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FARKMLH, ik EBURE RAFH HT22 4IH ka5 4
21 TR (Cul 41) JFAC AbPRZL (FAC 41) \Dex Ab B4 ( Dex
) BRFET- AN Fer-1 AbFRZH (Fer-1 4H) . RJH FAC BS
206 ) o5 MR R R S R A CCK-8 3R HT22 41 i
I FEAFT5 2% ; Western blot A8 I 4% 58 T~ F 25 M 25 11 i 51 IR
ZNEAY A 2 (PTCS2) K HERE B IS A & W 4
(ACSIA) ALY EHEIMBEREEH (mTOR) FREHZ
PR L(TFRI) Bk 4 26 1 (Fpn ) 2R 1 3234 ; qPCR A4S
HT22 4y PTGS2 Fl ACSIA4 3R 1A /K ; DHE 968
FF RN HT22 3 P A 15 M 4055 (ROS ) 7KF- ; MDA A6 T35
SR HT22 248 il N i B2 4604k 7K °F- ; Mito-FerroOrange— V. 4%
B TARET RGN HT22 ANAE N Fe?* 7K 5 H 5460 41 0 P 6 £
ZER B, 5B Dex ZHH Fer-1 ZHTALTE 2 h J5 40 05
TR R, AL T-AR W PTGS2 Fl ACSLA 2 K5
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2 BB AR 2T

T i 4 b 3, mTOR ( mammalian target of
rapamycin ) 7] LTI 12K 1 (transferrin re-
ceptorl ,TFR1) BB e M, 2 57 4 B Pk ) ST A RR
AL FER H R 1 & AL o & 3 mTOR A
FRYGACH A UESE , Bk 25 DEYAREHIERTL, TR A
AR, 7 A A R

F EFEE E ( dexmedetomidine , Dex) 1 M 15 ik
FEVE o2 B B IR R BRI S, BE UGS M 2R 1T
M AR S M5 T i) A4k BRSPS B e
/N LT E #0128 58 (hippocampal neurons, HT22) /£
FRRX R ZE A TIA RN DI BE A 2800 B 52 B ORI T —
JUHE R B I, 5 A AR S SR AE T, 5K
MARGPIR KA . Z TR Dex X 2k
ARG B HT22 240 453 3 64 47 P S AL
RBELS YR T 1 28 RGBSR PR HE S IR

1 HRETE

1.1 HESFERN DEEDMEITHEER,
HT22 L 58 42 B 37 2L W A o [ D0 v 3§ ( Pro-
cell) A= fim B4 A BR A 5 0. 25% J9e il Ak i A
Gibeo A F) ;A EFEWKE W A 4% T 1L (4RI A
FRZS F] s DHE 28 Y HREF A B yeasen 23 Al N
( malondialdehyde , MDA ) {57 & 1 B 28 = K A=W+
AWFEFE T s Mito-FerroOrange 4K 25 #5114 A H A&
Dojindo 73 T HARAT R Al s St KEEFRBEAG I A &
M 4 (acyl-CoA synthetase long-chain family member
4,ACSLA) B TFR1 ST mTOR W F 5 Abcam
N, BT p-mTOR Bt B-actin FIHLHT SRR A it
E ALY & B 2 ( prostaglandin-endoperoxide synthase
2,PTGS2) Hidh | - Hi e S Bk 11 (16 ) HAR i
ALY (HRP) — 500 b [ 5000 1938 50 (Ab-
clonal ) =¥ BH L A R\, mTOR, TFR1, ACSIA
PTGS2 il GAPDH 5|4y i v [ 2Bl A R 2
G

1.2 3] ZOUENE B (TR Zeiss A7) ;
Centrifuge 5424 R ¥ ¥R & 0L (128 eppendorf 2
7l) ; Synergy2 FEFR (& BioTek X523 Al) ; Bio-
shine ChemiQ b7 & GMAR R 48 .CFX Connect SEHf
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8 PCR X (26 Bio-Rad 24 F]) ; Talos L120C G2
1% 5 7 38 4% ( 32 [ Thermoscientific 2AH] ) o

