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F A% (P < 0.05),ZDHHC18 ,F 7 MLILE) & B o (-SMA), T 2R (Collagen 1), 4Fi%%& & (Fibronectin) , TNF-a \MCP-1 IL-67=
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miR-338-3p alleviates renal fibrosis in obstructive nephropathy via targeted
regulation of ZDHHC18

XU Fangli, XU Ke, GUO Liqin, WANG Huan
(Department of Nephrology , Xinxiang Central Hospital , Xinxiang 453000, China)

Abstract Objective To explore the mechanism by which miR-338-3p alleviates renal fibrosis in obstructive nephropathy (ON) via
targeted regulation of ZDHHC18. Methods Human renal proximal tubular cells (HK-2) and 60 mice were randomly divided into six
eroups: Ctrl, Model , negative control (NC) mimic, miR-338-3p mimic, miR-338-3p mimic + overexpression (oe) NC,and miR-338-3p
mimic + oe ZDHHC18 groups. Cell proliferation and migration were assessed using 5-ethynyl-2”-deoxyuridine (EdU) and Transwell
assays. Western blotting detected fibrosis markers and epithelial-mesenchymal transition (EMT) -related proteins. The expression levels
of tumor necrosis factor a (TNF-a), monoeyte chemoattractant protein-1 (MCP-1), and interleukin-6 (I11.-6) were measured by quantitative
real-time polymerase chain reaction (QRT-PCR). The 24-h urinary protein (24 h UP), serum creatinine (Scr), and blood urea nitrogen (BUN)
levels were determined, and histological staining was performed. Results  Compared with the Cirl group, the Model and NC mimic groups
showed significantly decreased miR-338-3p, E-cadherin, and ZO-1 expression (P < 0.05), and significantly increased ZDHHC18 ,a-smooth
muscle actin (a-SMA),collagen I ,Fibronectin, TNF-a, MCP-1,1L-6 and vimentin expression,as well as EdU-positive cells and migra-
tory cells (P < 0.05). The miR-338-3p mimic group showed opposite changes (P < 0.05),and co-transfection with ZDHHC18 reversed
the effects of miR-338-3p mimic (P < 0.05). Animal experiments were consistent with cell experiments. Conclusion miR-338-3p can
effectively inhibit the inflammatory response and EMT processes by targeting and suppressing ZDHHC18 expression, thereby alleviating
ON-induced renal fibrosis.
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SO it R AL LT 4 A0 5 W 09 1 PR AT T
PREE'Y BRNA (microRNA, miRNA) J&— 2K B Ky
20~22 K% Bl 4 3 JR P A 2 i /RN A, 1T 38 i 45
BARILIN 3 AEEEIX (3 untranslated region,3  UTR)
PR R LY, 2 5 B i . miR-338-
3pfE 2Vt B 5 T 2Rk R U, R A S R
Fi5K 7 2 1 [RE4) (phosphatase and tensin homolog,
PTEN) & 1540 i WUALT 4 4 2346 . ZDHHC18
S — PR A R R R B 1t , T AL R ASH A 19 1k
WEMEK/ERK-RREB {5 538 %, 2 ik % fb 2B
FB1 (transforming growth factor-1, TGF-B1) i FHY
EMT, 2 5 £F 4 A6 04 S S 42 [ 71 A R 93
WS B2 & BimiR-338-3p 5 ZDHHC 1 847 AR 4%
A AL A, B miR-338-3pid ik 4 1] 90 ilZDHHC 18%%
FRRONT RS 1 B 2T 2 Ak, M (AR PN A SE HES THOIE

1 HESF®

1.1 4 Fnsc s sy

BT S/ N AR R HK-2 R0 IR B 40 i 22 293T
g B B BAE ARG IR A, 60 8 i SPF
PEPECSTBLIO)/ N R E (20 £2) ¢, I HIL TR
AW AR A B B AR SR TR 18~25 C R
40%~75% 12 h/12 holt; B/ S 15 95 PR PR 55 v, 338 7 e
FERFRT d AR ARG TR BE AR B2 D1 254tk
1.2 FZHLH

