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Research of losartan inhibits GPR84 — mediated M1 polarization of macrophages to

ME: BN TSR MR B 0 FALH . i S sSEsiay
BN BRBEDL T A BT AR A BRA (R E AL LR @) (SP 2 (A
JE4T 15 mg - kg™ RSEIDIRIGTTY) FEPURAL @S 4T 30 mg - kg T 9 G 3R
FIBIKSZ 14 84 (GPR84) #5477 GLPGI1205 547 ], BF4H 10 H . FHNGHR fo 52 WK ff
(ELISA) SZa6ykor I i 35 B 0 A 46 0 , FH S e A1 Ak A B 41 21 GPR84 #1434k,
7% 86 ( CD86 ) Zi [ AH X} Fe ik /K s S AT 986 e 1 3R A Al S L (RT — qPCR) ¥
Fori B 2H 2N R T3R5 . 20 B SE IR 41 THP — 1 21 B AL 432 % BB 175
S (M BIE VAN A ) 254l (S + 10 pg - mL™ [ TH) 259 +
6 -0AU H(ES + 10 pg - mL™" A4 TP3H + 1 wmol + L' 4 GPR84 4 3l 7
6 — OAU) , HI#E 1 B EN3E (Western blot) 5285 ¥ 46| GPR84 4K [ AHXS 23K IKF-,
FAAGIEDE IR A CD86 AHXT 335 /K -, F RT — qPCR ¥4 il 4H i 5 F-4H
MRIZKTVo ER YFTEE BT AL BRIE G HAATEYR AN R
B R 2 4 (BUN) 7K F 4> 5 3 (48.55 + 4.54 ), (111.28 = 5.83) .,
(71.52£4.79) F1 (79.10 + 8.12) mmol - L~"; Il 3& JJL & BF ( SCr) 43 %1 K
(13.33 £1.58) .(64.12 £6.91) .(30.43 £5.80) F1(40.09 +4.49) pmol + L™";
GPR84 37 #4 ¢ % FE {5 4> B 4 0.05 + 0.01,0.08 = 0.01,0.05 + 0.01 #I
0.05 £0. 01,CD86 -4/ 25 JF {5 43 %1 4 0. 03 +£0.0. 08 +0.01.0.05 +0.01 FI
0.06 +0.01; GPR84 mRNA #f %} & 15 7K F 43 % > 1.00 +0.13,2.70 +0.23 |
1.78 +0. 15 FI1. 12 + 0. 09; IL — 18 mRNA %} 2% 35 7K E 43 54 1.00 + 0. 14,
1.78 £0.24 1. 41 £0. 13 F11. 50 0. 19; FiJ@ R IEH F - « (TNF - o) mRNA A
St 223K 7K 435471, 00 0. 10 1. 85 0. 12,1. 39 £0. 10 1 1. 56 £0. 12 ;&5 #
— SR A B (iNOS) mRNA A%t 3K /K435 4 1.00 £0. 14 .3.33 £0.23 |
1.93 £0. 16 F12. 30 +0. 24, BRI ) FiR$8HR SR TFARLA L, SPHA bt
Pl OIS (L s i R BA A N e e 10 2SS B 2 (= a7 | RS = A E Al
G F2ZRE G R L (P <0.05,P<0.01,P <0.001) ., £ 55 453
Iy X IR A 25 +6 - OAU 4 GPR84 75 FAAHXT 2235 43 51
0.58 +£0.06.0.94 £0.11.0.63 +0.07 F1 1.45 +0.09; CD86 & 54 £ 43 7 K
(1072.36£105.92 ), (3 209.59 = 206.38)., (1 903.95 = 172.73) #I
(2471.43 £273.18) a. u. ; iNOS mRNA #H %} 35K FE 43 51 1.00 + 0. 11,
3.06 £0.23.1.98 +0.27 F12. 85 0. 24 ; F- A 1Y Ll 5 hr 5% AL L, 259
) FRAEFR SIE S LE, 258) +6 — OAU 40Ky iR $5 4R 5 2540 Ui, 72 5%
T EEFWAEGITFE () P <0.001), 4 SV AR M aE B
i, 3% 540H GPR84 /-1y E WA i M1 AR ALAH G