1.3 FHik

1.3.1 #mfasnsn HT22 4RGN N 4 4. XF
HRA (Cul 41) . HT22 4 (A HT22 4 & F 3557
FEEATHE 3% ;@ FAC KbFEAL (FAC 41) . i HZOR E
9125 pmol/L i) FAC AbFE HT22 40 1)5 1537 24 h;
B Dex Ab 2 (Dex 4) « AWK E R 5 pumol/L
Dex FilAb 3 HT22 40 2 h Jo, fii & E 125
pwmol/L FAC #b¥H HT22 40fff5 1555 24 h; @ BRFET-
IR Fer-1 AbFRZH (Fer-1 ) . fF AW E M 1
pmol/L Fer-1 FAbEE HT22 400 2 h J5 , { A ik s
125 pmol/L FAC AbFE HT22 4 fifl/5 34555 24 h,
1.3.2 CCK-8 &4 HT22 wmiaiE h  HEHOT 5L
A KRS HT22 400, DL 1 x 10* 4S/FL3%ER T 96 L
M b 59712 h e JINACKR AR JE Dex (0.2.1.5.25
pwmol/L) , BEAMSE BN HEA (Crrl 41) F12s 4 (5 i
ARG SR A CCK-8 1)) , B L 4 DR AL,
BT FRAETHET 12 h 5, /A 10 ul
CCK-8 X7 (LA 100 wl $53538) |, TR 346
O 2 h 5 EEAR ACE 450 nm 20T 6 0RO R
(absorbance, A){H, VLT3 2% FL A4 40 A0 X 7715
Apn) , TR 3K,

1.3.3 Western blot ZH=#4 0 & & &  HT22 4
L1 x10° A/FLEER T 6 LAk, K555 12 h 5, #c i
SRS A4 EE I A2 A B S URE 48 PBS
PR 2 YR, A A R D ) R R il A o) 7R
R 200 M S 9, VK 40 30 min, 41 M0 R 40 g
BT 1.5 ml EP %@EF‘,lZ 000 r/min &5.0> 30 min, HY
FIHW B E RS 5 xSDS FRESZE R 1 - 4
EBURA,100 °C & W 10 min 28 9E, [HIRFE R 2%
M, DAL 10wl (82 FURE S £ 04T 231 R UK,
B ZE PVDF L 5% Wil 05k & i 356 2
h, TBST ¥E¥% 3 K, 47K 10 min, PTGS2 ACSI4  p-
mTOR .mTOR | TFR1 HifA$% 1 : 1 0007 FE, & T 4
CHRJa , A TBST Pk 3 ¥, BK 10 min, JITA
1 : 10 000 B —HL=I|IEE 1 h, (HH ECL &%
A& A

1.3.4 qPCR # @ PTGS2 #= ACSIA & ik /K-
HT22 4L 1 x 10° A/FLEEFP T 6 FLAR, 55972 12 h
Joi ¥ BB RS A L T VA I A2 AL B R
fn, A RNA 4 % 24 % 30 min, XN A% 20
fitg EP 45, n A S5 2 B, 12 000 +/min 5.0 30

min, HCEIHBIMASFR R AEE, BT -20 CHi2
h, BfJE12 000 r/min 250> 15 min 153 RNA U3,
VR TR 5 E i, B S A Mix #4730 5 5% 5 L
cDNA, MR O HRAE LR TR S R 5 ) 0] B
ANEIAEA ) cDNA #E4T gPCR 973, LA B-actin 1
KNS, LB T4 40 mRNA fUZRIE, WWE 1, RA
AR BRI 2, DI iR g — 5 Wy 357
MRt . T RN 272 kit R, 4
e Ar i H qBase + ( Version 3.0, Bio Gazelle,
Gent, Belgium) ,

&1 34E5
HH 44 FEHI( 5'3")
ACSI4 F. GTTGGTCTACTTGGAGGAACG
R: CCTGAGGGCTTGAAATTCC
PTGS2 F. TGTGACTGTTACCCGGACTGG
R: TGCACATTGTAAGTAGGTGGAC
B-actin F. TGGCTCTAACAGTCCGCCTAG
R: AGTGCGACGTGGACATCCG
1.3.5 MDA XA &MEZMHLEALZH #

HT22 4L 1 x 10° /LR 7E 6 FLAR [, 3557 12 h
J& , IR ER SR A 4 TR I A Y RE B T 37
C 5% CO, HIIFEFNIEE 24 h, WELN M= EP
& ,1 200 r/min 5.0 10 mln,ﬁi{%@ﬂ:ﬂktf#
T, W EL 300 wl 138 T 96 LA, {6 F i b (X 7E
532 nm A0S U A48 AR 1 I O B AR A o il £
MDA ¥