64 175 (fetal bovine serum , FBS) . 55 75 2= —4%
75 2% TRIzolix 7 Fllipofectamine™ 30000 [ 3 [ 3%
B R B A ] TGFBUW H 3& [E Peprotech 2y
] 3SYBR Green Mix qPCRIA [ L1 4 B RHEA P14 A
A R 2 7] s miR-338-3p mimicfi 75 £ 2% 74K (Ad-miR-
338-3p mimic), ZDHHC183 3 ik Iif 3 5 £ 1A (Ad-
oe ZDHHC18) K ILHIHEXT BENC mimicFlloe NC  BF A=
RZDHHC18-WT K %828 B ZDHHC 18-MUT#H; )t 2 fif§
A 35 DR O, F M 75 5 35 DR TR0 PR W) 45 i
EdU HEfiIMassonx €371 04 1335 < KA Y
AA PR AL i DUVLEIEE Ha (a-smooth muscle ac-
tin,a-SMA) | £F i 2 [ (Fibronectin) . ZO-1 FIGAPDH
Poikl A £ ECSTA A 1 R (Collagen 1) E-
cadherin I FE & [ (Vimentin) FUARN [ 9% [ abeam
I\ 5 I WUBF (serum creatinine , Ser) I /R 2% &
(blood urea nitrogen , BUN) 15 &) [ KT A4 4 52 56

FHEAH]
1.3 4ifssss ol

FFHK-241 Jitd 43 A 64 : Crl4 (IE # HK-241 Jifd) |
Model4 (TGF-B1i%55F) NC mimic4 (TGF-B1if5 T +4%
YENC mimic) .miR-338-3p mimicZ] (TGF-B1i7 S:+54 44
Ad-miR-338-3p mimic) .miR-338-3p mimic+oe NCZ
(TGF-B1i% F+3L 4% YL Ad-miR-338-3p mimicFloe NC)
HImiR-338-3p mimic+oe ZDHHC184H (TGF-B1i5 5+
F %5 Yt Ad-miR-338-3p mimicFloe ZDHHC18) . HK-2
Y AfIAE 75 10% FBSHIN1 %7 5 5= i 87 2= I DMEME: 5%
FHerr 37 °C 5% COK: 57 i Flipofectamine™ 30004%
VLA Gy, BRCl4 A1, 5 4448 s 10 ng/mL TGF-1
Ab P48 h®
1.4 SERFEEPCR

SR S 7 PCRAGHI g R AE Al o (tumor ne-
crosis factor o, TNF-o) Sz AN L -1 (monocyte
chemoattractant protein-1, MCP-1) FIFHZHHI/ 2 -6 (in-
terleukin-6,IL-6) . fiff FHTRIzoliat 71 M HK-24H itg 11 15
ZH 21 b B BUEARNA |, NanoDrop ND-10006 I 9 J& &
Al B pg M RNA, ] FHPrimerScript RTi 71 8100 4%
%, PCRJZ ¥ % HISYBR Green Mix{EPrism 7500 SDS
R0 F AT R 2 SO A R A i AIGAPDHER,
U6YERNZ: 51 HP 5 L3R .
1.5 BUEGER M i R S g

Fl FilstarBase 3.0%(4} /2 (https : //starbase.sysu.edu.
en/) FiiMmiR-338-3p 5ZDHHC 185: M3 UTRAY 45
A7 BENCE miR-338-3p mimic . ZDHHC18-WT
N ZDHHC18-MUT?E '3 il i 45 i [A] pokr e e 28
293THH . 5% G448 hJ , SR IR ) 22 i o 147 &
oI ' 2R R A o
1.6 EdUSZE

BFHK-241 ] LA1.0 x 10°/4L £ F F48FL #e.
EdU 37 CIFH2 h, 4% P 725 min, 0.5% Tri-
ton X-1004b #H25 min, 5 Y& 4 5% 75 30 min, Hoechst
33342FRICDNA , % b i TR .
1.7 Transwell 225

