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AE AR Z Bl 3 H)$E 8= Th17
BiH/NMRIEEBFEHVAE
HFOMY kFEHY O AMEY XY K ORV Axa) kEad
5]—14&@{1) 152 B (e %];/}_\%?1)**

(VAT TR RS BE 2B, Tl dL A M MG S BE 2 TS S, FE I 0632105 2 b st ReF AL ga Rl A3, b at 100083
I AP T KA MR B pe EAE R4 RE, L 063000)

BE BB BHITHEAMCBEEE3 (histone deacetylase 3, HDAC3) X /1N BUERJE o5 BE 0 & A & i B 5 i S AR S S e ML
Hilo ik HEHC6~8 A EEE CSTBL/6 /N, K /INEUBHBL A A% R (Control), ARJEFGELAIZL (IMQ), HDAC3 #Ii5]
RGFP966 AbH HAR JE G AI4] (IMQ+RGFP966), R 1 dXf/NREATHI B, f555E 1 dJF, Control IR HHAY N+
M, IMQ AT EBIR R A4S (imiquimod, IMQ, 62.5 mg/d), B /NEARJEREERAERAAL; IMQ+RGFPI66 £H 754 J8 i
FRERURER E DL ) B HDAC3 SEREMEAI I 7 RGFP966 (30 mg/kg) HEAT THIALER ., A ZHFFEEAL RS d, WAL AR A kAR
B R AR (BEJE . 208, RRRIER) . REA R MORE, RS . ANBRMRE, SRR -
(hematoxylin-eosin, HE) J4{a 4l RGFP66 X4 JE gt /N B2 IR ZH 22 R S5 A s mm , IR0t B RIS o 3o S 2t
1 PCR (reverse transcription real-time quantitative polymerase chain reaction, RT-qPCR) Fl# [ BT EliE 7 (Western blot,
WB), F3 I K2 Bk 4141 HDAC3 1) mRNA FIEE (257K -0 SR I =4t B A I 45 28 /)N B4R IRk B 225 rh bz 40
fil . AFE I CD4” T ik EL4H A R CD8* T ik EL 4 A & 41 1 CD4™ Tk LAY I/ 2 -17A (interleukin-17A, IL-17A) 437K
S, KEIEE CD4T Tk ELATIE HDAC3 . CCEEFFHATLIR T2 4K (CC motif chemokine receptor, CCR) 6, CCRS8 ik K IL-
17TA 53K o R S AR 2 ik HDAC3 . IL-17A. HArZ-10 (interleukin-10, IL-10) /K. Z5%R 5 Control H14H
e, IMQZH/NFURE/N B B AR B RE A, HHIRLTBE . )5 S 7 SR8 4 . RGFP966 JINTE TR B IR RAEIER, Kk fafb
W ARJEIR IS ™ 540 (psoriasis area and severity index, PASI) JZRIEAIRIFES>, IMQ 4 & T Control, IMQ+
RGFP966 47 T IMQHH . MR A4H KR, IMQ+RGFP966>IMQ>Control, Control, IMQ. IMQ+RGFP966 £H i) Ifil & Ak
CL25 1 P R IR YR 22, R CD4™ T WKL 40 A1 CD8' T bk I 40 -t 2 AH Rl a3 . 76 R k2040, 5 Control ZHAH L,
FE#IZH HDAC3 1 mRNA I 1 BKF- FRE, RGFP966 A figfi HDAC3 i) mRNA & [l &b —2 TR, HDAC3 £
DET2HMIAZ N, 15 Control HAH L, IMQ 4H 1% B2 ik 20 444 I HDAC3 Ui/l , RGFP966 fii % I HDAC3 #t— 2387 . 55 Control
AIMQ A, RGFP966 4bHifdi B CD4™ 1 CDS* T 4l it HDAC3 #55 F %, RGFP966 AL FRIE i T LA CD4" T 41l CCR6
MICCR8FEis; [IAF, AN AIE CD4" TR A0MI A0 IL-17A 2000 2T . eah, 5 IMQZHAHIL, RGFPI66 /> T f
BRAAZIIL-10 A IF B T IL-17A %3k, 4518 RGFP966 i@ il HDAC3, H&hn4nig A 7 IL-17A 43 Fi#a LR T CCRS
CCRO Wik, MNTEHLEAE I R .