1.3.6 DHE %% % % % &40l ROS £ %
HT22 4ifELL 1 x 10°/FLIEFITE 6 FLAR b, K552 12 h
Joi , $E IR R AN AT A T I I A 2 A B T 37
C 5% CO, HMMI3EFFETIEE 24 h J5 ,f H] PBS ¥t
2 WK B E N 10 wmol/L ) DHE #&5% YLk} fin 5]
PBS W ARG FR A0 I E 30 min J5 R E ¢
JC B A T ISR A IR, K Tmage J FROFHEAT
PN E AT, LR E R 3 K, WL R T 5
I3HT

1.3.7 Mito-FerroOrange % FAR A4 48 JL 1 Fe®*
R DL x 10°/fLEMAE 6 Ltk b, 5557 12 h
J&, R EIR AN I A 2 b B il
DMSO ¥4 Mito-FerroOrange 2 YCHREN AN 1 mol/
L (AGAEM, T 6 FLA A B4, ff A HBSS ¥t 3
e, BALINA AR 2R EE ) 1 pmol/L, F
GIRAAREE 30 min J5, BT IR A BB T U4
TR

1.3.8 w ATt dm B AR 45 M e AL OFF HT22
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YHMILL 1 x 10° /LR TR, 559 12 h 2
I AES] 80% ~90% , i I RS G 441 Ty i b BE
JEWEE 24 h, PEECHLGERE S A ME TR 40 E T
EP ’/:él;':':‘,l 500 r/min B5.0> 5 min,jJﬂ/\)ji:@@%
T A TUE o bR AR B T RLBE TSR A A b
AU | ZRL AR R 3 T At LA R Ak

1.3.9 &%k mTOR 8 TFRI & & K-FEH ¥
HT22 HffREAL S 3 2H . (D X HRZH (Curl 4) - HT22
YRS HT22 40 % 1 SR 50k 4T R 37, @ FAC
AEFRZ (FAC 41) . i FHAUE B4 125 wmol/L FAC
ARFR HT22 454555 24 h; B FAC + AZD8055 4 .
i 2 He B N 125 wmol/L FAC FI ¥k JF 80
nmol/L AZD8055 kb ¥ HT22 40 M )5 15 5% 24 h, 1R
PE1.3. 330047 1%, {4 Western blot £l p-mTOR 1
TFR1 8 R IAKF

1.4 Sit=4IE KA GraphPad Prism 8.0 {4
PTG BRIk 1 3 YA SEH, IES AR
VORI LB £ bRUEDS (v £5) T, TG HLECR T ¢
K5, 4] He 35k F B R 5 22 28 B (ANOVA) |, P
<0.05 HESALIFE L,

2 FR

2.1 Dex 3 FAC & T HT22 HMEFENZI
CCK-8 SZByH M ,0.2.1.5 wmol/L Dex X} HT22
YA S A HEVE 1 25 wmol/L Dex E A i
F(F=13.31,P<0.05), Wi 1A, FAC [%{% HT22
MM AYTE I, M 1.5 pwmol/L Dex T 4L B 41 il T
HT22 4% Sy A% (F =0.57,P <0.05) , WLIK
1B, LR 5 wmol/L Dex 1 A Ja £E S5
2.2 Dex il FAC 5|# HT22 W& E£FKIET
i FAC 4b3 HT22 4/ 24 h J5,5 Cul 4AHEL,
FAC HERFET ARG TR 11 PTGS2 Fll ACSIA %

R TR, 5 FAC 4138, Dex 41 PTGS2 Fll AC-
SIA HEHFRIX T, X —215 Fer-1 41 —2(P <
0.05), VWL 2A, H FAC 41 PTGS2 Fil ACSI4 [ mR-
NA FIRKEA LT Cul 41t B8, 5 FAC 41
H# , Dex 2 PTGS2 il ACSL4 1Y) mRNA FKik/KFEF
[, X —A84k 5 Fer-1 1—3(P <0.05) , WKl 2B,

