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I %! mGluRs 1 5 PR3 05 H 09 11 L Be 25 Wi i 2k i

(TEHHRF SRFRAGH LA ELELEHGHLEL BHAOEN T o, dx

WE AR E GRS RIS 5%

AN
210009)

Pl 2238 0 A 138, LA B T R4S R A AR A A AR R 2 1K

e ALY E R Z AR (mGluRs ) AR5 220 % AT PE AN S filh nT 808, O HogorJy T2 DRI AY . T % mGluRs (mGluR1
I mGLuRS ) TEA B ARl 2B AT PEROR H I E IS 28 30 1 T 2 WFE, HEAE PRI 07 Hh 473 188 1) T 8 (0 0 4P R B2
SR TRZWIFEE R EYIRIE . ZIWFFEIESS, 1 B mGluRs REW 25 05 SR Hh B JAE B 2 MO IR T2 i 22 1 2% 31
AL M iz Sh O REREA A o PRI, T ) mGluRs A7 SR ISCAIR YT 2 ME R0 O BT TE A R a5 . BEXT T 2 mGluRs 7E AR Fh 28 R 458
(950415 I fE , B A SRR AT T BV FEA TR, R 1) T 78 mGluRs B2 0F K06 77

KA  mGluRS; mGluRL; SARFITR TR 5 ALK 555 S5

hESES R741
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X1 B 45 & R 32 {4 ( metabotropic glutamate re-
ceptors, mGluRs) J& T C 2% G B [ EL 32K (class C
G-protein coupled receptors, GPCRs) , R #EZEILIR T
G — BME | Ga HE L BK {5 5 24 B 27 e 1
mGluRs A] #4043 4 3 35 | Y mGluRs (mGluR1 FI
mGluR5) | I # mGluRs ( mGluR2 1 mGluR3) #1 1l
71 mGluRs (mGluR4 ,mGluR6 .mGluR7 F1 mGIluR8)
S T mGluRs 3 % e 26 5 B, 9 54
ZAFMH Gag/11 HE EB IR BN T U5 5@ B, 58 L
Xt 28 0 24 A P A T SRR P R

B4R, 1 8 mGluRs ZFARZ K0, I HE
AL RS T 2 AR AE 22 Fh ik o 28 B
PEM. BRI Z A, A R mER T 1 Al
mGluRs 55 2V 05 Z [R] HE 2, (H A SCHR B2
ZRMFE R k&, P, 1% OCR B 45 T 2 mGluRs
A 475 04 i 45 475 ( traumatic brain injury, TBI) | Gt Ifil
P 25 5 (ischemic stroke ) A1 i H MM ( intracerebral
hemorrhage ) B FP A1 FH A BT BIF S8 R, IR HE
n] 1 %1 mGluRs {2597 &0 1 o

1 mGluR1 #1 mGluR5 &5 9%
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I 7 mGluRs DL = RARIE AR, T 5 G
ARS8 45 40 1Y 2% 0005 3l . mGluRs 7Y 454
AR —A 1 5T 5 OIS 5 A BC AR 45 5 38 (ligand -
binding domain, LBD) \— g N C %545 #4185, ( C-ter-
minal domain,CTD) .—PEA 7 WRHELE 4 1) 15 K 25
¥18% ( transmembrane domain, TMD) , DA F, — 4~ 3% 3
LBD F1 TMD (1) 5 7 2 bt 24 B8 19 45 #4) 3l ( cysteine-
rich domain, CRD) 2H Ji} .

[ A mGluRs 7E X ph &8 RGerh )iz 404, He
i mGluR1 FifE 5% CA3 X /Mg WRER I Er i 2 4
ik, 1l mGluRS FEAEIRE L CAL Al CA3 X JZJZ |
SUIR AR AR ER R B IAD L BR TS MR 8L, A S
R RAE TR mGluRs G 37 T 5 i i 5 /)N
Ao AN, /IR R & & B i A O Jie I 40
2 3RGE mGluRS  BAE#E A AR ]G kK
SEALTE NS

