

KEGG hsa05214: Glioma 0.048 PDGFB, PLCG1, SHC3, PIK3R3

Resilient vs. Resistant groups
KEGG hsa00760: Nicotinate and nicotinamide metabolism 0.012 NT5C3B, ENPP3, AOX1

Reactome R-HSA-1296072: Voltage gated Potassium channels 0.023 KCNAG, KCNV2, KCNG2

ETNPPL, ACSM2B, ACSM3, A4GALT, NT3C3B, CYP2C18, SPTLC3,

KEGG  hsa01100: Metabolic pathways 0.048 ENPP3, AOX1, DGKI, AK7, HPD, PLAZG2F

Vulnerable vs. Resistant groups

Reactome R-HSA-156902: Peptide chain elongation® 1.30E-06 RPL17, RPL21, RPL34, RPL36A, RPL36AL, RPL33, RPS15A, RPS27
KEGG hsa03010: Ribosome 4.20E-05 RPL17, RPL21, RPL34, RPL36A, RPL36AL, RPL39, RPS15A, RPS27
KEGG  hsa04664: Fc epsilon RI signaling pathway 0.012 L4, MS4A2, PLA2GAC, PIK3R3

I RAY = AITIE, T T LT R DB AT ) A AW TIT o7, AT — 2 =RV
RO/ SR = A DPIEHRNE SAVZT D, I bpEO/NS 72/ SAY = A DHAFR L, MUIARY 2 FbERS LT,

EEA
v -
oo g e
i speno
e o o ® ;s (<)
o [ - i
T s ® ez =N & 3 &
P—9 _ Cieniss  KAOES a8 LD . 3
» o) & | Lo ) g i
L= o a = f@
_pnca @fﬁas " @le/m ® = P
< . _ Mz -
= u S e _puascec
s [ Lo wxim 7 )
- - b, w i
- = o o &
A fiagy EneEs
= ~ @

e~ @

iRy

®

sz
coremns @
\_Jé

WAP

o~ O

wazaon
o iy
=

e
E g rannr
S
P a
_ copet
S0 ar"
e _.9_..

7 =) &) ‘\;ﬁp.m, o
o

™ I
| ez
@ _ cachanz

2. Vulnerable # & Resistant FEO] CORBIEERE L2 & 5 & 37 G A/ERf#T
Vulnerable #f & Resistant #£O [ TORBEEER T % V>, Search Tool for the Retrieval of
Interacting, Genes/Proteins (STRING) (ZX& DRk L7=# L7 B FEESEHR > U —7,



E Resilient group (n=20)
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RPL17 RPL21T RPL34 RPL36A RPL36AL RPL39 RPS15A RPS27
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O Healthy (n=60)
®mMDD (n=59)
B Bipolar (n=47)

T3 m Schizophrenia (n=43)

Relative expression fold change (247 )
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