KRR GV MeHEAE B P45 5 G 2R LB SZ A 845 B R 41 B AR Ak 5 48 E L 1
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Abstract. Objective

In animal experiment, mice were randomly divided into the sham group, the model group ( modeled by cecal ligation

To explore the molecular mechanism of losartan in alleviating renal injury in sepsis. Methods

and perforation) , losartan group (losartan treatment at 15 mg - kg ™' after modeling) and antagonist group [ treated with
the G protein — coupled receptor 84 ( GPR84) antagonist GLPG1205 at 30 mg - kg ™' after modeling |, each group
contained 10 mice. Enzyme — linked immunosorbent assay ( ELISA) experiments were used to detect serum renal injury
indicators, and immunohistochemistry was used to detect the protein expressions of GPR84 and cluster of differentiation
86 (CD86) in renal tissues. The expression of cytokines in renal tissues was detected by real — time fluorescence
quantitative polymerase chain reaction (RT — qPCR). In cell experiment, THP -1 cells were randomly divided into
control group, induce group (induced to MI — type macrophages), medicine group (inducing + 10 wg + mL~'
losartan) and medicine + 6 — OAU group (induction + 10 pg + mL™" losartan + 1 pmol + L™' GPR84 antagonist
6 —OAU) , the relative expression levels of GPR84 protein was detected by Western blot assay, the relative expression
level of CD86 was detected by immunofluorescence assay, and the expression of cytokines in cells was detected by
RT - qPCR. Results
model group, losartan group and antagonist group were (48.55 +4.54), (111.28 £5.83), (71.52 +4.79) and
(79.10 £ 8.12) mmol - L', respectively; serum creatinine ( SCr) were (13.33 +1.58), (64.12 +6.91),
(30.43 £5.80) and (40.09 £4.49) pmol - L~
0.05+0.01, 0.08 £0.01, 0.05 £0.01 and 0. 05 £0. 01, respectively; the average optical density values of CD86
were 0.03 £0, 0.08 £0.01, 0.05 £0.01, 0.06 £0. 01, respectively; the relative expression levels of GPR84 mRNA
were 1.00£0.13, 2.70 £0.23, 1.78 +0. 15 and 1. 12 +0.09, respectively; interleukin (/L) — 18 mRNA were
1.00 £0.14, 1.78 £0.24, 1.41 £0.13 and 1.50 = 0. 19, respectively; tumor necrosis factor — alpha ( TNF - o)
mRNA were 1.00 £0. 10, 1.85 £0. 12, 1.39 +0. 10 and 1. 56 £0. 12, respectively;the relative expression levels of
inducible nitric oxide synthase (iNVOS) mRNA were 1.00 £0. 14, 3.33 £0.23, 1.93 £0. 16 and 2.30 = 0.24,

respectively. Compared between the model group and the sham group; compared the losartan group or the contagonist

In animal experiments, the levels of blood urea nitrogen ( BUN) in mice of the sham group,

' respectively; the average optical density values of GPR84 were

group with the model group and compared between the losartan group with antagonist group, the differences of the
above — mentioned indicators were statistically significant (P <0.05,P <0.01, P <0.001). In cell experiments, the
relative expression levels of GPR84 protein in the control group, induce group, medicine group and medicine +
6 — OAU group were 0.58 £0.06, 0.94 +0.11, 0.63 £ 0.07 and 1.45 x 0.09, respectively; the fluorescence
intensities of CD86 were (1 072.36 £105.92), (3 209.59 £206.38), (1903.95 +172.73) and (2 471.43 £273.18) a. u. ;
the relative expression levels of iNOS mRNA were 1.00 £0.11, 3.06 =0.23, 1.98 +0.27 and 2.85 = 0.24,
respectively, the above — mentioned indicators compared between the control group and the induce group, compared
between the medicine group and the induce group, and compared between the medicine + 6 — OAU group and the
medicine group, the differences were all statistically significant (all P <0.001). Conclusion TLosartan can alleviate
renal injury in sepsis, which is related to the inhibition of GPR84 — mediated M1 polarization of macrophages.