2 12 mGluRs FAEEIEER N SHE S B

4 1 8 mCGluRs S/ AREE SR 2FEFIFL T
T fs o 18 3% A BOE JF R 2 R AR B R, T Y
mGluRs 1@ 1 Gaq/11 G M5 EF C ( phospholipase
C,PLC) , U Ja i) PLC 2xfiEfk 4, S-—BEIRwEASIHE
JILEE ( phosphatidylinositol4 , 5-bisphosphate , PIP2 ) 7K
A 1, 4, 5-= @R JLEE (inositol -1, 4, 5-
triphosphate , 1P3 ) I H i —.fi5 (1, 2-diacylglycerol,
DAG) , IP3 595 ™ ( endoplasmic reticulum,ER) |
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At TIP3 %44 (1P3 recepter,IP3R) 454, filt & 40 0 PN i
T Ca®" (1 3l BY FUBE I, Ca®* 4k 21 1055 8 2 1
(calmodulin, CaM ) , 4 Ifif 3% F 7 Ca®* /4% 0 & (1
A 4 B I ( calcium /calmodulin-dependent pro-
tein kinase Il ,CaMK Il ), #4015 A9 CaMK I v DL iR
e L Fh o fil 2 LI Al BRAh, B Ca®”
{558 LLPIp A DAG #0395 & H 3 F C ( protein ki-
nase C,PKC) , T 5 B A6 T JiF 8 45 1 DA R 5 5
Tl

B T 5 Gaq/11 fBIEAN, 28 fill 5 B Ay 1 &
mGluRs I8 AT DL i 398 8 A5 HAB T i 8800
I %) mGluRs i i3 Homer-Shank-GKAP-PSD95 & &
YB3 3 N-H1J-D-R A 2 1R & 14 ( N-methyl-
D-aspartic acid receptor, NMDAR) , }:J75 Ca’ " B4
W BeAh, TR mGluRs i AT LA 3 Homer [
HAEOE ER 1Y IP3R A1 HMIAME 5 98 15 B (ex-
tracellular signal-regulated kinases, ERK1/2) , {ij & 7]
DA ER PG Ca®* BRI, T i & 45 T4 5 i 31 40
Mufg #2357 . 1 % mGluRs & 7] LA 8 33 Homer-
Shank {H 8¢ 21| W HS Mk ULEE 3 -3 i ( phosphoinositide-3

kinase, PI3K) , PI3K N2 i 4 % H % B ( protein
kinase B, AKT) /L 3l i i % R L & H (mam-
malian target of rapamycinm, mTOR) {5538 %, ttil
S8 L A D T LR 2 M A A7 3 AR A A
Britz 4h, T % mGluRs i 0] DL i3 4 Pyk2 A
Fyn Ji5 NMDAR B (L, 463 NMDAR 4 5 T
WIRIRES (1) o

FATHFGE 45 1 T 7 mGluRs 7655 B4 1F T 5%
We] 5 /N AR A R AR B R o T mGluRT Al
mGluRS 73 AT AR, 8 FEAS R 201t B K 44
FEIOVE . BN 7E R IE R AN [, Xu et al™ &
L mGluRS w] LA 1 B 0ot 40 i % y-24 2k T 1R
(~y-aminobutyric acid, GABA) J$ZHL, mGluR5 £/
T AR K KD (H mGluR1 #1532 5% T/IMil B
J5 90— s 0 25 T 5 20, 965 5 T T 0
B O S B

3 I 2 mGluRs £ 2 M R5 {5 EI(ER R AL

LRG3 7E A BRIE I N A 3 = Ao R AR L
AR B AR TBL e i R A 2 rb RO H 1S o K AT

E1 IZ mGlhRs{ESERTEE
Fig. 1 Schematic diagram of Type I mGluRs signal pathway
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FEUESEAE 2, 1 5 mGluRs 439 J7 50
TH R AR A5 7 400 ) 20 e 9] 1 807 2 fl ) 98 P AR
HER I DN REBE AT S A B A (L 1) o
3.1 TBI TBI 2&—Fd & th oI5 R R LUK 2 Rk
FEAELAFHERPR , B B E B T AN RE TS
ZA A4, HETERXT TBL BT i 80 i A 454
MR LA IR T AR IR RO N LR 28— AT 55, (HZ
Ja AR AP O T B AR A AR IR A ARG Y
BT RS

Yang et al'""' $ 38 # % mGluRS A i 2 A%/
S TBT H 0 J5 565 1 K19 LG 5 e 3 3 4 , -0 20 v
PEARL T BT ik 52 Jo IR A . AR, B 2 I BIF ST A
MW 3 mGluRS 7E TBI rp & 3t pf 22 fR 47 4
JHo BN, Loane et al''*' {ii Fll 6 P& 1 ¥4 8 ) 2-58-5
¥  5H & 8 [ ( RS )-2-chloro-5-hydroxyphenylg-
lycine, CHPG |3l mGluR5 J5 7] LAY/ /NS, TBI J5
OEELE N AT E S eI Bl | R S I NI M e s 3
7, CHPG AT LAY/ B TBT 45 455 5 1) i 7K Jifr A4 2R
AV /I J5 24 P A1 4 4 RS I e AT 400 2 0 PR 1