X AHEA LB, IL-17, #U8H, CCRS
HESES R758.63, R-332 DOI: 10.16476/j.pibb.2024.0409 CSTR: 32369.14.pibb.20240409
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2L B R AR T R FEE R B AN
Bk 3 (histone deacetylase 3, HDAC3) J& T —Fh
FNGRAL PR E 1, E i PR Y R
LT 9 C TR A B0 i S R ik, RS 22 Fh 4
LU LB Y. 75 CD4 T4, HDAC3
w555 Th17 40 4 5% s PR RORyt 1Y 2 35 3 in
FIL-17 (= A B U AR OC 0, S5 F IL-17 7E4R B 9
BARALH RO, AR — BT
HDAC3 X /NRUAR B & 2k . & R R se ) By Ho s
L

1 #M#EFZE

1.1 /MR

6~8 S R METE C5TBL/6 /)N B [ b 5T 4 BLER
YRR AR A F . /INRAEARIE I TR 2% SPF
RN PFEFE . BIE, A SRR AR TR
LI S E T S UE T, R A g

$Q2022009.
1.2 BKEE4F (imiquimod, IMQ) FS4RBmIEE
PEHL 6~8 JRIWS B M CSTBL/6 /N, BEALA M
X HEZH (Control) . R JERELI AL (IMQ) DL M
RGFP966 4bHiZH (IMQ+RGFP966), #F4H5H ., /)
AT SRR B B AL B, BER AR R
2 cmx3 cmo X BRALIRR LA, AR B P 4
RGFP966 b FRAH S IR AR K ME 5Lk (WA, vh
), 62.5mg/d, #%:5d, 4FE4H 5 RGFPI66
(Ambeed, FE[E), 4 H 30 mgkg, F&AILHFH%
A R (DMSO).
1.3 /IMRIREFITES
FBARVEE ST R, /N R B A R 10 A8 kit A T
s, B AR S E TR (psoriasis
area and severity index, PASI) ¥4, X/NRIFHRE
RIS . LTBE, FRIEEEI R LMARE AR S etk
A GRD, My, B R 32 il

Table 1 Psoriasis area and severity index standard

Symptom score 0 1 2 3 4
Thickness ~ Smooth skin Slight wrinkles Slight wrinkles appearing ~ Further deepening of ~ In addition to a score of 3, the mouse
with no appearing at the edges  across the entire treated ~ wrinkles in the treated area  exhibits symptoms such as weight
wrinkles of the treated area area loss or poor condition
Scale Smooth skin Slight scaling appears ~ The entire skin of the Further intensification of In addition to a score of 3, the mouse

with no scales  on the skin of the
treated area

Erythema Smooth skin Slight redness appears
on the skin of the

treated area

treated area is covered
with scales
The entire skin of the

treated area turns red

scaling in the treated area  exhibits symptoms such as weight
loss or poor condition

Further intensification of In addition to a score of 3, the mouse

redness in the treated area  exhibits symptoms such as weight

loss or poor condition

14 mAEREAR

SrE/INRANEIAL . RGUNE . RERSS, MR AR H]
AR AL 8~10 s, JAUIE Kbk L 48 28 it T f
i AR LA, — 5 Y 5 0.5% 4R 1
WM (BSA) (19 PBSEIRIHVEMK, il & B
MR . RN R AR, SR hT A
frafeRmge (4°C, HOEIFF 30 min), Jefa)5
i F 75 0.5% BSA 1Y) PBS B IE BEPIU o S D 4
MR TRk, Rrai Bk (2x109%4L) BT 5%
CO,. 37°C ¥i ## 46 h, A 2 pl Leukocyte
activation cocktail, with BD GolgiPlug™ (BD
Biosciences), TEMRSNFESHI4 WG, B OIEE
JL, SEMTAT ul CD4 AT 4°CHE 30 min J5 i
A1 ml B 09 s i ¥k, FEAA 100 pl Cytofix/
Cytoperm [# %213 1% % (BD Biosciences) [# %€ Fll
BB 20 min J5 A 1 ul IL-17A WPk, 57

