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102k B), A bPL 22X DIROFRIER KD F2
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Z b L ZR S DOWICEEE U TA U 240 s
IZI3FEADEDORMEINTNED, HTEZ ML
2B CEHBE R RE A S Ry 27 4 ThH B HIK
TP - T - BB (HPA) 2k K OGRIERIERD
BEPEERIEEZONTHS Y, LaL, I
DIFIZ I T B HPA R RIERDH RN IEA—F
FAEL, WA - REEDREIHIZIZ R > Tk, 20
Mie LT, 2 OmWEEMELEIIEETHI I L
%, cortisol % interleukin-6 7 £ @ HPA % - %y
FIERDFEE S FICIEIMH ) T8 fHET5 2 &,

512, HPAR - IBRIERDIENIZEZ DY
2T b G AR A ENRE L6 NS,
FEHLIE, DODORICEBTBEZ ML 2OKEEHS
MITHZEAEHKNE LT, HPA R & RIAER % 12
& U 7=keat, ¥ K UORHMIM RNA 2 w7 — &
WD b5 220) T b= LAY, Db
AR ARER R S — ) T4 R, BEH Y X
LIZER L2t 217572, LT T2 EE i
BEHTL, 2 OWDWENZDONTELEL 7200,
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I OWRIZEMELFIET D L V0D B ALBIASRYT
ANSNTED, FAcOHNH S OB EENE
ENTWS, FlZITKREREMEEZIZE S DRERE
B - #iit~=2 7 )L% 5k (Diagnostic and
Statistical Manual of Mental Disorders, 5th Edition :
DSM-5) ] T, [#115 DRRFHE] ORGP EIZHER
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Ozl rEEh s, TOHRTE ATV
) =105 O & IR S DIRNIE, TR RSO
s ] [N vs K] Z& &, FER DR HEA R
RS TH S Z 6, AL ZICBEMEL -
VRO RIE ARG E i Th b, HPASRIC
DNTIE, X5 3 =S5 DX cortisol EfiEi R
glucocorticoid receptor (GR) DE&EZMK T % %
012U, JEERL S DO T cortisol A3 1EH ~{K
ETHD GRDOEZMEIZTET 5 Z L@ ST
WwWptYo RS Y, HOoREEHEERNRIC, Ak
BEHGC K 0 -l U 72D E L SR B R ER D
— D T&» % dexamethasone/CRH 7 Z I % Fwv Tl
5E U 7= HPA REIRED B 2 Feat L, [RIRRDORER %
14720 Thbb, WRtED S—V F ) 7 4 FErE
WIRFRILEED 2 b L 2T & B F D AT e
HH T3 cortisol DIEHIH] (= cortisol Eifif) % 2
FTHDIKFL, Wt MK R0 Bl DO 70 %+ %
< HW 3 3 T3 cortisol D FHIH] (= cortisol
KfE) #2352 &nRVEIhE"Y, Zheo
FEFU, D ORORBIANZA S NS BT 2 b L
Z BN B U 72 A ) s BAEPE SIS LT B
ZLERTEDOTH, HPA RO A 5 W5 i

TR AHEHTH 5 aJREM: A" LT\ 3, cortisol
BEIZDZ > GRENZ S & h 5 il oHE %
FHLS D720, Zhndin &d o s did
FHIZ BT 5 AR R AR AR AE R O S K O — 5
LS5 TOWBH RS H 5, )7, cortisol AMEAE
TdH DL, BEGERRERE L E0 ko
FINFE—ZFETSHTETZ ML ZISH L CEYNI
IWETHIENTET, ZOME, 5205 2K
REANEBIE S 5 DH 8 LI,
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DERHEIC K > TR Eh B3 BAD T e 7 4 — )L
PNEETH UYL (B1- E)., —F4, &
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KD REZ VB A H BT EEA & e 25 kX TR ALAE
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DOERGILBIZTREO T T 74 NIZ2AF v T
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2 b L AWEFIE & S OO A a5 2 & A
RATZ,