IL-1B IL-6 Fl TNF-o 7K', Bhat et al'™*' il
SE sl mGluRS W] L) i Akt/GSK-3B8/CREB {5 5
R FE A A2 58 /0N I 5T 20 B () 805 o 3 — J7 AT, Ren
et al'*! % B/NEL TBL 45147 5 i 5 P 2 40 1
mGluRS F3k T4, 7R R mGluRS 535 1 #it5 5
557 K I i 5t @ 3% P, i CHPG A LLGE & PLC/
PKCu/c-Jun {553 AL #E B % i He R 1 20-1 13k
ko BLAh, Bsh BIE I B 48 il i mGluRS A LLjdE
it ERK/CREB/Rabl1 {55 {42 & v 25T IR ¥
izk 3 (GABA transporter 3, GAT3) i35, M
R IE B2 GABA 48O 035 /N B TBI 43
Vg AR RE R

5 mGluR5 #H 1, B4 mGluR1 £ TBI B 4/ERI
WD, HBUA A58 R E A A ] mGluR1
& TBI RBP4, e mGluR1
kR -5 3881, 5- %8 (1-ami- noindane-1, 5-
dicarboxylic acid , AIDA) 7] DAysi /D 40 M 3 475 )5 FL IR
i S (lactate dehydrogenase, LDH) B8 B A1 1=
AR AR e, ] I 2 020 K B TBLS 1) 43 473 14 AR

&1 12 mGluRs ZERMMHHHAIER RIS

Tab. 1 The role and mechanism of type I mGluRs in acute brain injury

Receptor Role Mechanism Disease Disease
mGluRS Knockout of mGluRS improves neurological dys- ~ Decreases blood-brain barrier permeability post-TBI, TBI [11]
function in mice. reducing neutrophil infiltration.
CHPG activation of mGluR5 reduces brain ede-  Reduces microglia-related inflammatory response and TBI [13]
ma in rats. decreases cylokine levels.
VUO0360172 activation of mGluRS reduces neu-  Modulates microglial phenotype switch wvia Akt/ TBI [14]
roinflammation. GSK-33/CREB signaling pathway.
CHPG activation of mGluRS maintains blood- ~ Promotes expression of tight junction protein ZO-1 TBI [15]
brain barrier integrity. via PLC/PKCp/c-Jun signaling pathway.
VUO0360172 activation of mGluR5 improves cog- ~ Enhances GAT3 expression via ERK/CREB/Rabl1 TBI [9]
nitive dysfunction post-injury in mice. signaling, promoting astrocytic GABA uptake.
MTEP inhibition of mGluRS improves sensori-  Promotes recovery of neural network connectivity Ischemic [18]
motor dysfunction post-injury in mice. post-injury. Stroke
VU0092273 activation of mGluR5 reduces neu- Reverses ischemic injury-induced downregulation of Ischemic [20]
ronal damage. AMPAR subunit GluA2, reducing Ca®>* influx. Stroke
CHPG activation of mGluRS improves neurologi- o o Cerebral [24]
cal deficits in mice. Promotes neurogenesis in the injured area. Hemorthage
VU0360172 activation of mGluR5 reduces neu- Reduces microglia-related inflammation and decrea- Cerebral [25]
ronal apoptosis and tissue edema. ses cytokine levels. Hemorrhage
mGluR1 LY367385 inhibition of mGluR1 reduces post-  Decreases tyrosine phosphorylation of NMDAR sub- Ischemic [21]
injury infarct volume. unit NR2A. Stroke
Interfering peptides disrupting the mGluRI1- . . Ischemic [23]
NMDAR interaction reduce infarct volume and Reduces CX(’,llOl.Oxl(Jlly on neurons and  reverses Stroke
. . L . NMDAR regulation of ERK1/2.
improve neurological dysfunction in mice.
INJ16259685 inhibition of mGluR1 improves  Reduces intracellular Ca®* release via IP3-Ca®* Cerebral [26]
neurological deficits in mice. signaling pathway and decreases apoptosis. Hemorrhage
Restoration of mGluR1-PI3K interaction im-  Increases p-PI3K and p-AKT expression, further re- Cerebral [27]
proves neurological deficits in mice. ducing apoptosis. Hemorrhage
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iz Sh T e RS