A 15F
#i
T ##
# T
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&
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E 1 Dex 3 FAC E T HT22 HilEFERNFM
A CCK-8 HEAG IR MR i Dex 4b ¥R 40 MU A7 16 % ; B CCK-8 12
R Dex T 40 B8 40 1 )5 M A FAC B 40 IEAETE 25 a. Cul 4;b — e
0.2.1.5.25 wmol/L Dex £ ;f: FAC % ;g:0. 2 wmol/L Dex + FAC #1;
h: 1 pmol/L Dex + FAC #;i:5 pmol/L Dex + FAC #1;j:25 pmol/L
Dex + FAC ;5 Cul 4163 .*P <0.05,% P <0.01; 5 FAC 4 1134
"P<0.05,""P<0.01

A 3r  ACSL4
a b c d ku . < PTGS2
PTGS2 69 Tl
s
*® y
ACSL4 79 O
ML
r
B-actin 4 =B
0
a b

B 010  ACSL4
s | PTGS2
< 0.08
st
& 0061 e
<
s
- é 0.02} »
Jusag skokok skeskok
=
0
c d a b c d

2 Dex il FAC 51#2 HT22 HR% £ HIET
A:Western blot K1 HT22 4l PTGS2 (ACSLA (193535 ;B : qPCR AT HT22 4iiffl PTGS2 \ACSLA 1 mRNA ik ;a: Cul 2H;b. FAC 4 ;c:
Dex + FAC 40 ;d:Fer-1 + FAC 40 ;5 Cul 41HE.#P <0. 05, P <0. 01, P <0.001 ;5 FAC 41 4. * P<0.05,* * P<0.01,* * * P <0.001
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2.3 Dex B&{K HT22 #f8 A ROS KF  4iJid 4
ROS (/K V-3 = 51 R 40 i & 4 /AL . DHE
PEICHRET Yo o n] K I 41 i N ROS /K F, fili F 125
pwmol/L FAC 4b ¥ HT22 40} 24 h J5, M T Cul
41,FAC 41 ROS /KT (P <0.01) 5 ] Dex FlI
Fer-1 AL 2 h J5, 5 FAC 4H %L, Dex ZH 1 Fer-1
2 ROS 7K &M% (F =35.90,P <0.05) , WK 3.

A B
C D
0.15
##
0.10 | "
B
Z I
%) skek
®) 1
[
0.05 - ——
0
A B C D

3 DHE ZE&RETE N HT22 4R ROS KE  x400
A:Ctrl 4H;B.FAC 4 ;C:Dex 2 ;D :Fer-1 4H; 5 Cul H L% . ™ P
<0.01;5 FAC 4HLb%: . * P<0.05, " * P <0.01

2.4 Dex BEMMABEREMLAE M) 125
pmol/L FAC Zb ¥ HT22 4Hfd 24 h J5, M T Cul
2, FAC 405 i E Ak K- T+ (P < 0.001) ; f# H
Dex FALF 2 h 5, 5 FAC 4H IL#, Dex 4018 T A4k
IR (F =162.20,P <0.001) , WLIE 4,

2.5 Dex FERZMA Fe’* &2  Mito-FerroOrange
PCHREH R Fe* A ML, Z5 R R, 5 Cul 414
Fe,FAC 440 8 1 Fe® ¥ THi (P < 0.001) , 1fif
Dex 205 Fer-1 ZH40EN FehmEmU@%?%(P <
0.001) , 20 Dex il T FAC Fr5li2 Y Fe’ " HREE Y
N (F =0.36,P <0.001) , WLK 5,

H#it#
—
4_
E otk
[=]
g3r
5 *
= T
g .
l_
0
A B C D

El 4 MDA RXFIEHM HT22 HpahiERELiBE
A:Cul £ ;B FAC #41;C:Dex £ ;D Fer-1 41 ;5 Cul 41 L3, # P
<0.001;5 FAC 4H L% P <0.05, “** P <0.001

A B
C D
0.10
#it#
0.08 | _—
= 0.06 *kokk
R
=
&, 0.04
=9
0.02 |
0
A B C D

5 Mito-FerroOrange Fe?* 3% ¢ R §t
WA HT22 HAEHH Fe’* 8 x60
A:Cul 2H;B:FAC 4H;C:Dex #;D:Fer-1 4; 5 Cul 4H L
#p <0.001;5 FAC 404 ** * P <0. 001

2.6 Dex BEMAMBHEMERG MHLESHE T
TBEILEE HT22 40 P (08 25 M O, 5 Cd
L FAC HERL A 15 ™ 5, I 0 5, Zhs
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RIS 2% Dex 2N Fer-1 214 i Py 28 7 4445 475 i
EE, WK 6,