F IR 455 4 A /RIS, BEACTRME L 72
LW 8=V ) 7 4 RIS L CEfET B
T4 =M AEEHL, AL AE§EEO R L 35 3
ONTaT 4 = ERE L, BRI, 2L
2 DB A 21312 < W resistant B, 2 N L 2
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20 %3 OAEN60 4%, i - MER A 3 BER TR A
T U, AKAYIM RNA Bk E2~ A4 7 a7 L A @
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IR AT 52 kD, HEO) ARy —238
B2 Z b L ZWasg i B U CRE e BB LA 4
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TEHETFHA v Tv A rar AT — 2@ LOuW
G E# PCR &2 17> 7245K, 5 DWEE R, @%
FHODZ b U ZMasatEC B U 22 R B RS & RO
ANt EMNMEREI N, T2, S ORI EML
72283 D RPL17 & RPL34 OFBIL ~)LiE, 5
O &G O RO TH - 72

PLEDO#SRIE, HED ) RV — 28T A L
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B LT3, &, A2 iR E T 5 v
200 T b= AR AEERL 72H, O OREHEDIE
Mk & FV T RNA-seq & 17 - 72 BT RIC 5\ T
&, IR SRS IR R E T o
VARV = LBIZFRBVTEZ RS2 &, BLURH
ZEREAIT) A Y — L BIE R TR SN 552
T AIERLTVWBZERREIA TS Y, X
5z, tH2MEdEZ bL 212k B3 DRET LYY
ZOMKTFEBIZHBNT, T ¥ ba—LvY ZD[HEE
fICHE L, RPL34 %# G2 KDY KV — L#1x
TORBGESRE XN TWSE Y, ZhsDHIRD
5, A ML ZBEHHER D DRICBIE L) K Y — A4

BIRTRBUTE N - RiFHGE TR 5N D LD
AIREVENFZ L 5N 5.
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) DIRO KRN B 2 EBE LD —DI1Z, &
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T2 EL, RS 2 — b I LRSS, %
HT 4 7aMERELD XLSELET 2 (=il 47
A), BBNIEZ I Vo ERICK D ERE AT S
(=HENA T R), LVWIRODOZ LEFT., 9D
WIOREHRERIZ X > THH T 4 THRBANA T A0
B, BT sEoicasrEEs B Tun
37, FEL Y, LM 128 HENRIZ, Fou b
Tu—-TJ7HEE XiIhb v o -4 —ifEE
WTHE/ YA, 7 2 % #ll%E L, Childhood Trauma
Questionnaire Ta¥illi L 72 %> HA 0L & (R B & D BY
ARG U7z, 2 DR, DN ERMAE % 21
L, A HT 4 TRERIIIL, b EXIITFE
EMEICIANT, b b L XIIEFEAREISRS
T2k k, AT 4 TEERNOEREOM
FHBALRE T BN 5L 55 [HEEN 7 A%
Y] 2RF5ZenRvEchE (B2 5),
ZDWRENA 7 AEEVEC B 5 A 2E i BRI
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OB AR L 72, & 512, iR AP A+ (brain
-derived neurotrophic factor : BDNF) % 2 — F ¢
% BDNF #{z¥ Val66Met £ 1D Met allele % % <
A2 BIEEERNA T 2L PRENZE (B
2., F£72, Met allele %43 % & 10 1%
MERF 2 R 5 2 & THBNA 7 AZEER X 5
CkELBBZE (B2 4H) »rEhk’ Zh
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l ABSTRACT

Role of stress in the development of depression

Hori Hiroaki

Department of Behavioral Medicine, National Institute of Mental Health, National Center of Neurology and Psychiatry

In today’s stressful society, many people suffer from excessive stress, leading to subclinical and clinical depression. A
variety of biological abnormalities associated with stress and depression have been reported, and among them,
abnormalities in the hypothalamic-pituitary-adrenal (HPA) axis and immune/inflammatory system, both of which are
centrally involved in the stress response, are thought to hold the key. However, findings on the HPA axis and inflammatory
system in depression are somewhat inconsistent, and its etiology and pathophysiology have not been elucidated.

To clarify the involvement of stress in depression, we have conducted studies targeting the HPA axis and inflammatory
system, and also performed data-driven transcriptome analyses using peripheral blood RNA. In doing this, we focused on
adverse childhood experiences, personality characteristics, and circadian rhythms. The results suggested that psychological
and physical stress vulnerabilities caused by severe stress that begins early in life, and by long-term or repetitive stress,
can represent one important route leading to the development of depression.

(Japanese Journal of Biological Psychiatry 33 (4) : 148-154, 2022)