2 b, 1 8 mGluRs TERZETTAAE /MBS 40 i
e R FTUPHG MM Pl 5 7 A GABA SR IR 1
R TR RS S # T % mGluRs
TEATRIWFFE AR 2 B0 X TBL A G S7 RCR , I IR
it FE— 20 1 S 56 ) B 2% 2 2 IR TE TBI vh i) 52 2% A
Mo
3.2 sRIMMMES R FE T REULE
PRI SR = R BRI 7EAS [F) 28 B A A% v B e o 1
Arp R R A B, AR AR T0% ~80% o Il IR
by S B SR OB ARG 1) T TR Tl 1 XoF R I A 2
ARk AR IR T AL 55 . BARA Z R
R ML FIGE ML/ MR AR 4 259, ELIG S 7 ke M PR 2 R
AR5 I B RS R O 25 607 AT R AT R

R IS8 R B, mGluRS 7 28 44 1 7 5]
(negative allosteric modulators , NAMs) 3-[ (2-F %:-
1, 3-WEme B4-5L) £ B3t ] nik weE £h MR #h 13- (2-
methyl-1, 3-thiazol-4-yl) ethynyl ] pyridine hydrochlo-
ride , MTEP | ] DAfie #5646 7 5 5 1 /) B fil 5k 1,
( photothrombotic model , PT) #5475 i B #4122 [0 28 3% 22
R, Ikt N RS A2 S D REREAS ™ L Li et
al " YE S [R] I 45 T PT /N B mGluRS 4114 3] MPEP
A mGluR1 #PHI7] LY367385 Bl /b 1 4 13 5 16 Jo i
JEMITE L, T Cavallo et al™ |47 iE mGluR5 1EAF
¥ P8 75 57 ( positive allosteric modulator, PAM )
VU0092273 1J DLis e iR 453 105 Je o-2d k-3 -2 k-5 -
FA 34 -5 I8 TR 12 37 4K ( a-amino-3-hydroxy-5 -meth-
yl-4-isoxazole propionic acid receptor, AMPAR) i &
GluA2 3K IR, IR > Ca®* Py i I 7= A 4 42
PRI ER

Murotomi et al®’ % 1 mGluRl #J ] %

LY367385 1] DLy /> NMDAR W/ 3£ NR2A 1% 24 g 1/
JEUR B TR AL AN A b g5 4 S R B SR AR R G T
mGluR1 5 NMDAR 2 [8] (i 41 H.AE ], Xu et al ™ 4§
I T NMDAR ¥ J5 2315 calpain 8 [ [ 7 JT
mGluR1 5 PIBK Z [A] (I &, T 2k 25 T PI3K/
AKT {55380 % 50 40 MUA7 T35 B BUB S R o Lai et al ™
JERH T3k TAT 7 H7 mGluR1 #1 NMDAR 22
[F1) 8 24 AN S AT LA % o 1R 3 P 0 M 22 T Y 5
U, 38 AT LA FE NMDAR % ERK1/2 (9347, I e &
GG/ IN BRI PR A R S Y3z Sl D RERR A

TR I % A P AR SCBF ST, T 28 mGluRs
TERARDS AT PEREME AL IE AN AT WK P2 o 455 3
Fe S/ NVEFEARER B 2035 1 B D) RE I 5 55 7 T AT R

BT HIBRIT 1. SR, A IBESEXT T A mGluRs
TR LA % 2 e b & A3 T A B BIL R 5T IR
AERN, JG LA T S 2 SE ki 1 A
mGluRs I {8 A B0 D) A €0
3.3 FegdHdn R iR UK SR S Il A R AE
A I 2 i S B b 2 6 i 2 2 3 i B K M g A
P, 0F B Pl 2 D BB B G . RN I i 2
FI A BRI 10% ~15% , SR T A1 RE A% 38 A b
TR0 A ZE R B 38 B SR T 6 AR FE i H I A 5
o BEAE B MR T AR 5 AR IRAS T R
Ji&  ABIZPRIR I S A AE A 22 1 im DR I - T i
2o