Key words: losartan; septic kidney injury; G protein — coupled receptor 84 ; macrophage polarization; inflammatory
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I 200 2 5 TR S8 RIS o7 A 8 F) T L BT 4
TEWKERIE — AKI A998 58 K2 I 835 vp R 45 AR
AR, SIS TERK AR - AKL tp HA B HGTT 1
01 A8 BETE T AU A7 BRI - AKIL BF5E 143
AR FIL, AT S I A R o A 5
I I A A A D R e R — AKT 4005, 463+ JL T g
BLIE o

M EIE
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B fi B RO BEPE CSTBL/6 /MR, 3k 70
8 ~9 JES AT 22 ~24 ¢, W {117 R0 E W)
HARB R, S A4 77 VAT HIE S : SCXK ([ ) 2023 -
0001, /NSRRI E N 23 ~25 CHIEH, A
PR YOK E N PER IR L S AT s, AR E
RAFABE S I 3 W) 18 B ZE 0L 23 L AR T 52 2R
B = L s H o (2024061) 5

4R N\ 2Pk ERAX s 40 MY THP — 1, %5
C6960, 1) { i3 =~ KAV A,

HmERH  JYHE, i =98% , LA
10 mg, it 5 : 240624 , = [ Sigma Aldrich 3 &) 4= 775
GLPG1205, 411 :99. 94 % , $i#% .1 mg,$it 5 ;240813 ,
2 [E MedChemExpress /3 #] 4= 723 6 — OAU, Fi 4% .
5 mg, 4l :98% , 575 : S86653 — Smg, LRI
FHEA BRA AR 7R AR — PHL (hematoxylin eosin,
HE) Jig B (0% , 1 /5 B & 592 30 e 4 A BIR 2% ) A 7 5
{3l Mg ( phorbol 12 — myristate 13 — acetate, PMA ) , 4fi
J¥:98% , JiHs .1 mg, 535 . P6741 JIRZHE (lipopolysac-
charide, LPS ), 4li . = 99% , ¥{ #%. 10 mg, % 5.
18880, #4 b 5t R FRHEA BRA 7 A4 7 5 R R A
(blood urea nitrogen, BUN) | [fil j& AILER T ( serum creati-
nine , SCr) 181 &, B 5t E A= W CARME S i A= 7 5 7
1k3% 86 (cluster of differentiation 86 ,CD86) .G & [
B 324K 84 (G protein — coupled receptor 84 , GPR84 ) —
Bif — i, ¥ i 35 [E Affinity biosciences /3 &) 4= 7=
3,3" — S BB (3,3 — diaminobenzidine, DAB)
AR &, U5t ORI R RO BR A w) A 7 i i
SIRAE A B B i A RAEY A F A7
T 3E0] T1& ( bicinchoninic acid , BCA ) & [ i & ) 72 3,
A&, AR EREARAFE BHANTIR
(interferon,IFN) — vy, | 1A HE LA AE Y RH A BR A
AR RPMIN640 s bk, Bigdbiti AR M RH A IR
AR,

Y28  TInfinite M200 PRO k{3, B+ TECAN /A7)
72 il NanoDropOne 735 3% B 11, 38 [E Thermo Fisher
Scientific 23577 i ; ProFlex PCR ¥, 3% [ Thermo Fish-
er Scientific 2 &) 7= & s REB - 100 i {345, 35 [E Echo
23T THA =200 556 %R , H 4<OLYMPUSZ ]
P
2 FHiE
2.1 TH¥YEW
2.1.1 Rz

TEARRT 12 h B Er, K /)y BRURK B 5 [ 7 7E T AR AR
B BIBRIME T ESUEIRIERE IE A TR R U, R BE
1, FFAE S 1 A il RS 22 TR (8 38 AT 45 5L, 45 4L
J& , M 2 IS 1) S i 28 0 7 1l 28 01, 58 BLE AL
AL B — T AR, AR5 R W T 2
B 5 PG TR
2.1.2 HYHEERERE

VAN 51 R (6 B N I R S R B S
PO ART AR 10 H/NR, Hpd &4 20 2R
FARA/N AL Z I IEDI TR W 53 1855 HAR /N
g g, Hp v md /A RARJE W EE
15 mg - kg™ EIDIE FEHURA/NRAEARRT 1 d HEHE
4730 mg - kg ' iy GPR84 $: 41 GLPG1205 (& 7b
3 GLPG1205 11477 & 2 AR 4f 2 BOEOHE ) 2 1 o %2
4 PRSI 150 300 mg « kg ™', JF LA 450 B B IR
A1/ 10 FEAT TS 301 1 b 28500 ), T AR 2 A
RIS 25 T S W A B K, B FR 24 hiBdT 1K,
72 b HRAE SR 1M /5 AR 58/ BRSO B H 245 T
2.1.3 HE #@ENREAQFELE"