H 30 min JE A 4% 2 R 2 o A AS [ 26
/IN BRI T 9K 4 40 it P HDAC3 63k, JefinA 1 ul
CD4 F1 CD8 ifA, 4°CHFEF 30 min J5 LA 1 mliE s
IR, B0 A Cytofix/Cytoperm [ 5 /13 1514
WA ) & 1 B R L S, it 2 RO Tk 2
U, AT pl HDAC34ifk, 4°CH# 30 min, FHE
BWUEF AL pl FEHRIOCHR LTI 4°CiE &
30 min, R XPUAS . Anti-mouse-CD4-PE
antibody (BD Biosciences) . Anti-mouse-CD8-
PERCP antibody (BD Biosciences) . Anti-mouse-
CCRS-PE antibody (Biolegend, 3£ [ ) . Anti-
mouse-CCR6-APC antibody (Biolegend) . Anti-
mouse-IL-17A-FITC antibody (Biolegend) . Anti-
mouse-CD11b-PERCP antibody (BD Biosciences) .
Anti-mouse-ly6g-APC antibody (Invitrogen) . Anti-
mouse-HDAC3 antibody (725, H[E). Goat anti-
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rabbit-IgG-FITC antibody (FbA4s, HE). RHAN
oS A A EE AR A, I H Flowjo v10.8 4T
BAE

1.5 AR AEEEPCR (RT-qPCR)

FREUS0 mg f7 Ik 4l 20, oY R - fF s, i ]
TRIzol i I 7% 48 B Jz Bk 2 20 & RNA, Jf H
NanoDrop 2000 (Thermo Fisher Scientific, 3¢ [% )
For il RNA Wk BE S 2B o e BRGS0 4 1 I 45
(REE, FE), B pg RNA ¥5% 5% 4 cDNA,
I 2 ul cDNA #% B8 QPCRIKH & (RAE%, P HE)
Vi B 45 44 £ 20 ul PCR ¥ 34 /K & . DNA 2 ul,
SYBR FUIR K 10 pl, 51445 0.4 ul, AZE/K 7.2 pl.
i SLAN-96S Ve 1 PCRAY (%A1, HHE) K
MZECAFS, LL27 i 45 20 H 19 3£ K mRNA
FAXT KK ($22), PCRY AT : 95°C 5 min;
95°C 10's, 60°C 30's, 40/ME¥H; 50°C 30 s,

Table 2 Primer sequences

Gene Sequence (5'-3")
f-actin forward CACTGTCGAGTCGCGTCC
f-actin reverse TCATCCATGGCGAACTGGTG

HDAC3 forward
HDACS3 reverse

CCCTACTACAGTTCTTGCTTCC
CCTTGCCACTGTACTTCATCT

1.6 ZEARENEE (Western blot)

20 mg B IRALE, $HRZH 4T - RIPA 2400 :
H A H =1 mg: 10 pl : 0.1 pl &Y H 6 A
RIPA 2 CGBrdese, hE) FIE Bl 7l ,
PR IR LB RAIES K - 24#% 30 min, 12 000 r/min
2.0 10 min, BB {8 BCA : 0 £ 1 vk
B, A LR, IRA 514 10 min, BUE
HAT20 pg/fL, AT RIVIGEERGEER IR (80 V
L7k 30 min, FifiJ5 5% A 120 V HLJK 50 min) . HLJK
SR, BMEORBEZERW MK K
(polyvinylidene fluoride, PVDF). PVDF H 5% fii
BEWWTEFRE R [ L4 50 r/min 4% 2 h.,  PVDF &
T—H AR REWR (HER, TE) BH -
GAPDH (ET1601-4, g%, Hi[E; 1: 10 000) .
HDAC3 (7G6C5, Cell Signaling Technology, 3¢
E; 1:1000), 4°CHFE LK, HE Tween 20 1Y
Tris 2% £k 7K (Tris buffered saline with Tween-20,
TBST) J§VEPVDFE, 8 TLA1 : 10 000 LLAiI#
BRI E AL D bR e B SR BT . SEPTR P
(BPA%RE) I E 2 h, EVRIFHEIT R . H Image
Lab AbFRZ&HT, I 2R 1 BAR X Rk &

1.7 7ARB-1RLZ (hematoxylin—eosin, HE)
BaREEAN

fi ) INBRS BN B IR GO T 4% 2 5
HESA R i, K v 22 58 B S (o FH S 7K AL
HEATIK . ARSI LT T U1 R, X4
APITIRAKE -4 (hematoxylin-eosin, HE) ¥t
&, Sa R E o s, U1 &Ar
BRI THURE R, I3 P PR S A P e A
e Fe PS5 A AL, YD T i — P
HDAC3 (1:100, /12§, "), IL-17A (1 : 100,
TiZ&, HE). IL-10 (1:50, 725, HE), Fii&
HacCiFE I, TEVEIEE P (BbnEh N R
IgGREY); PIZabr, WiE) h37°CIFF 1h,
JDAB Jeifk 2 i b s A (055, IR ARG IR
MRz, R PR IS R HEVI R byl ib bl &
FBX53 e Ha B (Olympus, HA) [,
SR F imageproplus6.0 1144,
1.8 Sitorth