9T &8, KK SVZ X Y mGluRS 78 K Bk
HR LA 5 J5 2B B, 4 A CHPG 33l mGluRS #J
DL 3 i 28 2 A O 00 R B 42 T RE B B
Zhang et al ™! B 3 sh mGluRS A] L ek X s R
JiiE H il ( subarachnoid hemorrhage, SAH) B /NBE
JoE 0 RIS , AR S PR 7K, i i 8 e iy e
FEelEA LUK

5 mGluRS A Y, BUA A BIFSE > IR %
Ml mGluR1 7] LLAE SAH 45473 J5 B A % A 14 5 1
A 48 v I s e e M R FE 2 L A7 35 . Wang
et al' ) K J B SAH KB4 15 calpain 3 11
Xf mGluR1 5 PI3K 2 [ 5 R AT A B4, 1 A 1
TAT-mGluR1 BHE X FP I L )55 T p-PI3K F1 p-
AKT By&3K /b 1 40 T-JF ek 1 SAH R
P I RE BRI o

ot IS T 28 mGluRs 78/ JBE 5 240 i A 6 3R Y
WO et PR A T AR I 5 P 5 %
PESE D7 AR E 1 E Al TR S A B
FRAZ 2% HA G RS T3, B LG5 2 8 2 i BF 50 ok
PRE 1 A mGluRs FEFI A [ B B b 19 1 HIR AR
TRAEAFIOL i 8 E T RE RS .

4 YRR

gt 1 B mGluRs sl il 57 5 2858 i 1F
L (N TRPE RS I 45 5 A1) 5 32 R 8 LA 5 o
BoH UL LA 1 2 mGluRs i sh/ M1 51 4 : CHPG |
(RS)-3, - R AEFEH AR [(RS)-3, 5-di-
hydroxyphenylglycine, DHPG | fil o-H Fe4-FR IR KL H
% ( a-methyl-4-carboxyphenyl glycine, MCPG) %,
DHPG JEN )z 19 1 B mGluRs &£ 3 5l
# , ()t 2 de BB PR A9 T B mGluRs 3357, %)
mGluR1 F1 mGluRS BB A1 {2l 1y 5k 71, CHPG 2&
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mGluRS FEFEVEESI5], 5 DHPG A1 b H &L T 45
55, L & A R, MCPG & — B il my 1 &Y
mGluRs PR G, FERFE rh ) 2

H1 T mGluRs ZE 5 1) 1E A4 67 5 155 BE DR ST, PRt
ARAMETF & % mGluRs VA HA 5 B 18 £ A1 2% A
FIREATRAAR . T T % mGluRs 1 7 YR B 45 4
FAER Z N IBAE M 5 G 0L i, BT LU Z0H 585 T
U6 TSR P SR AT A o A2 R IR 50 BAT psl A
RSO AR e B M AR I i PR 45 SR p G L 3
E M FE AR 5 52 (K 45 5 5 B 8 78 74 98 715 55
PAMs, T 01 1] 1E 44 BC 14 5 52 AR 45 & I 5 L i
NAMs, i A —SEFEBA IERBCA Y 250 T W RIS
SRR ASKGE A FIFR A PAM $#sh77] >

H B, © A 2 R0 ) mGluRS 1) 728 44 1 5 7] 78
I RS IR (2 2) o BIANTE R 2R AT PR
ek ATHESE ™ i Dipraglurant (NAM) fi . 3% 2%
R IA4: %% (Parkinson’s disease, PD) 5|5 A1z 3l &
M, IF e L%l T ikKR T MR %
(NCT04857359) , BMS-984923 & — Fh IyT, BR A% 44 74
555 ( silent allosteric modulator, SAM) , BEBH 11 JE#
FEEF-B R W) (AR oligomers, ABo) £E i /K 4 if
B9 ( Alzheimer's disease, AD) HfFEPEAERY , i
RSP IG RIFFE it A T W (NCT05817643 ) . 7£
kS 5 ] 5 65 (alcohol use disorder, AUD) {4} 5%
i, GET-73 ( NAM ) © # A & JK I
(NCT04831684 ) 3 H HAEHIBLE A] BE 52405 Py %)
GABA 1% 3% 1y 5% i A7 o=, Basimglurant Sulfate
(NAM) TEIRYT = A2 08 | F S AIAE A 45 73 1 A