BUNREHR,  HZ R PR E 24 h J5, 2
K BT RS S A U0 R, AR IO I
K, FHTRARZR G 10 min, 40 A% e (0 0, 98
Ja R AR o AL 1 min, A1 K ik 4 min, S8 5 H]
P ge o e (a2 min, 22 ER G0, 75 .
85.95.100% ) L EEMRK AL FEYI A 3 s, P 1%
BT, R R, BB ULEE . IR AR Paller
PR o), S dE 4 R NVEEE NS S A
Jid 5 IR HE 20 5 BN R A A W ek | 40
Vi REAER R R GA B E it WA
[F) 401 103 A AT 00 o
2.1.4 BESEX 9% W BN E ( enzyme — linked immu-
nosorbent assay , ELISA ) 5236 4& i il /& & 4% {5 $& 4%
7kg|z[9]

Wk & o/ B WA, 7EE R T B
3500 r - min "' B0 15 min J5UCHE I SRS K
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Fie BRAGR G U HR AR 20 TR A8 U AR g i), S g fe
FHBEAR SR I AE A IR S AH, I AR 45 3 5 TR i s o i
21145 BUN Fl1 Ser ¥ BEAE

2.1.5 wEALmNEEEaRE"

AR AN R E AL G Y, 2l B =
7K, A Trion (0. 01% ) 7£ 37 C F & 10 min, PBS
VR IMAGL AL S - CH,OH §% 5 10 min, SX /5 FIATE
FRHT R B & WAL B 15 min, 35 e F 5 L 26 1075
(10% ) £ 60 min, 2 J5 1% i GRP84 i1 CD86 i A
FidR (4 °C) K H I RG] R 2Z 5 T8 A s
H P 60 min, DAB B A5 KR RE Y, 54
it CEERR B OK G B R, ARG WAUEE S LR, A
RORL S B 223K, IF 1T Tmage J AR5 F- B0 %
J&{H (mean optical density, MOD) ,

2.1.6 EMRAXTEERSE KM (real — time
fluorescence quantitative polymerase chain reaction,
RT - qPCR) L1646 748 55 & F mRNA Fix

e /N RUE A2, SR ERAH 40 i RNA (] TRIzol
RO, HH 4 EE TR I RNA OD 260/280 Lt
EFIMRIE o A& AE A M 4l 30 5 S iR G A 20 R gk A7
Wik S ARG HEAT E i PCR 973, O 45 R :95 °C
2 min. 95 °C 60 s.55 C 60 s.72 C 3 5,40 PMEIF; LA
B - WLah# 1 (beta — actin, B8 — actin) HNZ, H Y3k
mRNA A& AR 2 48, HSEHE )
PR 1,

2.2 YApESEEE
2.2.1 4HparEs54E"™

THP - 1 4 Jfid % 35 #F RPMI1640 35 32 3 (& f
10% g4 13 1% HHEHR) |, B TR HRA TR
(37 C,5% CO,) , Bk 2 d B4R RGFR K, 24 40 f %5
BB T 8 x 10° AT AL AR

L THP — 1 4 HaBEAIL 53 A 0 B2 375 4 2540
MZ5 Y + 6 — OAU 41; X M8 41 20 fi AL fif H
100 ng - mL~" PMA 34400 48 h i 53k MO F g
A0 s 5 4140 100 ng - mL™' PMA 13 40 g
48 hJ5FH 100 ng + mL™"f#% LPS 5 20 ng - mL™' [y
IFN — &b 20 24 W' 5 25 W 41 40 i ) PMA 3 8%
J& , FRF LPS IFN -y BG4 10 pg « mL ™" (i 70 1L
TAAI24 h; 25 +6 — OAU ZH 40 PMA $385
LPS IFN - vy Ht & 10 pg - mL™' [ 5 ¥ 31 F
1 wmol - L™/ GPR84 131771 6 — OAU AbFRAMN 24 h,