H5 3 M7 % GraphPad Prism 8., SPSS 27.04¢
THEAME, VA P<0.05 A 4eita 522 RinifE . 48
T EZ K H GraphPad Prism 8 2

2 g B

2.1 RGFPY666FI 1858 K IE B 4515 S HI R B IR R
BR A IE

AHAS T X R, R SRe A 2 I 22 ] T 7Y
/NS IR R BR B LD BERERE | 858 431 DA S R ik 4t
RN AR SRR A R sh Sy, HAESE S R
S A R B A B . R A A A A
L, RGFP966 b3 (4R Ji8 5 /)N B R Ik 21 36 T AR
Ko WiJE B R B ™ (Kl la), 5
ZH/INER B2 R HE e e 25 S 7R« X HE A /N BRURZ ik 22
IR ML (3R R 2 S VE I A JE R S5 A 5 R 1Y
B ROUBH 5 s BT Al B R R Bz GRS, i S
BB AU 4 AR 1, RGEP966 Ab BHLZH /)N B 1k £
Ot R R PIEEME TN E (Bl 1b, ¢); M
WKW SCRFAL RS 2 KIT U, RGFP966 A FRZH /NI
BT 9 B 3t T RRR M B RE B PR A (PAST) I 2
X R AR S el (] 1d) . teabh, 5%
HEZH FIER B B AU ZH AR L, RGFP966 Ab EZH /N R
ANEIL . Ik T2 PR A0 & CD4 R CD8' T 4l it
BT o e e 2 (& le~g) o LA LAFGREE RS
B, HDAC3 il 771 b B n 384553 4R g s A Bz JOR A R
F4s By GAE LIV o
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Fig.1 Enhancement of imiquimod—induced psoriatic skin inflammation by RGFP9666
(a) Symptoms of skin on the back of mice. (b) Histopathological changes observed by HE staining. (c¢) Skin thickness measured by HE staining. (d)

Daily PASI score for the symptoms of psoriasis. (e, ) The proportion of neutrophils in blood (¢) and lymph node (f). (g) The proportion of CD4" and
CDS8" T cells in blood. ns, no significance, *P<0.05, **P<0.01, ***P<0.001.
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2.2 RGFPY66#D il B A FA & Bk FTHDA C35% 1%

RT-qPCR &5, MHEFXTHRAL, /N IR
B2 v HDAC3 Y mRNA F2 57K B A%, i
TEX —FEAl I, RGFP966 (1) 5] A A itk — 4 ol A
2 er HDAC3 %3k (K 2a) ., Western blot 25 5 i
N, AR IB R AR T/ INER U iR o HDACS 3R
F 922357k, T RGFP966 (4 il -t A AT Se it
B (EFl2b). fEmdfbss R s, HDAC3 F %
FENT TANMAZE N, HARILL /I BRI 4 A Fn 4 g
Ji N, HDAC3 1K AAHE T X A A W E R,
1Ml RGFP966 1) 1l W) i — 20 B AR T 240 M #% N
HDAC3 [ 357K (K 2¢) . BEA I MAIE
ORI, Wk SRR T AR INER NN R R S 3P
T, WEEA MRS, AR RS T,
RGFP966 11 T Tl fig 1% o & P& K ML Wk CD4"
CDS8' T ik [ 41 it ) HDAC3 fi4 2 ik L 91 Fl 3 3% 7K
Vo, X— AR, RGFPI66 AI BEIE i 52 i fo i
R ATEAL S oAbt B, IR AR e AR AR 1Y
KIE (K2d, e).
2.3 RGFP966i& T/ HDAC3 LIACCEF # L
F Z K8 (CC motif chemokine receptor 8,
CCR8). CCR6. IL-17AKIFRIE

SEEE R BN, S/ NEAMHEL, #2
RGFP966 T Hil4b #H1) /N BLIE CD4™ Tk L 4H A,
CCRS'4iiffl, CCRO ML Th17 4 i) L3 2
PR 0 BT, SME I Th7 40t &2 T
kR (K 3a~d) ., ARBFSE I IE T S 41 b AR KT
FERRA LA T M, a5 /R, IL-17A 5 IL-107E
B RAA A An M b BRI A, B E AL T A
LN, RGFP966 it 4 HfL & 35 i 9 T TIL-17A 1%
KK, AR HE, TL-10 A 2R3k F 3 T T
W (Kl 3e, ), X—K&MIER T RGFP66 N HEXT
B IR R i G e IO A )