FEHK-241 8 LA2.5 x 10°/fLEERD 24400, B 4
$81% FBS, N 4N 10% FBSE; F5E 7k H IR
FERITREANN, T A 2295% L BEE E L0.1%4%
An AR, AEE T BEALE IS ST 4L
1.8 Western blotting
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K FHRIPAZY fifk 22 vl i 4 U 2 21 FTHK -2
J S EE T, BCAT: I 702 vk B 30 pgfh 19 #E47SDS-
PAGEHLIK, ¥ % ZPVDFE . 5%MWiNgFLE 2 h, —
Pt (@-SMA . Collagen I \Fibronectin ,E-cadherin .
70-1 Vimentin 2 GAPDH, 1 : 1000)4 CIHFFF T’
HRPHRIC - PL % IR IF &1 h, ChemiDoc ™MPRE A% £
48 65, Image ) SR 3BT SRR JEE
1.9 Zh¥ o S

P60 H /N AL A Cirl2H . Model 2H \NC mimic
2 \miR-338-3p mimicZ .miR-338-3p mimic+oe NC
2H FlmiR-338-3p mimic+oe ZDHHC184H , % JH HLfi]
I PR 4% 45 F1, (unilateral ureteral obstruction, UUO) &
HEEONE A | IR B AR T, R I T AR LS, %)
/N BUAT 2 0w DR A 45 LI 125 9T 5 e 2L AL 25 i DR
. UUOAJG24 hif i FEFH K S  Ad-miR-338-3p
mimic (1 x 10°PFU/H,) FlAd-oe ZDHHCI18) (1 x 10°
PFU/F) B 8 , TESHARUR 100 plLs
1.10 24 hfR# 1 (24 h urinary protein, 24 h UP) Scr
FIBUNAG M

RIGEE14 K ¥/ EBARIE, 2512 h, 1k
££24 hIR I 224 h UP. RJF 5515 K, B 3h kR
1ML, 3 000 r/minZ5Cr 15 ming3 &5 ML , Kl SerAIBUNIK
-, B R AR AR BB /N
111 80

V4% 22 5 W 181 22 1) B IR AR s (0 1L 461
Y1 H (84 um), FE1T7HE M Masson¥e {4, i i35 T W
ﬁz[“]

112 g gk Ayt

B ED) R i K AR S AT A R R B
2.5%111 F- 1ML 75 B AT, Soa-SMA | Collagen T FllFibronec-
tin(1 : 100) —4i4 CHEF LK. PBSYERE S =40
J¥E ,DABRSE , IR AR R Y i TSR
113 Gt

K JHSPSS 23.05K AT Ge it o o T HE BB
x =577, 22 USRI SUZ Student s 555, 240 L
R FH AN 2 225001 (One-Way ANOVA), 41 1] 22
S HAE A SNK-g/ 5 . P <0.05 h R BG4
M

F1 5MF7
Tab.1 Primer sequences
Gene Primer Sequence (5°-3")
miR-338-3p Forward GGGGTACCGAATCTTCCCAGTAGGCG
Reverse TTGCGGCCGCAA AGGAGA AGGGCCAAAC
v6 Forward ATTGGAACGATACAGAGAAGATT
Reverse GGAACGCTTCACGAATTTG
Human ZDHHC18 Forward GCAACTTCCTCTCCACTCTG
Reverse GTACGTGTGAAACCCTGAGAG
Human GAPDH Forward CAGCCTCAAGATCAGCA
Reverse TGTGGTCAT GAGTCCTTCCA
Human TNF-« Forward GAGCTGGCCGAGGAGGC
Reverse CACGATCAGGAAGGAGAAGAGG
Human MCP-1 Forward AGTCTCTGCCGCCCTTCT
Reverse GCTGAGCGAGCCCTTGG
Human IL-6 Forward CGTGCATGACTTCAGCT
Reverse AAGTGCAGCTTAGGTCGT
Mouse ZDHHC18 Forward CAACTTCCTCTCCGCTCTG
Reverse TCTTCGTTAGTTGTCAGGTTGG
Mouse GAPDH Forward CCCTTATTGACCTCAACTACATGGT
Reverse GAGGGGCCATCCACAGTCTTCTG
Mouse TNF-« Forward ACCCTCACACTCAGATCATCTTC
Reverse TGGTGGTTTGCTACGACGT
Mouse MCP-1 Forward TTAAAAACCTGGATCGGAACCAA
Reverse GCATTAGCTTCAGATTTACGGGT
Mouse IL-6 Forward ACAAAGCCAGAGTCCTTCAGAGA
Reverse CTGTTAGGAGAGCATTGGAAATTG
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2.1 miR-338-3p7EHK-241 it i 22 1k 7K F