2.2.2 E BRI ( Western blot) ;£ GPR84 &
Ak

W SR 45 2R AN e AR PR S B DLTE 70 M (radio —

immunoprecipitation assay , RIPA ) Z4 i ik 247 40 ffl )1 55
O IR, SR ] BCA YEIINE , AR K 85
VRIS FEAT + TR R AR IR B — SR PN R T P B L ik
(sodium dodecyl sulfate — polyacrylamide gel electro-
phoresis,SDS — PAGE ) 3, Ik #E47 734, 1M i % 22 2% i
. £ )5 (polyvinylidene fluoride , PVDF) fi, F g 45 4%y
FFPANE 2 b S A EE T 11 000 /) GPR84 —HiHr,
IR B, I H T RS HEAT T (MR L A
1:5000) %5 2 h, e N A OGCHUE RO R .
2.2.3 HEREHERT CD86 EH KL

5L AN M AL PR RIS, HTHY R [ %E 20 min, PBS
THUE, i A Triton — 100 3 ) X 40 Jg 3% fb &b 3
(10 min) , SR )5 F A L% VA FLESH 1 b, i S CD86
—HL(1:200) X F SR (4 C) , PBS i 5E, i I [+
FEMZOC iR TR E 1 h,PBS iHUE, AR5 A
47,6 —HRRK 27 - AN IGR Y A% 5 min, PBS i
R ) TR & B 2 W N E S A G R L 38
2.2.4 RT - qPCR %I i%# 48 X E F mRNA *&
s

TRCA 1  f0 2% 2L 20 i, ] TRIzol 242 U RNA,
SRIGARE 2. 1. 67 HhfiliaR 1 7 A A I 40 Jf X 5~ mRNA
X R, SIVFIIER L,
3 mitFAE

J SPSS 26. 0 Gt Bt AT Rt b o THEBOR
DL x s 7, 28] FU BT B K 3R 5 22 43 A, 268 1) 7 7
FEBH LSD — 1 #5550

®1 KRN HFS

Table 1 Primer sequences of each gene

Gene Forward (5’ -3") Reverse (5’ -37)

GPR84 AGACCTGCTCTTTAGTCTCCA AGCCCAACACAGACTCATGG
IL-18 TGCCACCTTTTGACAGTGATG TGATGTGCTGCTGCGAGATT
TNF -« GATCGGTCCCCAAAGGGATG CCACTTGGTGGTTTGTGAGTG
IL-6 GACAAAGCCAGAGTCCTTCAGA  TGTGACTCCAGCTTATCTCTTGG
iNOS CTAGTGAAGCAAAGCCCAACA CCTCACATACTGTGGACGGG
IL-10 TGAATTCCCTGGGTGAGAAGC  AGACACCTTGGTCTTGGAGCTTATT
B —actin CACTGTCGAGTCGCGTCC TCATCCATGGCGAACTGGTG

IL: Interleukin; TNF — o : Tumor necrosis factor — alpha;iNOS: Inducible nitrife

oxide synthase.

# X

1 SViEF GPR84 HHFIRBERE/NR B ARRK
EFRGHESHERR

TR BRI v 3 A A5 5050 4L /) BRAE
72 hNAET R 715 0 0,956 H A HER LA, S8 b
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HAFETTR AL/ BRAE T R YRR, B 5 B 41 10
SN BUSCER MR R SUREAS A T e 825080, WL 1, i
FARGUINR B A1) e T s BRAE Ak, A1 EL AR T R
4, BRI /)N BB A 2 A0 M R A AR, RN /D
By AT A Y R A R R P A IR 5 A
FL AR 2, S Vb S 2 45 e 4/ B AL 4] LD
o A0 0 IR 25 A A M D 1 R RE A0 LR T
QAN (0 S NS E N I E = S ST o 7
Paller $F 43 7K °F 4+ Jll 25 (0.20 = 0.40 ),
(3.20£0.40) .(2.10 £0.30) F1(2.70 +0.46) 4},
R ST AR A, S VPR ] A5H0 41550 5 B
BRI L3R, FES T 2% L 22 R WA Gt 22 L (3
P<0.05),
2 SiEF0 GPRS4 HHFI M EEE/NR S Ihak

