L P E % RILH R & Vol. 8 No.3
Chin J Contemp Pediatr Jun. 2006

8 &
2006 4

o
Pansfiad

15-EE- IR R A, X KB AR
WS PR R 1 AR M B o0

F I B E A, £ATE

(1. AFERXFH—MBERILA T A 2100292, Bk ¥
P AR ERILA, LA BN 277500)

[# E] HW CEAIMIBEE A, (LXA,) W HIHE /INER Z B0 ) ARS8 58 %5 B 7 T/ LXA, R &
W) 15-FA BL-LXA 25 0] R BRI A8 M AR e BEE 8 R A E IS 556 2 FALHl . F7iE /R
PR B Thyl. 1 B Tg BEHTAER KT 1 UCPE S 25 K BRR PE I AR R 1T 48 o T 15-FF - LXA 0 Jik P A ST 11K B
FRIEHATEME B A o K PR 2R 1 B /K 1 40 BRI | R AN M A T 43 B B M 20 M A% TR (PCNA) k. 1 A
RT-PCR J7 460 B /NER A4 26 (IL) -1 8, IL-6 f) mRNA &3k , i HRC S 2 00 52 B /NER TIL-18,1L-6 K F-. i ] West-
ern Blot U5 ¥ /INER B I A4 (8 i B JUL -3 -l ( PI3-K) Aty 55 p27"7" sk, 137 FHUEE I P DK EE % 2% 56 ( EMSA)
BB NERIZ IR -k B (NF-kB) 5 57 5 R sk b 1-3 (STAT,) Witk. &R KRERABIGEEET R EKWHEES 1
~4 K, B/ A0 TL-18 TL-6 ) mRNA 58 [ 3Rk NF-«B iG T 5 4 RIRE A VB /NER R B AN g %
A PE4r PCNA &3k B /NER PI3-K Akt, 55 STAT, FEVEFHE, p27 " Rk, BH 15-H 3E-LXA, 3, il ji B &
KEIREE /MR A 408 R AL AN A 3 A= 74 . PCNA 35 \TL-18 \1L-6 /) mRNA 5 H &Kk (P <0.05),
URAE PI3-K Akt NF-kB STAT, 3G, fLIE p27"" kA%, G638 15-F1 - LXA, 7T A 0 400 ] K Bl 20 M6 344 i 14k
B R AR 1 B/ NER SN TR, 2R SN M 0 5, HCHL A 5 40 fh) PI3-K/ Ak, /p27"" /eyclin ¥24% (STAT, \NF-«B i 1k
(=P [ hEHRILRIZE,2006,8(3) :225 -230]

[x 8 W] BEEBR R4 A0 F ZEF-«B; KR

[hESESE] R-33 [ ScEkFRIRAE] A [XEHS] 1008 —8830(2006)03 —0225 —06

Protective effects of 15-methy-lipoxin A, on mesangioproliferative nephritis in rats
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Jing Medical University, Nanjing 210029, China ( Email ; kad-yc@ 163. com)

Abstract: Objective To investigate the protective effects of 15-methy-lipoxin A, (LXA,) on mesangioproliferative
nephritis in rats and the possible mechanisms. Methods  Mesangioproliferative nephritis was induced by a single
intravenous injection of the mouse monoclonal anti-Thyl. 1 antibodies (ER,) in 20 rats. Ten nephritic rats were injected
with 15-methy-LXA, at 10 minutes before ER, antibody injection and then 8-hourly until the rats were sacrificed on day 4
after nephritis induction. The nephritis was evidenced by presence of proteinuria, histologic examination with light
microscopy , infiltrating leukocyte assessed by immunofluorescence microscopy, and mesangial cell proliferation assessed by
proliferation scoring and by immunohistochemical staining of proliferating cell nuclear antigen ( PCNA). Expressions of
interleukin (IL)-1B and IL-6 protein or mRNA in glomeruli were determined by radioimmunoassay or RT-PCR,
respectively. Phosphorylated phosphoinositide 3-kinase (PI3-K) , Akt, and p27"" in glomeruli were analyzed by Western
Blot. Activities of nuclear factor-kB ( NF-kB) and signal transducer and activator of transcription 3 (STAT;) in glomeruli
were assessed by electrophroretic mobility shift assay (EMSA). Results There were increases in glomerular infiltration of
leukocyte, expressions of IL-13 and IL-6 protein and mRNA, and activities of NF-kB in nephritic rats between days 1 and
4 after nephritis induction. The enhanced proteinuria, score of mesangial proliferation, glomerular PCNA positive cells,
activities of phosphorylated PI3-K, Akt, and STAT,, and reduced p27*"" expression were found on day 4 after nephritis
induction. 15-methy-LXA, treatment significantly reduced the proteinuria, glomerular infiltration of leukocyte, expressions
of IL-1B8 and IL-6 protein and mRNA, score of mesangial proliferation, glomerular PCNA positive cells, activities of
phosphorylated PI3-K, Akt,, NF-kB and STAT, , and increased the p27"" expression. Conclusions 15-methy-LXA, can
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markedly inhibit the proteinuria, glomerular inflammation, and mesangial cell proliferation induced by anti-Thyl. 1

antibodies. The inhibition effects are related to PI3-K/Akt,/p27"" /cyclin pathway, STAT, and NF-kB pathway-dependent

signal transduction. [ Chin J Contemp Pediatr, 2006, 8 (3) . 225 -230 ]
Key words: Lipoxin; Nephritis; Mesangial cells; Interleukin; Nuclear factor-kB; Rats