AR E J7 T #R AR T R #E E ( NCT05217628
NCT02433093 ,NCT05059327 ) , Mavoglurant ( NAM )
R AE AT R P RS et X 25 G AR TR e
E N7 S A /R = A v
( NCT03242928 . NCT02920892 #1 NCT06136195 )
BRIEZ 0 I RATAIFSS ' 2% B 40 1 2 1 1t
PEBGAE 5 B2 0E H, 3-50E-N-( 1, 3- 4 kit -
5-F) 2K Ok % [ (3-Cyano-N-( 1, 3-diphenyl-1H-
pyrazol-5-yl) benzamide, CDPPB] ( PAM) 1] L) K454
SR 553 — I R AT E 58 e, JE-NP-26 (41
3R BhUE S AT DL SRR AR . A2, st
AEEEXT mGluRT I R TR 5T I B A 2459
A RIS, 11C-LY2428703 & —F T mGluR1
EH T R B )2 A R RS P R
(NCT01420952) , F T r] ik AZEF13h % # mGluR1
FERRY A ARE B PR 5T 31 3R 75 3 00U 9 2%
U TR A VR OIS RIS b, R DR )
I 24 mGluRs 1 2591 iF Al PR AR R B BOT HLE i
2%, PRI 25 1) i R BIE 3 A5 AR DR A & e 25
[]

5 HERRE

I B mGluRs 7 Ff A1 201 R 453 05 J5 19 98 9 )
O A0S 40 O T e 2 X 4 2 A U e A
B TIRTERE ST, G2 2 B O IR T Sk
IR A B P A R AT o (ST T SR sl S A ] 1
T mGluRs G877 42 A a2 /E A, H AT O 520474 4
W o & BAS [A) BF 5% 45 AR 14 J TR T BE AT LA 4 7 .

R2 STFIRAHEMEKRAERE I 2 mGluRs %)
Tab 2 Targeted type I mGluRs drugs in clinical research stage

Drug Type Disease/Study Phase Clinical Number or Reference
Mavoglurant mGluR5 NAM Cocaine Use Disorder/Phase Il NCT03242928
Fragile X Syndrome/Phase I NCT02920892
Alcohol Addiction/Phase II NCT06136195
Dipraglurant mGluR5 NAM Drug-Induced Movement Disorders/Phase Il NCT05116813
Parkinsons Disease ( PD)/Phase [l NCT04857359
Blepharospasm/Phase [l NCT05027997
Basimglurant Sulfate mGluR5 NAM Trigeminal Neuralgia/Phase II — I NCT05217628
Major Depression/Phase [ NCT02433093
Tuberous Sclerosis/Phase 11 NCT05059327
GET-73 mGluR5 NAM AUD/Phase [ NCT04831684
BMS-984923 mGluR5 SAM AD/Phase [ NCT05817643
HTL-0014242 mGluR5 NAM Substance Abuse/Phase [ NCT06025396
CDPPB mGluRS PAM Cyclin-Dependent Kinase-Like 5 Deficiency / Preclinical [32]
JF-NP-26 mGluRS Inhibitor Pain/Preclinical [33]
[11C]LY-2428703 mGluR1 Radioligand Positron Emission Tomography ( PET)/Phase | NCT01420952
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The role of group I mGluRs in acute brain

injury and advances in drug research
Hou Fengsheng, Wu Chaoran, Liu Gang, Liao Hong
( New Drug Screening and Pharmacodynamics Evaluation Center, State Key Laboratory

of Natural Medicines, China Pharmaceutical University, Nanjing 210009 )

Abstract Glutamate receptors are widely distributed in the central nervous system (CNS) and participate in the
delivery of excitatory neurotransmitters, including ionotropic glutamate receptors and metabotropic glutamate recep-
tors. Metabotropic glutamate receptors ( mGluRs) regulate neuronal excitability and synaptic plasticity, and are
classified into group [, Il and II. The roles of group I mGIluRs in psychiatric and neurodegenerative diseases
have been extensively studied, especially in the pathological progression of acute brain injury. Several studies have
shown that group I mGluRs can be involved in eliminating inflammatory damage, suppressing cell apoptosis, regu-
lating neural network disorders, and promoting brain function recovery after acute brain injury. Therefore, group [
mGluRs have the potential to be effective targets for the treatment of acute brain injury. This paper reviews the dis-
tribution and function of group I mGluRs in CNS, the pathological role in acute brain injury, and explore the po-
tential of the development of drugs targeting group I mGluRs.

Key words mGluRS5; mGluR1; NAMs; PAMs; acute brain injury

Fund program The National Natural Science Foundation of China ( Nos. 82073831, 82372577)
Corresponding author Liao Hong, E-mail:hliao@ cpu. edu. cn