SEFARLL e, RN UMTE BUN AT SCr 7k
S 52 T (34 P <0.001) 5 AH LA A2, VD34
FIHE H1 700 241/ B BUN i1 SCr 7K - 34 & 3 B A% (3
P <0.001) ; 5P 4] BUN F1 SCr 7K -1 8k 22 (% T4
FiAILL(P <0.05,P <0.01), 132,
3 SBHIHIERUNR B AN GPR84 ik

WE 3 3% 3 s, A BT AR 4L, SR AL/ L
B2 21 GPR84 MOD 7K 2 mRNA AH%} 51k /K F-45 5
ETRE (P <0.001) 5 A LA ALAT , S V0 21 A B v
/N4 GPR84 MOD 7K - &% mRNA A X} % ik
IRV 34 i 2 AR (3 P <0.001) ; VP IH4H GPR84

2 HE Yo (Rl G LS U B S0 ( x400)

b Sham

cee
100 . - ; Model
:. ~— Losartan
PRI I 1 X
., - - = le Antagonist
.o Lt -

50+

Percent survival

0 T T T 1
0 20 40 60 80
t/'h

1 Kaplan — Meier 4= 771 2% 2 /= 45 40/ B A1 O

Figure 1  The survival status of mice in each group through the

Kaplan — Meier survival curve

Sham group: Normal culture; Model group: Cecal ligation and perforation
model ; Losartan group: CLP model and 15 mg + kg =" losartan; Antagonist
group : CLP model and 15 mg - kg ™' losartan and 30 mg - kg ~' GLPG1205.

R2 AUV E RIS FRI LR (2 £ 5)
Table 2 Comparison of serum renal injury indicators in each

group of mice(x +s)

Group n BUN (mmol - L°") SCr ( wmol - LY
Sham 10 48.55 +4.54 13.33 +1.58
Model 10 111.28 £5.83 % * * 64.12+6.91* * *
Losartan 10 71.52 +4, 79000% 30. 43 + 5. goAsA##
Antagonist 10 79.10 +8. 12444 40. 09 +4, 49424

BUN : Blood urea nitrogen; SCr; Serum creatinine ; Compared with the sham

group, * * * P < 0.001 ; Compared with the model group,**2 P < 0.001;

Compared with the antagonist group,*P <0.05,"P <0.01.

3 a8 % Caadve s
o L T T
AR ALY | A

2N
S

da Fo%etys

®

. vek P g Py
™ p

e

Y

* W

Figure 2 The histopathological changes of mouse renal tissue detected by HE staining ( x400)

Losartan Antagonist

3 GBI L2 GPR84 1K (1 x 200, bar: 100 pm)

Figure 3  Immunohistochemical detection of GPR84 expression in renal tissue( x200,bar;100 pum)



13072

v T R 25 PR gk R

41

521 ) 2025 4F 11 F (4 443 1)

mRNAAXS F B K B2 THEHRI4L (P <0.001) .
4 SibiEiAE GPR84 IR AN M1 E I 4 b
it

HH AR T AR, BT 2 /)N B 221 CD86 15 M
IL-1B IL -6 TNF — o H1 iNOS mRNA AH X} 235 7K F-
YR Tk, IL — 10 mRNA A X2 38 7K - 25 BRI
(¥ P <0.001) ; A ELAE AL, S VD 30 AT RIS L 2 70N
FLUEF 4147 CD86 % 4 KL - 18 IL -6 . TNF — o FliNOS
mRNA AR k7K1 8 2 PG, TL — 10 mRNAAH XS
KFKFBETHE (1 P <0.01,P <0.001) ; 547034
/N4 CD86 E [ M IL - 6 .\ TNF — o 1 iNOS
mRNA AR ZER A2 B E R THPUR L (P <0. 05,

R3 FAV/NEE 2! GPR34 KK A (x £5,n=10)
Table 3 Comparison of GPR84 expression in renal tissues of mice

in each group(x +s,n=10)

Group MOD of GPR84 GPR84 mRNA
Sham 0.05 +0.01 1.00 +0. 13
Model 0.08+0.01*** 2.70 £0.23* **
Losartan 0.05 £0. 01244 1.78 £0, ] 5A0MH
Antagonist 0.05 £0. 01444 1. 12 £0. 09444

GPR84: G protein — coupled receptor 84; Compared with the sham
group, * * * P < 0.001; Compared with the model group,®** P <0.001;

