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Abstract

AMRTRET , KEROREBRICHS TR2EMHBRAHYOSENBRMEZITVY , TOBR , 12
FERBHICKRDEBET /I TRAIOX8 R , FERIKMT L IILF—M4RERXETIL TEAox1
SR TEICEEETNDEEZASHICLE, TITRIC, BEEBAETFIICSE LV TAIX8E
U< FAlox15ORIBYITAZRAV-BITzED Iz,
FITEBETLCHVT , AIcxX8KO N ITATRAIFERBHBICHASHEORENRERHSIT
, EELROBEN RSNz, OB, 8-HETEX8-HEPE , 10-HDHAZR £ D Alox8K ¥ A'KO Y
DATRHEBEERZSIEELTVEZELNS , ChSORBYUHNIEZBOREICTEFSL TVS
NRBE N, £, insitu hybridiazationlZ &K V) REICH (T DAlox8NDREEFAN L S | BF
DREIZHVRETZF /A NOEREES S SV ENEICAox8NR VS J I #ERE i,
HBRERETLILF—MUHEBREFINICSEVT , Alox15 KO X TATREBEICHS EOREN EL
LizZ &S, Alox15F RIEMEINICHEEL TVWB Z ENRBRE N, Alox15OFK B M EFAN
el RETZF/HA48 ,ROO77 =2, FBRRIIRBANF BHSNh, TI T, S
REMAIox15 KOX T ALK ) EDHREDAIX 1A TFREICTFE TR ERIEL LB, REVH
TRNIO77—20OAlox158" , RIEFHBL SEBHEICA T TR TZF /¥4 ~NDAlox158" RIEHD
FIWICBVTVWD AN RENE, —HFRIKROAIOX15(EE ICHEMEERN ICHEEL TWLWS A8
M RBE N,
In this study, we comprehensively measured fatty acid metabolites in the course of dermatitis
onset, and revealed that in psoriasis model, Alox8 metabolites were mainly produced in the skin
while Alox15 metabolites were actively generated in eosinophil-dependent allergic dermatitis
model.
Thus, we next evaluated the contribution of Alox8 to psoriasis pathogenesis, and found that the
symptoms of skin inflammation were suppressed in Alox8 KO mice. Also, Alox8 metabolites sush
as 8-HETE, 8-HEPE, and 10-HDHA were vanished in KO mice, suggesting that these metabolites
contributed to amelioration of pathology. Furthermore, in situ hybridization unveil the Alox8
localization in sprabasal keratinocytes in the course of psoriasis pathogenesis.
In eosinophil-dependent allergic dermatitis, we found that the symptoms of skin inflammation were
exacerbated in Alox15 KO mice, suggesting that Alox15 played a role for anti-inflammatory
function. We next analyze the Alox15 expressing cells, and found that epidermal keratinocytes,
macrophages, and eosinophils expressed Alox15. Thus, we used each cell-specific Alox15 KO
system, and revealed that each cells contributed to skin inflammation in different phase of
dermatitis pathogenesis.
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Global analysis of lipid metabolism in the course of dermatitis pathogenesis

1. HIREBRFROBE

AMETIEET, EEROFKEBEICHIT2EMBREMOBIENBERTZTL, TOBR, /SFEFBRICLIEBETILTIE
Alox8 R EAS, IFEEIRME T LI F—MEERETILTIE Alox15 KN T BICEAESINEZZEEASMIZLE, FITRIZ, &K
BRETILIZELT Alox8 HLLLIE Alox15 DRIETIRE BN -BTEEDI-,

FTEBETILIZELT, Alox8 KO Y IRTIEASXFERZERICHESISEOREAZEZOHONT, HERDHENROHONT-, D
B, 8-HETE 4> 8-HEPE, 10-HDHA %:E M Alox8 X HIA KO Y I RATIZIFIERLITEEL TV =2EMD, TR DR BHMH
DRIEIZH S LTSI RILEMN T, Ef=, in situ hybridiazation IZEY EEIZEITS Alox8 DREZRART-LAH, BLED R
IZHEWRETSF/HAOERBESHVEERIEIC Alox8 DRV T FILHIFERSNT =,

FEAIKME P L IILE—MEERERETILIZEINT, Alox15 KO YR TIIREIZHESEDOIRENELLI-CEMD, Alox15 IR HNH Y
[ZHEBEL TLNVDED TR ENT=, Alox15 DEIBHRZAR-ECH, RERTSF/H A, <o/077—2, IFEERICRIEADRDHON
f=o FIT, AR Alox15 KO T RIZEY EDHIBAD Alox15 AIREEICE ST ANERIILI-LCA, REMEATIETYOT7—
M Alox15 HY, RIEDEAMSZLEICHFTIETSF/HARD Alox15 MR GEINFI BT B ATEESE AR ENT, — HIFERERD
Alox15 (X ZfFRE{R EERIITHEBEL TULVD ATREMEAVRIB ST =,

2. MRERRAEEOBE G

In this study, we comprehensively measured fatty acid metabolites in the course of dermatitis onset, and revealed that in psoriasis
model, Alox8 metabolites were mainly produced in the skin while Alox15 metabolites were actively generated in eosinophil-dependent
allergic dermatitis model.

Thus, we next evaluated the contribution of Alox8 to psoriasis pathogenesis, and found that the symptoms of skin inflammation were
suppressed in Alox8 KO mice. Also, Alox8 metabolites sush as 8-HETE, 8-HEPE, and 10—-HDHA were vanished in KO mice, suggesting
that these metabolites contributed to amelioration of pathology. Furthermore, in situ hybridization unveil the Alox8 localization in
sprabasal keratinocytes in the course of psoriasis pathogenesis.

In eosinophil-dependent allergic dermatitis, we found that the symptoms of skin inflammation were exacerbated in Alox15 KO mice,
suggesting that Alox15 played a role for anti—inflammatory function. We next analyze the Alox15 expressing cells, and found that
epidermal keratinocytes, macrophages, and eosinophils expressed Alox15. Thus, we used each cell-specific Alox15 KO system, and
revealed that each cells contributed to skin inflammation in different phase of dermatitis pathogenesis.
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