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Background
Major Depressive Disorder (MDD) is a severe condition whose onset is often explained with a combination of genetic susceptibility and the experience of invalidating stressful
events. Specifically, individuals can be differently affected by environmental stressors, with fewer subjects developing MDD (Vulnerable) and the majority correctly coping with

stress (Resilient). Understanding the core mechanisms underlying these differential stress responses can be essential for the identification of novel pharmacological targets and
the development of more effective drugs. Accordingly, in this study we took advantage of label-free proteomics to unbiasedly characterize at molecular level vulnerability and

Results

uesilience to stress-induced anhedonia.
Methods 80-
: o
Sucrose Consumption Test (1 day/week) S 60
> <] ®
5
days 1 21 42 43 E
| ' S 40+
|
CHRONIC MILD STRESS | ---------- ] L
: 20 -
Adult male Wistar rats (5 s A
< =y~ O_ ] i 7 7
weeks old) were exposed - lo s 8 8 e s 88582 Pooopopoooop becoossesse
8§ 8 8 ¢ 5 8 85 8%/ s s 55555555/ 582222582827
. o 8 3 £ £ ¢ YL £ YL S g5 55555553535 7288888 8¢£2 8 3 8/
to 6 weeks of Chronic /2§83 g 58Sy ag S iscscsecse 85585855 FFEZE
@ & & @ 53 2 &8 & o § £ ¢ & £ £ 98 3 8 % = I [E § O C s b = = o |
Mild Stress (CMS), during 8285255 53 S 55 B3 83 5g 753
1 1 — c = 5 = Of [ o = | = e = £ C =
which  the  anhedonic n $2882° § 5 go  ° 2 /83 g F £/
T o @ = 3 o LU / E £ E
L 4 = s&Fss 84 g
phenotype was assesse Molecul (© € 538 = e S O g E
= = c/f
kly ~through th nalyses =
weekly throug the 20— I Analyses © 5 @ 8 3
[ ] ° >
sucrose consumption = ' bo
- = ! RS,
test (SCT). After the first S 15- — o p—t
= et
3 weeks of CMS, SCT £ g 80 - - MF
o o o n ]
allowed to divide animals < O
: © - ©
into  vulnerable and 5 Q S 60 -
resilient subgroups based 5%) é
o . L
on their sucrose intake. 0 S 40 -
|
L
After 24 hours from the
last day of CMS, half of 20 -
the animals was
: © oms
euthanized and Ventral N W cvs-vul 00—+ - .- AR 7 \ N
collected berememe = — CMS-Res 8§38 88835388 585575555555 588888¢E8¢53 5
/& @ 9 = = o &8 v 8 — o/ [ & ¢ L c o 0o o 0 @ x|/ [ @9 X g 6 5 6 & g 2
€ 5 3 28 2395 8 a8 5 8 & g L > 8 58 s 28 8 g [EF©° 5 v 8 < = £
(S 5 ¢ & 2 © o 5 & S g F 0 Q2 9 8 & g /8 8 S ; 8/
5 2 5 S 5 & 3 £ & 5 |° 3 g £
- s 2 £ 5 35 & s 2 © 9 & & &
o 3 S S & & o &5 & 3 5 8 L 8
8 h °©s 25 88 ) <
T 5 =
3 / a =
D
O
CMS-Resilient

CMS-Vulnerable

CMS-Vulnerable CMS-Resilient

Hippocampus
for subsequent analyses.
**P<0,01*** P<0,001. Two-Way ANOVA with repeated measures. Tukey post-hoc test
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Adapted from Hui et al., 2021 Bio. Psych. Created with BioRender.

Conclusions

subjects, potentially underlying the observed behavioral outcome.

Among the proteins characterized by a different expression profile, we identified mediators of cell clearance, whose aim is to maintain proteostasis through a series of

checkpoints (Protein Quality Control pathways). Altered protein homeostasis is known to be associated with several neuropsychiatric disorders and other stress-related
conditions. Although preliminary and soon-to-be validated, these data might reflect a compromission of one or more protein quality control checkpoints in CMS-Vulnerable
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