Compared with the antagonist group , ™ P <0. 001 ;

F4 FANRFHSGRNAN TR (2 £5,0=10)

P<0.01), UL 4 f13z 4,
5 EiETH GPRS4 #4%] THP —1 [5 M1 E %4
Fatk L

5 X R LLHR 175 20 4 il GPR84 . CD86 ik K
IL - 1B IL -6 TNF - .iNOS mRNA A%} # k7K F-1y
TR (B P <0.001) ; A1 b5 S 20, 245 ) 20 40
GPR84 .CD86 F2ik & IL — 18 .IL -6 . TNF — o il iNOS
mRNA A% 2R3k 7K P2 g 2 T % (1 P <0.001) 5 #H
FLZd, 254 + 6 — OAU 4 41l GPR84 .CD86 ik
K IL 1B UL -6 . TNF — o1 iNOS mRNA FH %} ik 7K
PR E TR (P <0.001) , WL S AR S,

Control Induce Medicine Medicine+6-OAU

5 FHEE I BENE SR AR I GPR84 HHXS kK
Figure 5  The relative expression levels of GPR84 detected by
Western blot

Control group:100 ng - mL.~' PMA ; Induce group:100 ng - mL =" PMA +
100 ng + mL ™" LPS +20ng - mL ! IFN — ~; Medicine group:100 ng -+ mlL !
PMA +100 ng - mL~" LPS +20ng - mL~' IFN -y + 10 pg - mL~' Losar-
tan; Medicine + 6 — OAU group: 100 ng - mL~" PMA + 100 ng + mL "'
LPS +20 ng - mL™! IFN - y + 10 pg - mL~' Losartan + 1 pmol - L™

6 — OAU.

Table 4 Comparison of cytokine expression in renal tissues of mice in each group(x £s,n=10)

Group MOD of CD86 IL-18 IL-6 TNF -« IL - 10 iNOS
Sham 0.03 0 1.00 0. 14 1.00 £0. 10 1.00 0. 10 1.00 £0. 15 1.00 0. 14
Model 0.08 +0.01 ** * 1.78 £0.24 % * * 2.29£0.13*** 1.85+0.12%** 0.53+0.06*** 3.33+0.23***
Losartan 0.05 £0. 01 A2a## 1.41 £0. 13442 1. 63 +£0. 10242# 1. 39 £(. 1QAAA## 0.79 0. [2484# 1.93 £(. 16244%##
Antagonist 0.06 £0. 01444 1.50 £0. 1944 1.78 £0. 14444 1.56 0. 12484 0. 66 £0. 09444 2.30 £, 24444

CD86: Cluster of differentiation 86 ; Compared with the sham group, * * * P < 0. 001 ; Compared with the model group,*2 P <0. 01,44 P <0. 001 ; Compared

with the antagonist group,*P <0.05,*P <0.01.

B4 LRI CD86 & 1173k ( X200 ,bar: 100 wm)
Figure 4

Losartan

Antagonist
Y

Immunohistochemical detection of CD86 protein expression( x200,bar:100 wm)
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Table 5 Comparison of the expression of cell - related factors in each group(x +s)

GPR84 CD86 fluorescence
Group n IL - 18 mRNA IL -6 mRNA TNF — a« mRNA iNOS mRNA
protein intensity (a. u. )
Control 10 0.58 £0. 06 1 072.36 +105.92 1.00 £0. 14 1.00 £0. 15 1.00 £0. 10 1.00 £0. 11
Induce 10 0.94 £0.11*** 3209.59 £206.38* ** 2.48 +0.28*** 2.11+£0.26" " " 2.45+0.34*** 3.06+0.23* "~
Medicine 10 0.63 £0. 07242 1903.95 +172.73%4 1,62 +0.23%80 1,48 +(.20%%2  1.63 +(. 13242 1.98 +(. 27444

Medicine +6 — OAU 10 1.45 +0.09¢°®

2471.43 £273.189°¢ 2.31£0.23°°¢ 1.87%0.159°¢ 2.3420.249°¢

2.85 +(.24%°@

Compared with the control group, * * * P <0. 001 ; Compared with the induce group,***P <0. 001 ; Compared with the medicine group,®®® P <0. 001.
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