5Cul41(0.99 + 0.04) AL, Model£ (0.23 + 0.02)
HINC mimicZ (0.24 + 0.03) miR-338-3p# ik i % %
ik (P < 0.05) ; 5Model 41 FINC mimicZH A H. , miR-338-
3p mimicZmiR-338-3p3Kik (0.62 + 0.04) 3 i
(P < 0.05) ;miR-338-3p mimic+oe NCZH (0.61 + 0.06)
FImiR-338-3p mimic+oe ZDHHC1841 (0.62 + 0.03) 5
miR-338-3p mimicZd AH Lk, 25 5 oG8 it & L (P >
0.05) .
2.2 miR-338-3p#l[MZDHHC18

i# 1 starBase 3.071 7)ﬂ']miR—338-3p'5ZDHHC18
ZEAE S (K1) o 5NC mimicZd (1.02 +0.07) AL,
miR-338-3p mimicZHZDHHC18-WT{F 1 i 3 P& A%
(0.25 +0.02,P < 0.001), MiZDHHC18-MUTJC it % %
5£(0.99 £0.05,P =0.835) . 5Cul4 (1.01 £ 0.03) #H
L., Model4d (4.06 + 0.16) FINC mimicZ (4.08 £ 0.13)
(NZDHHC18335 18 35 1 1 (P < 0.05) 5 5 Model 2H #1
NC mimicZ{ A It , miR-338-3p mimicZ{ZDHHC185%

ik (2.01 £0.11) & ZFFEAL (P < 0.05) ; 5miR-338-3p
mimicZ] FlmiR-338-3p mimic+oe NCZ (1.98 +0.13)
AHH: , miR-338-3p mimic+oe ZDHHC182HZDHHC18%
ik (3.27 £ 0.20) 1 (PH#)< 0.05)

5" ... AAACGGGUUUAUUAAUGCUGGG 3’

GUUGUUUUAGUGACUACGACCU... 5

ZDHHC18-WT
miR-338-3p 3

ZDHHCI8-MUT 5 .. AGUCGGGUGUCUGAUCUUCCAG 3
E1 miR-338-3p5ZDHHC18HIRIa 45 A fir R Tl

Fig.1 Prediction of the targeted binding sites between miR-338-
3p and ZDHHC18

2.3 miR-338-3pHl [1]ZDHHC 18X} HK-24 Jfd 1 5¢ 1
w2l Al

5CuldlHl e, Model 41 FINC mimicZH Y EAUFH
P 240 Jf L 451 R0 #5240 MR S 2 (P < 0.05) 5 5
ModelZH FINC mimicZLAH L , miR-338-3p mimicZl i
FFEAK (P <0.05) 5 5miR-338-3p mimicZH FlmiR-338-
3p mimic+oe NCZHAH L , miR-338-3p mimic+oe ZDH-
HC184H 441 (P < 0.05), W42 K2,

%2 miR-338-3p#L[EIZDHHC 183t HK-240 Rt 3E 5 iE 72 R =2
Tab.2 Effects of miR-338-3p targeting ZDHHC 18 on proliferation and migration of HK-2 cells

Group n EDU-positive cells (%) Migratory cells
Curl 3 17.86 +1.13 138.59 + 9.65
Model 3 57.65 = 4.75" 399.45 + 16.42"
NC mimic 3 58.37 = 4.63" 391.02 + 18.75"
miR-338-3p mimic 3 28.94 +2.4177 201.34 + 15.34”%
miR-338-3p mimic+oe NC 3 30.01 +3.26 206.41 + 13.59
miR-338-3p mimic+oe ZDHHC18 3 42.68 +3.99” 310.18 +20.24"

1) P < 0.05 vs. Ctrl group;2) P < 0.05 vs. Model group;3) P < 0.05 vs. NC mimic group;4) P < 0.05 vs. miR-338-3p mimic group;5) P < 0.05 vs. miR-

338-3p mimic+oe NC group.