B 0% (lipoxins, LXs) J e % Ceicor  BR PONA FRE(S 5 AL 1 /NER AL L.
sanoids) G 19— S TEAE PURRIR =40 ATRACHOHE 1.3 /NBR IL-1B, IL6 EEMES mRNA %ik
% HOHE R L RO EE IR R A, (i HEK R M TR ATV L1 B 43
poxin A, LXA,) ATHHILE =24 (LT) D, /MIIREE /MR T | mol/L vk I W AR A1 I
PRI T (PDGF) F2 kKT (BGF) RIRIE o447 2 BRIV R ) aprotinin leupeptin 5 %% 11 B
T o (TNFa) BFECHY /MR RIRATIDHOREAE S . WA (Sigma A7), ESE BRI 171118 1
AT 4RI LXA, A TE AR R 16 B e AT £ (b sl Dy A R
PP S IR . ABISORIA T A IORGER)  BF) W TL-1 B, TL-6 AP Heik ) g ) 4.0 1740
LXA,[FIFRYD 15-F1HE-LXA, FHURBURBEMALRE Y fE. 1 RT-PCR J7 ik U5 ¥ 1 BUbR AR 11-1 116
ST ML UG BOR IR, FHR VT 1S 06 mRNA 3k, P9 5 h B I 308 R I

LXA MBS S5 S0 5Pl . (GAPDH) , 5 f 7 H7R Hl UVP-BEK R 344X
(UVP AN ™ IREEE 4 K,
1 #R5h% 1.4 Western Blot | PI-3K Akt, 5 p27'"'
B IR /NBREE N F Western Blot J7 51 %2
1.1 REEEEMEERERWNEE TN R TR A ) B S T5E WL E-3 -0l (PI3-K) L 22

W HEPE Lewis KL (80 ~ 100 g)30 Higziissy:  MBFEAILAY Akt, 55 p27" %A, WS R a-tu-
REHL A A 3 2l BPIE & X B2 B R 4 LXA, T i bulin, 58 540978 F UVP-5E i -G H #5400,
Mo B 10 HOAEH 1,4 Rorslbse s B, R B HEE 4K,

H— RN SN R Thyl. 1 B 1.5  EBEBEKEIBRRBNE NF-«B 5 STAT,
Puik ER, (£ [H EA Lianos Lab)1 mg/kg. ER, $i{k o7 FHEE R FL KGR AL SRR 50 ( EMSA ) X E A 5 /)N
FIr A BESEEE T R A LRI JRE A S5 BRARAINE % K F-«B (NF-kB) Jf5 55 T J % ok
iTad ZARE M, 78 LXA, T HI4L, 614 ER, 364k -3 (STAT,) i o B A% 2 1l i ) &
ZT 10 min EFHIKNTS 15(R/S)-IE-LXA, (35 (&[] Active Motif 23w ) fl 12 B /N Bk 40 A% 26 o
[&] Neogene A 7)) 0.5 mg/kg, UG8 h [T 1k,  HR4E EMSA 377 & (32 1H Promega /2 #]) A 5 E4 7
HEVNIE, FEIEHR X RAL, — MR ER BRI TE S /N B, 2P e BT R A UVP-BEI EUR R i
B IgG (& [H Santa Cruz A 7)) 1 mg/kg, TEAMSERE  HHE 4 1K,

T 24 h 3 ARG ZE NS 24 h R, R A Bradford 75 1.6 Git=2 4347

% (5[ Sigma 22 7)) Kl JREH . SCH AR DL x5 78, T SPSS 10.0 SEito3
1.2 BHRAREFEN BB o8 S B R AT G v o A B, SR FH B R 7

PR B AUR I A S U R, T Za(FRES ¢ Ki) . P <0.05 fA4ift2
IR ZE AL PAS K Masson i fa,, ek, O'F o
JINBR Z AN B3 A Dy X R BUE B R B, H A
REXRBEAMPHE <3 344 =54000 2 &R
110,1,2,3 07 . @B /NER A A0 4R R
KU1 R, i FITC #8250 R B 4 i [R] 4es TESS 1 RALFERYE 9 KB, AT DL /NsRAT 2R B
ATEREYUIAR (32 E Accurate 2\ F) ) #E4T B E 9 e 2 B A, B A LA AR R BN B Ik R A e AR (A
o TEVOCRMEE T, X R R A HE 10 AN 1A) BE/NBR A4 (8 1B, % 1) JRE A E =
ANER L R B A AR . BB/ NERIS AT JeTRE (R 1) . 7EEE 4 RALBEM R SR, AT L
PEAN M AZ BT J5E (PCNA) I 7 . B F S e gl fb e 1 /NBRAT RIBEAM s 78, PCNA PHAE 20 a3 22, R B4
B0 X BRI BRSO ID-801 HHEHL MR T (B 1C, 1) RE A E R, A
&5 #t R GEREHLE R 10 AN /NER TR B /)N AL IEA P IR (£ 1), 5308 R FRA T 2 194

« 226 -



55 8 455 3 ] P E SR ILA R E Vol. 8 No.3
2006 46 Chin J Contemp Pediatr Jun. 2006

WAARE DS RS 1 RAFEE R R RS /NER S B AR LB 5 IL-6 (5 1.4 K) JRE
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