3 it i

VAR, A K HDAC3 TEAR 8k & A4 5 & Je
FIVEFEJF R T —LEfff 5% . Thatikonda AIBA 7 5
Qian %™ ) #F 7 K B, ¥E K Bt %
(piperlongumine, PPL) Mg 4 ] i i:d ik il 5 05 24
Ml HDAC3 WY A% 5% 00, 2% fff B )8 0 FF 2 Bk 9 0E
Choudhary &5 ' J& S il HDAC3 R 34 hin /7 5B
A A0 i 7K B 1B 7K 11 3 (aquaporin 3, AQP3) A3
ik, PRINH HDAC3 1] FT AQP3 ik [ A &
5 WAR S 96 IR T o BRI, 3 BB B 5% 7 9 7R

HDAC3 e & 9 B VE R B A AR — 2 B R B
R = 7E S PR rh R S A i HDAC3 Y B
PAESE, BEZERETERAMME, 20 THRERH®
O SCHER) Th17 AMVER . BRI, 7Esh¥ sy
R SR A R HDACS,  DAIGIE AR AR i s s B
RS UIER, B hEEL,

(HAERME, SRt e £, HDAC3
R 2 P EL Th17 40 M 5 Treg 4 MY 22 18] () -1y ,
PRAERIEG T 415 Th17 40534k, iG] & 5@ 50
) 1A B B R 5 ARE B [RIE, DRI AT
TAEWR AT, &7 RGFPI66 g% 1 i 4 & T 40
M rf Th17 4HM i e f) Y JETF XS R B, ARDFSE
T il 57> BUER TS S A 784 14 ] Psf SR FH 55 57 £t HDAC3
B AR RGFPO66 A H, W& H X g 1k Jig
HIS2M ., FIT4E R 7R, RGFP966 Ab B i 2% finl il
TR B ASTRL/IN B B R AR SN, N TR Y
KAEMERE ., X—I5 5 IL-23-1L-17A 5l 305 %
YIFH5E, HDAC3 | §:2 CD4" T 4+ Th17 4f
Me el BT, w7 R R A IL-17A 3k
TR, T AR e )

CCR6VE N —FPrE ik B AR L A L rp 354 3
RSN G B MBIz IR, LSRRIk 5 2R R 0E
PR ERAC, WIEERIE . 2R R AE RIS
PR ST g8 45 1214 CCR6 Bl HUAR SRR AR #a 1k
F Bt & 20 (C-C motif chemokine ligand 20,
CCL20) 1%, ik CCR6 ik [ 20 i 3T 3% 3 48 i &
fif 115181 CCL20 F1 CCR6 [ IATEAR 8 i S5 18 kR
i S R 2 R 1, CCR6 7E Th17 41 fiEg
H ) 2R R L Th 7 20 M R 1 B 8K 3 )
Jf 5 CD4 3 [7] £ o5 Th17 40 M &9 3= 5 3 m br
id 22 RS E—AIESE, HDAC3 #2338
T THE4ni CCR6™ T AU LU, 5 1L-17A
KV TR —3k, #F—20IESE T HDAC3 78 i 4%
Th17 40 Ak S5 DR b B ZE/EH

CCR81E N5 —Fhis I G & (B Z A, HE
IRTIZ A T TRIRG A T bk B0 400 0 A % iz JEk g
T AR, 2 T 4000 5 2 L R F 25 T
ic, EEEAAR CCL1 22, #afk [T CCR8 B 1E
B R QAR PR e 4% AR AR P AR B T — i F
g% 8 K BF 9% %F CCR8 % ik 19 & W & B .
HDAC3 #lifil] J5 9L IE T 40 s CCR8 1Y 2% 15 B f 344
e X —g5 R, HDAC3 il vl A i b
CCRS 323k, JA¥E SR T bk E0 40 M A 2 1k 01 S5
HEmR AR R R A R R
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Fig. 2 Inhibition of HDAC3 expression in mice by RGFP966
(a) HDAC3 mRNA expression in mice skin. (b) HDAC3 protein expression in mice skin. (¢) HDAC3 expression in mouse skin detected by
immunohistochemistry. (d, €) The proportion of HDAC3 positive cell in CD4" (d) and CD8" (e) T cells in spleen. ns, no significance, *P<0.05,