2.4 miR-338-3pHl [A]ZDHHC 18X} HK-241 fif £T 4 1k
Ay S BN

5CulZi A8 I, Model L FINC mimic ja-SMA |
Collagen I FlFibronectinf [ 35 /K- g & 14 (P <
0.05) ; 5Model 4 FINC mimicZl 4 kL, miR-338-3p
mimicZH B E K (P < 0.05) ; 5miR-338-3p mimicZH
HImiR-338-3p mimic+oe NCZH A [t , miR-338-3p mi-
mic+oe ZDHHC184H i 3411 (P < 0.05), WLIEI3.
2.5 miR-338-3pHl [1]ZDHHC 18X} HK-24 Jifd 48 i
RS AR

55 Cirl 41 A b , Model 20 FINC mimicZH Y TNF-a,
MCP-1HIL-6 357K B2 /il (P < 0.05) ; 5 Model
ZHFINC mimicZ14H ., miR-338-3p mimicZH i & R
(P <0.05) ; 5miR-338-3p mimicZ] fllmiR-338-3p mi-
mic+oe NCZLAH L , miR-338-3p mimic+oe ZDHHC18
2 RN (P<0.05) JILER3.

2.6 miR-338-3p#ll[a]ZDHHC18%F HK- 241 B EMTAH 5
R IR 5

5Culdl M E, Model 4L FINC mimic4 [ E-cad-

herin F1Z0-13 357K i 2 FE AL, VimentingG ik 7K -
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EBEROC R BS54

T ZZ A (P < 0.05) 5 5Model 4 FINC mimicZHAH L,
miR-338-3p mimic# [{E-cadherinf1Z0-13& 15 7K - i
FIEIM, VimentinZ A 7/K-F- 2 FHFEAK (P < 0.05) ; 5
miR-338-3p mimicZ] FlmiR-338-3p mimic+oe NCZH Al

Ctrl Model NC mimic

EdU

DAPI

Invasive cells

miR-338-3p

NC mimic

I, miR-338-3p mimic+oe ZDHHC184H Y E-cadherin
FZ0-1335 7KV i 25 BEAK, VimentingR 35 7K - i 2
(P <0.05), WIEl4,

2.7 miR-338-3pH# [[]ZDHHC18%FON/)N LB B fE Y

miR-338-3p
mimic+oe

ZDHHC18

miR-338-3p

mimic mimic+oe NC

A
iR-338-3
miR-338-3p miR-3383p ot '
mimic mimic+oe NC nggg(,(l);
S AN Eog T IRt LY ' 2 R O B!
e, R R L .':‘ﬁ?' 4 S
T e X AR Tey STl «A,.
et it BEB PVt ) N
PRI e L Tl
o1 BRI e 5‘7\'
i SRR L ‘-41"1’ B

A,EdU assay; B, Transwell assay.

E2 miR-338-3p#l[EZDHHC 183t HK-240 B s sE FiT 7 1) &

40 x 200

Fig.2 Effects of miR-338-3p targeting ZDHHC18 on HK-2 cell proliferation and migration x 200

1 2 3 4 5 6

-SMA e S S e S — 42 10°
Collagen 1 e D G — — — 130 x 10°
Fibronectin — W—_— S S S 062 < 10
GAPDH S S S S S 36 (0

1, Cirl group;2, Model group;3,NC mimic group;4,miR-338-3p mimic group;5, miR-338-3p mimic+oe NC group; 6, miR-338-3p mimic+oe ZDHHC18

group.

