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AT, GF AF oAl oFEol PelA Ashet B9} wol

o] FToA uAEST HBAZ Bo] AEFHZ Y= FE(Simvastatin, Cerivastatin, Fluvastatin,

&
Ulinastatin)E°] W83 Aol o] o]&% i Ut} (Kidney International, 2006, 69, 1535-1542; J Pharm &
Exp Therapeutics, 2000, 294(3), 1043-1046; J Pharm & Exp Therapeutics, 2006, 319(3), 1348-1354; Int J
Molecular Medicine, 2017, 39(5), 1269-1276). ©]&& °F=E-2 Lipopolysaccharide (LPS) A g|a}7] e
AeshH AES (survival rate)S 40-60% A= MAA7|E &3S Holi AU LPSE WA Hesd 1 &
77} dolztt.

HEF AsE g o Ho 2= FVIAEE o83 tafst WHEe] AEH ). AWSV|HE, Fulg
Z7IAEE ol &stAY EFfd E71ME, AdE EVAEE ol&ste WHE AEHI JAT 18 & &
FE BA Kt vk, LPSE AEd HES EdolA LPS AHzlwtelA Hla] BEES 30-40% = /HAAT]=
&35 ®ola 9t} (J Cell Science, 2018, 131, jcs211151; Anesthesiology, 2017, 127(6), 1017-1034; J
Cell Physiology, 2017, 9999, 1-13; Molecular Medicine reports, 2016, 14, 3862-3870; J Inflammation,
2012, 9, 33).

A

Holl HFF FRpAA GAdatel vlal] SIRTL @eide] &g ghdo] 7HAw o] 9151, sphingosine-1-phosphate
(S1P) 9] #&o] HAasta = Aol ¥ HY (Critical care, 2015, 19, 372; Free radical Biology and
Medicine, 2017, 113, 291-303). SIP ¥ &3 SAbollA FAGA 7Faste B3-S Holxw o] SIPe 3
FS S7H717] 98 SIP agonistE ARESAL SIP &8 s 84E odAlste JAAES AgdA HdFS
283+ AEE dtar Qo™ (Circulation research, 2008, 103, 1164-1172; Biochimica et Biophysica
Acta, 2014, 1841, 1403-1412; J Pharmacol Exp Ther., 2015, 352, 61-66), &= 3kxjoA] 74 %+= SIRT1
A o) gekyl FAS FUA)E ARE gk, SIRTIS A4S oWl 452 AT B ol dahy
3 MEZel T (permeability) S HAAZIRE sfjdFE& MMstta Bastar vk, S1PY] s =ole 7}

F Fe P SIPE BASHE FAAE HIAHAL SIPE :

l

rt

=

e
o
Q‘L
rlr
o
P
Ul

knock down < knock out A

715 ol AFEE AN o] e f-AxF 2Aolgls EHelo] 9al, SIP agonistE AFESIE WHE A Hdbe=
a7 vug Aygol), 53], SIP agonist 7Hg 2 &ed FIV720 (fingolimod) % AE & A7} vfg- v Z o

=
2 BuEdY. ENAE G5 7| AES FIV720 H& 280 1022 A% (8FIE Kol gvy. SIP
A% Foste ol Foujg- arzbelan, do WellA &R Wt ARadE He ZA7F doH(Acta
Pharmacologica Sinica, 2018, 0, 1-12; Free radical biology and medicine, 2017, 113, 291-303;
Biochimica et Biophysica Acta, 2018, 1864(3), 784-792). wiglr <¢tAalal =& %Y AMES AdE A=
Al ANto] A3 AFtolr),

P (sepsis)S HLEA % 4 Aol AAl #AAD A AEH AR I Zagiglel=
(lipopolysaccharide, LPS)7} =242 zZhg3te] AA o] WA AZF ALstA Sdstgdo=zn faEe g5 g
oA, Hald FAFTES dodAY T AT AS xaFE FWEPIE . FAHoR I TS
ol EA, wMEy | YT E FHAAWARAZTIL(AIDS), Py, AR, 4% HIddFge, Tl 5
o N2AES 7 FAY 1B}, vsol e AAGAARA B AEAAAAFAS 7z AFdHoe] ok &
F7F FAlzE 2ol et A Fstan), IWE AL Fo] WAMAA R Ee FATHHEE, FAFEA, AT
o]4, AFArE o AA, FEd W A9 F2 At i3 ¥ T84 HiEo Jdd A} A
Wk Fa3k olo] Hu | o]o 9] Aol W 30% o]AFel uwj$- Alzbe Awolth, o8ty ge] W
el ofd e H AAIA R e FHToRE Yol Ho T dAskE A9 won, Aot =9l
E7 o] Aue] wegoe] ofsk Alde] TAFHUS AL HPFoR JIPHE AeE Brh. duygoez, A
of N¥Fe Ag whatel 1,000 F 3W ALEr BASHE 2oz A i, v&ol= W Eo| 3 A 44|
S7tehe Ao® dEA vk, A¥Fo ARS A uiAl FAA AEE WA HAR, HH@ g AR} ZolA
TEo] Zol AL A A WAl A3 7ol sl Aol HAL Afols AT eRE )
Aol NrE & 5 ¢ st FAA e UAge zte Bl Fak SR8k glo] AR HET A
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7}1%]%1% AEZ-AE AE5S FASL A 24 53dAE 248+ 3 dEA g, ZAgTe] o
olF= WA ZE7el= VE-7helld (cadherin) o ehi=, Al 3R] |} Hds 3 A= nA4s 3l
“AH].‘_%O MEZF A% 5 32AH (adhering junction)olE 7Fe]& (cadherin) o] 2k Ml EX- 282} (adhesion
molecule)7} A3e F MEE A4d £t FhidS METS BFst A sk 784 G2 579 Ax
2179 (extracellular domain)S 7FA|™H, SURHAEZ 9x3 v Ftuldat AFste] Axzte] dest Ao

FA A7

Ade o B3 AR v Al gl wEon pAHE, Ca oEAel 7] wFol, Ca o] AT
A% A8 S W Aﬂiﬂl L3

Wy £

2 wrdo] B mexenone & TS B HPZS FEshE dEA MW LPS FAEOR HAFS
FESF ALe A7 VE-7Hele] V685 AtolEolA Zgate] #PFA thehb= acute lung injuryE o AEkL
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A &%s dehdle 9xE 898 A7s e
=39 = 4 LPS o o3l fr=d # F3gel vA= mexenone o FEFES WM Aol
5% mexenone © 2]&] LPSol| 98] ¢x¥ #H &AL WX 8 &= 9lix] oJiE ol Axlolt}
Uy e AN fe FAH g
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mexenone HWFtYZE &9l - VE Fhd@ 21443} H7F(VE-cadherin phosphorylation)

mexenone ©| LPS7} =8 VE 71ej@o] d3& FE4 o2 #1sb] s WA Lps A% @ vw) Axel
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% 2004 B whe} o] mexenone & A Eld g HlnLdQl DMSOE A3t Ao Hls] VE 7Hdl™ Agto] FA
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WSk, actin cytoskeletal contractility H+ 2 w3l Z0-1 2 mexenone ° &3] F3A4S W] e A
S & F At &, o]Z5H mexenone & FH ZIHE Fo|7] A Ay AHH JS5S & 5 UG
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