**P<0.01. FMO: fluorescence minus one. IOD: integrated optiondensity.
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Fig. 3 Changes in related immune molecules caused by the effect of RGFP966
(a—c) The proportion of CCR8" (a), CCR6" (b), and IL-17A" (¢) cells in CD4" T cells in spleen. (d) The proportion of IL-17A" cells in CD4" T cells in
blood. (e, f) IL-17A (e) and IL-10 (f) expression in mouse skin detected by immunohistochemistry. ns, no significance, *P<0.05, **P<0.01, ***P<
0.001. FMO: fluorescence minus one. IOD: integrated optiondensity.
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Inhibition of HDAC3 Promotes Psoriasis Development in Mice
Through Regulating Th17"
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Abstract Objective To investigate the influence of histone deacetylase 3 (HDAC3) on the occurrence,
development of psoriasis-like inflammation in mice, and the relative immune mechanisms. Methods Healthy

C57BL/6 mice aged 6-8 weeks were selected and randomly divided into 3 groups: control group (Control),
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psoriasis model group (IMQ), and HDAC3 inhibitor RGFP966-treated psoriasis model group (IMQ+RGFP966).
One day prior to the experiment, the back hair of the mice was shaved. After a one-day stabilization period, the
mice in Control group was treated with an equal amount of vaseline, while the mice in IMQ group was treated
with imiquimod (62.5 mg/d) applied topically on the back to establish a psoriasis-like inflammation model. The
mice in IMQ+RGFP966 group received intervention with a high dose of the HDAC3-selective inhibitor RGFP966
(30 mg/kg) based on the psoriasis-like model. All groups were treated continuously for 5 d, during which
psoriasis-like inflammation symptoms (scaling, erythema, skin thickness), body weight, and mental status were
observed and recorded, with photographs taken for documentation. After euthanasia, hematoxylin-eosin (HE)
staining was used to assess the effect of RGFP966 on the skin tissue structure of the mice, and skin thickness was
measured. The mRNA and protein expression levels of HDAC3 in skin tissues were detected using reverse
transcription real-time quantitative polymerase chain reaction (RT-qPCR) and Western blot (WB), respectively.
Flow cytometry was employed to analyze neutrophils in peripheral blood and lymph nodes, CD4" T lymphocytes,
CD8" T lymphocytes in peripheral blood, and IL-17A secretion by peripheral blood CD4" T lymphocytes.
Additionally, spleen CD4" T lymphocyte expression of HDAC3, CCR6, CCRS, and IL-17A secretion levels were
analyzed. Immunohistochemistry was used to detect the localization and expression levels of HDAC3, IL-17A,
and IL-10 in skin tissues. Results Compared with the Control group, the IMQ group exhibited significant
psoriasis-like inflammation, characterized by erythema, scaling, and skin wrinkling. Compared with the IMQ
group, RGFP966 exacerbated psoriasis-like inflammatory symptoms, leading to increased hyperkeratosis. The
psoriasis area and severity index (PASI) skin symptom scores were higher in the IMQ group than those in the
Control group, and the scores were further elevated in the IMQ+RGFP966 group compared to the IMQ group.
Skin thickness measurements showed a trend of IMQ+RGFP966>IMQ>Control. The numbers of neutrophils in
the blood and lymph nodes increased sequentially in the Control, IMQ, and IMQ+RGFP966 groups, with a similar
trend observed for CD4" and CD8" T lymphocytes in the blood. In skin tissues, compared with the Control group,
the mRNA and protein levels of HDAC3 decreased in the IMQ group, but RGFP966 did not further reduce these
expressions. HDAC3 was primarily located in the nucleus. Compared with the Control group, the nuclear HDAC3
content decreased in the skin tissues of the IMQ group, and RGFP966 further reduced nuclear HDAC3. Compared
with the Control and IMQ groups, RGFP966 treatment decreased HDAC3 expression in splenic CD4" and CD8" T
cells. RGFP966 treatment increased the expression of CCR6 and CCR8 in splenic CD4" T cells and enhanced IL-
17A secretion by peripheral blood and splenic CD4" T lymphocytes. Additionally, compared with the IMQ group,
RGFP966 reduced IL-10 protein levels and wupregulated IL-17A expression in skin tissues.
Conclusion RGFP966 exacerbates psoriatic-like inflammatory responses by inhibiting HDAC3, increasing the
secretion of the cytokine IL-17A, and upregulating the expression of chemokines CCR8 and CCR6.
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