E3 miR-338-3p#R[EZDHHC 18Xt HK-240 fifl 4T 4 4L AR 5 BB B RIiZ R B4
Fig.3 Effect of miR-338-3p targeting ZDHHC18 on the expression of fibrosis marker proteins in HK-2 cells

21|
5 Curl4d AH ., ModelZH FINC mimicZ] /)N B
miR-338-3p3K ik Ik & [ K (P < 0.05),ZDHHC18%

iK.24 h UP SerFIBUNJK - 1401 (P < 0.05) 55
ModelZ] FINC mimicZ #H Lt , miR-338-3p mimicZ] />
FLAYmiR-338-3pF ik i F 1N (P < 0.05),ZDHHC18
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F3K .24 h UP . SerFIBUNJK - i 2 A% (P < 0.05) 3 ZDHHCI1831k .24 h UP ScrFIBUN/K - i 4 (P <
5 miR-338-3p mimicZ] HlmiR-338-3p mimic+oe NCZ 0.05), .34,
AHH , miR-338-3p mimic+oe ZDHHCI8Z/NEAY 2.8 miR-338-3pHl [ ZDHHC18%FON/ N FRL 1 £H 21

%3 ER[EZDHHC18#ImiR-338-3pXTHK-24 Al Fr % fiE B F B 8401
Tab.3 Effects of miR-338-3p targeting ZDHHC18 on inflammatory cytokines in HK-2 cells

Group n TNF-a MCP-1 1L-6
Cirl 3 0.99 = 0.05 1.00 = 0.04 1.01 £0.05
Model 3 3.16 £ 0.20" 4.92 +0.26" 5.94 +0.37"
NC mimic 3 3.19+0.17" 5.02+0.23" 6.12 +0.30"
miR-338-3p mimic 3 1.46 £0.13” 1.94 £0.18”" 2.15£0.15"
miR-338-3p mimic+oe NC 3 1.52+0.14 1.99 +0.20 2.13+0.17
miR-338-3p mimic+oe ZDHHC18 3 2.59£0.19 3.85+ 0257 4.02 + 032

1) P < 0.05 vs. Ctrl group;2) P < 0.05 vs. Model group;3) P < 0.05 vs. NC mimic group;4) P < 0.05 vs. miR-338-3p mimic group;5) P < 0.05 vs. miR-
338-3p mimic+oe NC group.

E-cadherin e S - A s B 35x10°
70-1 — - A e s 220 x 10°
Vimentin S NS S S B e 410

CAPDI | M — 0

1, Cirl group;2,Model group;3,NC mimic group;4,miR-338-3p mimic group;5, miR-338-3p mimic+oe NC group;6,miR-338-3p mimic+oe ZDHHC18

group.
El4 miR-338-3p#E[alZDHHC 18X FHK-24AEMTHE % & B RIiZHI S0
Fig.4 Effect of miR-338-3p targeting ZDHHC18 on the expression of EMT-related proteins in HK-2 cells
%4 miR-338-3p#B[EIZDHHC 18Xt ON/INRR ¥ Th L B 8401
Tab.4 Effects of miR-338-3p targeting ZDHHC18 on renal function in ON mice
Group n miR-338-3p ZDHHC18 24 h UP (mg/24 h) Ser (pmol/L) BUN (mmol/L)
Crl 10 1.01 £0.06 1.00 £0.05 75.03  6.95 27.94 £2.05 531£0.78
Model 10 0.21 0.02" 5.94+0.64" 652.46 +32.67" 145.72 +9.78" 2137 +2.11"
NC mimic 10 0.22 +0.03" 6.10 + 0.59" 641.05 + 46.95" 14762+ 11.12"  20.94 = 1.86"
miR-338-3p mimic 10 0.68 +0.05" 2.05+0.162Y  299.46 + 23.63” 50.12 + 4347 8.67 +0.66>"
miR-338-3p mimic+oe NC 10 0.70 +0.06 2.01+0.20 308.65 + 25.01 48.99 +5.16 8.92+0.75
miR-338-3p mimic+oe ZDHHCI8 10 0.69 + 0.04 3.74+031YY  479.59 +38.05" 97.82+7.92"  16.04 + 1.42Y

1) P < 0.05 vs. Ctrl group;2) P < 0.05 vs. Model group;3) P < 0.05 vs. NC mimic group;4) P < 0.05 vs. miR-338-3p mimic group;5) P < 0.05 vs. miR-
338-3p mimic+oe NC group.