C D

El6 HBFEMET HT22 4002k R A%
BREHPTHIER x13 500
A:Ctrl 4 ;B FAC 4 ;C:Dex £ ;D Fer-1 20 ; 573k . &kifk

A a b c

ku
TFR1 100
p-mTOR 289
mTOR 289
B-actin 42
15¢ p-mTOR
TFR1
H" skeokok
% 1.0r "
X *
LS
Ning #
el
T 05
E
0
a b c

2.7 Dex BRBEHKEHRSHEMBIKIET HH
mTOR #1157 AZD8055 )&, TFR1 Fik Ll (F =
73.03,P<0.05), WK 7A; 5 Cul 4 4, FAC 4
mTOR FEik/KFE T, TFR1 & Fpn /K 3, 8k &
F ( Ferrtin) 23k (% ; 5 FAC 41 L%, Dex 41 mTOR
TR, TFRL Fl Fpn FRIKZKF D 11 Fer-
rtin FILWEER (P <0.05) , WL 7B,

AHFFEARYE SCHRY) A CCK-8 ¥: 46 0 45 S 1 o
T Dex & —FP22 2 TCT R 259 , 7T LLOR-4P HT22
ez e, R FAC 55 HT22 4108, &
SRR, 45 REY], 5 Cul AL, FAC 4
Fe** Frim T, $e/m B 2 R A T i), ARSI
KH 5 pwmol/L Dex Tii &b ¥, & A= 4K M 4% 3 1 1Y
HT22 4l h Fe®* & 5 T, $27R Dex 1T LAAR 2k
ARG E M HT22 40,

BRIET - JAE AR 1k & BRI —Fh AR 8 B BE T
53, B SR A TR ARG SR 1l 5 i XU
BEYIERD AR AT AN R IE T 1 i

B a b d e ku
Fpn 52
Ferrtin 20
TFR1 100
p-mTOR 289
mTOR 289
B-actin 42
p-mTOR
Ferrtin
15 TFR1
Fpn iy
ksk *
S #
: 10 - o * ek
~N
) ok *k
® i skokk
{a
e
& 051 i
=
0
a b d e

E7 Dex @it RBEHBHSMEIFKIET
A Western blot K HT22 4 fiZ: AZD80SS AbHJ5 p-mTOR \ TFR1 A9 35 ; B: Western blot 7KK ACHHAHCE H IR IK ja, Cul 4 ;b
FAC 4 ;c: FAC + AZD8055 20 ;d: Dex 4 ;e Fer-1 41; 5 Ctrl 41HE:#P <0. 05, %P <0.01," P <0.001; 5 FAC 411t * P <0.05, " * P <0.01,

“**P<0.001
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KB B R 4 i b ROS R B A AL (1 K S
HT22 205325 A KM S, SR A0 T e 5 fUsk i
A, AT 20 T2 RGBT, FAC
VB (0 A A1 v A B (5 HT22 400 it 52 3142 2K
BTG, HT22 4R AR , & B el
A= IR A A 45 , B AR B, A
ANEERBERSE I TFRT A AY KB 248 | 3% TFR1 5
T TF, KBk A A0, 40AE ) Ferrtin BT LLJE Y
RGO, X L HEAT I AE A 20 L N R AR
A, —H Ferrtin FEAF PN A8 L 25 AL Fen-
ton W A A AR IR ik 48 H HH % (PUFA-00 - ),
I LI BUR BT 0 AL (PUFA-OOH ) |, i i
JEAR IR AT, PTGS2 Ml ACSIA &
CHIESET R bR B E A, 25 LR Ig R
R, AR AR BN, 5 Cul 4, FAC 4H
HT22 20l PTGS2 F1 ACSLA 144K 1l mRNA ik
KT, ROS i BT AR ALK T Al Fe?* K- 3R 15 T
15, 2R PN SR A 2 A 5 SRR N B FAC W]
PR HEERIE T B9 & 4 5 H Dex REFEAR FAC 5l
HT22 40l th PTGS2 H1 ACSIA Y ZE 1 A1 mRNA
RS FH i, % ROS i B A AL K - il Fe? * K F
FIRWMTHE, UL A B N R AR S5 P AR
$E7R Dex W] BB 1 #0461 2R AT 10 7 AR § HT22
L

