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[Abstract] Depression is a mental illness closely associated with stress, characterized by high prevalence and disability rates. Many

studies have indicated that dysregulation of the hypothalamic-pituitary-adrenal (HPA) axis is closely related to the pathogenesis of

depression. In recent years, researchers have developed various drugs targeting different components of the HPA axis, including

glucocorticoid receptor antagonists, corticotropin-releasing hormone receptor 1 antagonists, and FK506-binding protein 51 inhibitors. This

review summarizes the research progress on antidepressants that can target the HPA axis, aiming to provide insights and references for

further development of antidepressant drugs.
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Figure 1 Schematic diagram of the hypothalamic-

pituitary-adrenal axis
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Figure 2 Molecular structures of steroidal glucocorticoid receptor antagonists mifepristone and RU43044

PAERAR (428 GRAGPUAMBIS T W5 v,
W bl AL, MIhIrR T2 BA
1 GR R RS IUIEER LAY (UL 3) o T
KA FR ) 25 Mk, Hunt BIBATF & T B B2 4k
A% ADS-106425, H5 GR W44 Nk, HEA
BT B % 1 Y, Masahiro Eda [ BA I8 (1 DU 4
k2 37 2R ) QCA-10937 X GR ELAT 1 e 51
SEFEPUIEYE, HAE FST SZ86 p al i 08 /N R 3l

CH;

ADS-106425
Ki(GR)=0.8 nmol -L"

QCA-1093
Ki(GR)=15 nmol - L'

A, HArah TG RFT 52 BB . Angus R. Brown
WA & T — 250k a8 ), Hpfb &4 21 XF GR
A G PR S B T S AR BN, HAk
B RE, R T AR OCRIVERN, Bk
T RATAT R B B . FIRAFsT it R, R 1Ak
GR FEHURIAEPAFF R GR EFPEM RN, R H R AT
(2% ) Ty 2Rt e e, BT Im AR 2459 9 F &
TFRE T 771

B F

Nes F
— CH
H;C—N, P //O H 3

CHj3 //S\
d
0 AN
=N « |

HiCO” N

&9 21
PECs/(GR)=7.9

B 3 JEHRSEMEE R NETAERT ADS-106425, QCA-1093 Fi{L &4 21 M4 F4#
Figure 3 Molecular structures of nonsteroidal glucocorticoid receptor antagonists ADS-106425, QCA-1093

and compound 21

PPS

et Aooose11 ok

11



HFd Aol Hmaok Him

32 RELMRERBRBHBRZE 1 HRH

CRF A3k 38005 5 HPA o) g 2 R AE 1 % 1)
KK, J& MDD M EZFHHEZ — I RT3
B, ANEPEEST CRH AT A/ INRIDAREEA T 65,
Il CRH1 32 {45 B0 77 58 A R B BT b A7 M ) i, A
CRF RGN NP2y Pl s 0 T B s
CRHI1 SZ{K4E N CRF () FEEAE RS, e R
RGh T zaMm, S5SNI .. st
W, @ik CRH1 24 [ 323k ] I 2 S AR
FEAT R, 2P B0AE T % 2Z R 4E MDD 5 B
(RO B,

AT CRHI 2 (R 45 5157 B9 B & LA/ oy A6 &
Yk (WK 4) . CRHI ZAKEE PRI A2 145
PRI FEEME IS | LRSS | MEREDS | W RE F i
X I RMATF R P mEm RS
) SSR125543% 2 [ Neurocrine Biosciences 7% )
W& B —3 CRH1 SZARFESTH], HAEPIARAE A OC A
T /10 3991l PSR v o B 8 5 A AR R, 23 )
M1k T % 2578 MDD U 1 % . W g - ik g 2%
R4 NBI30775%7 F1 verucerfont., ' 1E 1
% NBI30775 V& 47 F) MDD H % v WL 8¢ 2 3053 IR 1
PIAR & R VF43 10 B, H R Rt I, %2y

F

JEIT MDD 14 1T B RAF 97 9% 2¢ 11 P Verucerfont
FEREE PR TR AR A T R B X HPA il S 451
% RN BT R SE L P, (AR T3 AR 6 v A
B EN HAT WEBUMAR YRk, B kI &
NBI-34041 & 7F NBI-30775 L4l | #E47 45 /4 04k BT
BEILA Y, AL NBI-30775 A B 4038 f kB0
{BFEIG RIS T, NBI-34041 % 324 % 76 45 BL/R ¢
2 o7 5 H 1 00 I T S G VE T, R BE
P T AP AR SR BV, ke F LAY CP-
316311 7E7G97 MDD 19 I #i1lfs RAF 5% & B8 k25 24
SEAMARAE AR B2 kI Rk 1k 59 E2508
Xt CRH1 Z R LB & 2 M) (Ki=11 nmol-L)
Fm e ert, RREE UKL, %Ik E&Y
H Al E #E A MDD 3897 1 T 311 BRIEHr B B B
H BT K 2 800N 7 CRHT 52 AR50 577 76 I R 5 BF
R B A A R, B I R 56 b ok B &
BT, AAHBERMEN, XrfE5 CRHI
ZARBR TS HPA Bhoh, 8T 12 2 S5HUAH A A4 71
JE S R B R 5 B A, CRHIL SZARAF7E )
AN 25 S5 45 5 AR E R Y H T e A7 i R
(S > € A i =P s e @ =1 il B ) 7 Sy N B
IR 22—

- - §/CH3
= o~ New—
N// me~TN He—( Y\NH
%S J N7 N —CH; N0~ NN
N/ —CHs \ CH, - N cny
a =N He” NS
HsC 7\
HsC
=
HyC N—CH;
OMe H;C OCH;
SSR125543 NBI30775 verucerfont
HsC N
NN CH,
| o~ N H;C NN
HC™ N cl J\ |
H;C o F o
CH;
cl
NBI-34041 CP-316311 E2508

B 4 RRERE LREBEMZERRME 1 IEERANNS F&A

Figure 4 Molecular structures of representative corticotropin-releasing hormone 1 receptor antagonists
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