PR3 1) 5 1291, ModelZH FINC mimicZH /)N BB /NG [ Kz 40 il
o WABE WAL B, Coldl/ NS IR 212, 25 AR AR, e o /NVE B 35 9 K, T i R i R E 41
P oEHE, B/ NE T EAR sy, M B E R AE A MR R R DU . miR-338-3p mimicZ] FlmiR-
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338-3p mimic+oe NCZH/INR B /IVE Y T2k , S AE 2
LD, IR . S miR-338-3p mimic+oe

NC mimic

miR-338-3p mimic

NCZH A Et , miR-338-3p mimic+oe ZDHHC18ZH /)N,
RAEAN MG 2 Fp ], DL S .

miR-338-3p mimic+ miR-338-3p mimic+

oe ZDHHC18

miR-338-3p mimic+
oe NC oe ZDHHC18

miR-338-3p mimic+

A, HE staining; B, Masson staining .
E5 miR-338-3p#B[EZDHHC183TON/NR S AL RIBIRGHIRMT  x 400
Fig.5 Effects of miR-338-3p targeting ZDHHC18 on renal histopathological damage in ON mice x 400
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Tab.5 Effects of miR-338-3p targeting ZDHHC18 on fibrosis marker protein expression in renal tissues of ON mice (%)

Group n a-SMA positive cells Collagen I positive cells Fibronectin positive cells
Cirl 10 2.01+0.19 1.42+0.13 1.87+0.15
Model 10 2359 +3.07" 40.64 +5.62" 2534 +4.15"
NC mimic 10 24.39 +3.23" 38.12+5.13" 26.75 + 4.39"
miR-338-3p mimic 10 5.64+ 029" 10.49 £ 1.4177 2.35+0.19"
miR-338-3p mimic-+oe NC 10 5.34+0.31 11.64+1.32 243 +0.17
miR-338-3p mimic+oe ZDHHC18 10 9.91 +0.45 23.56 + 177" 8.53 +0.67""

1) P < 0.05 vs. Ctrl group;2) P < 0.05 vs. Model group;3) P < 0.05 vs. NC mimic group;4) P < 0.05 vs. miR-338-3p mimic group;5) P < 0.05 vs. miR-

338-3p mimic+oe NC group.
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EModel4] FINC mimicZH A ., miR-338-3p mimicZ
i AL (P < 0.05) 5 5miR-338-3p mimic4] AlmiR-
338-3p mimic+oe NCZ A L, miR-338-3p mimic+oe
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K 8 FE R AR (P < 0.05) 5 5Model 41 FINC mimic£l
A E , miR-338-3p mimicZ /) §l BYE-cadherinfIZO-1
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Fig.6 Effect of miR-338-3p targeting ZDHHC 18 on the expression of fibrosis marker proteins in renal tissue of ON mice x 400
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Tab.6 Effects of miR-338-3p targeting ZDHHC18 on inflammatory cytokines in ON mice

Group n TNF-o MCP-1 1L-6
Cirl 10 0.99 +0.07 1.03 +0.09 0.97 +0.06
Model 10 9.98 +1.01" 1133+ 1.24" 502+021"
NC mimic 10 1034 +0.85" 12.05 + 1.37" 5.06 +0.23"
miR-338-3p mimic 10 4.01 025" 492 £0.42”7 248 £0.25”
miR-338-3p mimic-+oe NC 10 4.09 +0.30 4.86+0.37 2.53£0.19
miR-338-3p mimic+oe ZDHHC18 10 8.67 +0.46 9.32£0.61" 425 +0.32"

1) P < 0.05 vs. Ctrl group;2) P < 0.05 vs. Model group;3) P < 0.05 vs. NC mimic group;4) P < 0.05 vs. miR-338-3p mimic group;5) P < 0.05 vs. miR-
338-3p mimic+oe NC group.

Ercadherin - - e e - 135 x 10°
70-1 -- -.. - 220 x 10°
vimentin - M G e B R R 570
GAPDH S S A S A 42x10°

1, Ctrl group;2,Model group;3,NC mimic group;4,miR-338-3p mimic group;5, miR-338-3p mimic+oe NC group; 6, miR-338-3p mimic+oe ZDHHC18

group.
E7 miR-338-3p#B[EmZDHHC18%ON/INR S AL EMTHE X R B RIEHIZM
Fig.7 Effect of miR-338-3p targeting ZDHHC18 on the expression of EMT-related proteins in renal tissue of ON mice
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