mTOR 3 2 ¥ 38 2 BUAE i 1 1l 4 23R A7
PR A B S 250, R R ) mTOR 1697
TEVTAEFHHE X4 1% mTOR 7E4kPE T B9 h
MR Z B EM, V2R E A mTOR A S 4R
55 0 I AR AR R . mTOR AR 8 5 8k 25+
ARG L U 0 A B E SE T mTOR-TFR1 {5 538
AR SR Tk B R Y G B %, PR mTOR #¢
BRI & AEMLEI T A SR, A s ok g
2xfft mTOR AR IA3Z BN, 5 B0 M N RFR B R
i, SRR B O KR AE T ARG WoR  7E
HT22 41 it 2% 68 4% i 155 AU b f B mTOR 1) 41 551
AZD8055 4b#, ¥E mTOR 3 35 & 1% 19 41 1) - Ui
TFR1 & [ 3RIRKE- T, X R WITE HT22 4 f i 2%
A R TP AR 8 B A T A0 P Dex AL BT | H
FAC #5519 mTOR [ #3A5 FR, TRy TFR1 &
FIZR PG, JF HFER T FAC 51 A HT22 414
/1 Ferrtin A1 Fpn BRAH DG B R IR K1Y
P8, X ULAH Dex AT A2 30 i 45 2R A = i

YHMLAFE , DTIT A R 2507 RS A HT22 2 A o

ABFFEUESE Dex v LU FAC 5519 HT22 4
Jit & AR BRAE T MBS HT22 40 A 1 kB 4R 2 vk
HAHLH FT BE 5 380% mTOR-TFR1 # g A7 5, [ W af
e 5 H h  (HARNEGE AR R SE, A W5 Y
Dex A2 T AT 70, XoF 240 i 52 56 A7 7F — 2 52 5 FLUR
FEANMEAIL 5 ], AR A 5T UESE Dex X2k M 285 | Y
HT22 240 480 1 bt 3 2 A I e DR VE L
RTEJFEARBHZEIC 30 UE ; 7E SR N Dex X8k 2
5 R AN AN D BE R i 2 5 oA R E A
PRI N — 2B a5 i ],

(B AFREZTHBER KT HFRHKF I
REZBEDMEELET TR, BHEALE T F R
FayHEeh,)
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Protective effect of dexmedetomidine on iron overload-induced

injury of mouse hippocampal neurons
Ding Hui', Wang Jingyan', Huang Yan®, Zhong Weiwei’, Lu Xianfu’, Li Yuanhai'”’
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School of Pharmacy, Anhui Medical University, Hefei 230032 ; °Dept of Anesthesiology, The First
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Abstract Objective To investigate the protective effect and related mechanisms of dexmedetomidine ( Dex) on i-
ron overload toxicity in mouse hippocampal neurons (HT22) induced by ferric ammonium citrate (FAC). Methods
Selected HT22 cells in good condition were randomly divided into 4 groups: control group ( Ctrl group), FAC
treatment group (FAC group) , Dex treatment group (Dex group) , ferroptosis inhibitor Fer-1 treatment group ( Fer-
1 group). The iron overload model was established by FAC-induced cells. Subsequently, the proliferation and sur-
vival rate of HT22 cells was detected by CCK-8 method ; Western blot was used to detect the ferroptosis marker pro-
teins prostaglandin-endoperoxide synthase 2 ( PTGS2) and acyl-CoA synthetase long-chain family member 4
(ACSI4). The protein expressions of mammalian target of rapamycin ( mTOR ), transferrin receptor 1 ( TFR1)
and ferroportin (Fpn) ; the gene expression levels of PTGS2 and ACSI4 in HT22 cells were detected by qPCR;
Reactive oxygen species (ROS) levels in HT22 cells was detected by DHE fluorescent probe; MDA detection kit
was used to detect lipid oxidation levels in HT22 cells; Mito-FerroOrange—ferrous ion probe was used to detect fer-
rous ion levels in HT22 cells; electron microscopy was used to detect intracellular ultrastructural changes. Results
Dex group and Fer-1 group significantly decreased cell death rate after 2 h of pretreatment, the protein and gene
expression levels of ferroptosis markers PTGS2 and ACSIA significantly decreased. The degree of cell ultrastructural
damage was significantly improved. The levels of ROS, lipid oxidation and Fe’* were significantly lower than those
of the FAC group (P <0.05). Conclusion Dex pretreatment can attenuate FAC-induced iron overload toxicity in-

jury in HT22 cells, which may be related to the inhibition of ferroptosis.
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