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Establishment of animal model of oral lichen planus and development of dopamine
signal-regulated therapeutics

Ko, Ito

2,600,000

(OLP)
OLP IL-8
oxazolone, DSS, TNBS, iodoacetamide
1BD OLP
OLP OLP

Oral lichen planus (OLP), a chronic inflammatory lesion that develops on the

oral mucosa and is mainly caused by neutrophilic inflammation, is often refractory because the
pathogenesis is unknown; high salivary IL-8 levels have been reported in OLP, and cellular immunity
has been implicated in its pathogenesis. In the present study, we used four IBD animal models of
oxazolone, DSS, TNBS, and iodoacetamide as references to create animal models of OLP in which these
drugs were applied to the oral mucosa; we compared clinical specimens obtained from OLP patients
with the histology of each OLP animal model; the results showed that the OLP animal models were more
sensitive to cytokines than the human specimens, and the OLP animal models were more sensitive to
cytokines than the human specimens. We examined whether the profiles showed similar profiles
compared to cytokine profiling in human specimens.
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H SRS FEAE T D 4F P ERPERIE S AR D IBPERFEMER A T 2 N FER & (oral lichen
planus, OLP) %, % DOFIEE NN CHVENMETH 25586 1 %\ [Eversole LR, Semin Cutan Med
Surg 1997], OLP TIIMERR - IL-8 R FE N @V 2 & 23 S 41T F U [Mozaffari HR, Postepy Dermatol
Alergol 2018], & OJFEEICITMIfRMERZENE G LT\ b, ERICHFEET S Y >/ EkIX CDS B T
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Scully C, 2008], CD4 5 T ffiZBl % DA I A N2 X > THA—7 THIKE L Y Thl Hifa,
Th2 A, iTreg #MIfE, Th17 MRz 3 b3 2 Z A% 5 TCWw5 (X 1) [Littman DR, 2010],
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EEBFFEE O TSI, T M - BRRMIRE A > % —7 = A 2B 1T D F3—3I U OREE
Bl L7= (X 2) [Nakano K Matsushita S, Biochem Biophys Res Commun 2008][Nakano K, Matsushlta
S, Int Immunol2009], & 52, D2 AEZEIAT T= 2 M, HRGE L EEGREZ N LT, T TI
%S LT B AR ER ‘ﬁ/(f M35 Z & b3 A L 7= [Matsuyama T, Matsushita S, Clin Exp
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JAEPEGZE . (Inflammatory Bowel Disease : IBD) (X1 (ZFIET D, AF R ERMERAE DS IR
DB TH D, mnmeimD@ﬁlkF<%@w%é E MBS NI > T 7-[Géalvez J;
ISRN Inflamm 2014], 1BD (Z35(F % Th17 #Hfc k50 B AR fifie | Tl @l 22 SOE e A R A > D
FEHNT K o CHRAENE Th17 M 2 RNCFHE S 2 & & HI2, Thl Ml 78 LGOS K S
%, IBD &7 /VEIY) CTlE, oxazolone, dextran sodium sulfate (DSS)& % \ i trinitrobenzene sulfonic
acid (TNBS)% FH\N TR ZE Z #6fitd™ 5 = & 732\ \[Boirivant M, J Exp Med 1998][Catana CS, Adv Clin
Exp Med 2018] , f%3T . iodoacetamide % i\ 7= IBD &5 /L E## M3t & 417~ [Breitriick A, Dis Model
Mech 20132], Z @ iodoacetamide % f\ 7= IBD =5 /LB W T, D2 ZEET T=2 L3 HICE
B RIEZHINT D Z LA S A& 72 o 7= [Tolstanova G, Dig Dis Sci 2015], OLP IR APHIE &
NTWRNWEH L LT, REET LN FE LRV TH D EEZ D, WIETT LEi e

T 5 & TRIRIEDBHIE O 72 8 OBFSE A4 FREBEHIICIRAE T X 5, MR REF IXRIEMEGRE BT
%w@% ER L, FAUHEEO—HTh 2 NEREICX LT, 2o OFEAI TS 52 LT
Th17 MifuZ#5E L, OLP ORAEZ IR 2 Z LN Al & B X T2,

RIEVEPRBET VB OERCHER T2 T MIAMERIEZ 5] X 2 30V < OO 3EH & 1
BN T, BE Y T E Ol E4T, OLP BT VEI ORI Z HiEd, & BICH=220A
#&ik & LC dopamine > 7 VHIEITATRIEOBIRE OIEHE L 70 5T — & & HHT,

ATl 4 F THAL STV OLP O 7 /LI 2 (EHL4 2 12 BV CHMAI Ze iR 4E
Thb, €L TETAVEMWE LW in vitro 128V T D2 ZEEKT =2 FOFIERHER S L
X, Tk TEHIAMEToH o 72 OLP DIERIEDHIE D720 O RRERIIE L 725, MTIHELES DR,



HU7=, D2 BZBET =2 34 TIl2ob L7=iE (Y Thl/Thl17 MR O RIEMEY A o1 >
FEAZINGIT 2 & W D BIRTRET R E 13, OBEFOBRRENMEZ 2 2 & @FIER O RIEHNH]
WA THDHZ L, THDH, LIENR-T, OLP T TIZHIEL TWTH D2 HEZRIKT T =2 |
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A2 TIL. oxazolone, DSS, TNBS, iodoacetamide @ 4 fE¥EDOEH| A /= IBD &7 /LEW) %
BEIT, TS DA EZ ORI S L2 OLP =7 L@ 2 /Efl4+ %, OLP BE L viEohn
T-EGIRIRAA & & OLP BiE 7 L OfRIG & Ol 21T\, F b EALL L7 Mikig %2 295 OLP &
FLEWE T, 77, R L7 OLP EFXLEMICHBW T, D2 SRR =2 N5 L.
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OLP % BEWVERZITV, JHELZWIZ T OLP OMEZ M 2137 B ICx LT, AR TIER L
ATGA REROTREREEIT -T2, fEdett & LT, Thl, Treg, Th17 Y7 & v MIFFRA 72
A NHA L THD Thl A "B A (IFN-y), Treg h A ~HA > (TGF-B), Th17 %A ~HA v
(IL-17) IZOW TR EZBR LT,

—J7. B EER L LC, Wistar 7 v b () (2 L CEMRAFEE T (ERAT Y2 (015
mgkg) + T XV T 2mgkg) c WARET hLT 7 2 —b (2.5 mgkg)) (T, W OFEFR R
~FEFNE 50 p L AR T ICiE- L. (3R1), FEANL 4 T, TnZhoEiEs = hr—L
L LT, ZFEDT » ML Test : N=5, Control : N=5 & L7z, £EHDT v MMZOWT, X b
B4 —/LF kU 7 A 100 mg/kg DREVERN 512 K 5 ZEAV 5T AR D ks 2 - 7Y
Y7L, 4%PFA IZIRIELCTHEE L, /XT 7 ¢ el A&1T\ HE Yoo % fiiifT L7z,
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Group 1 Test : Oxazolone 30 mg/mL | 50% T & 7THME. H
p N P : v : Zhang L. Molecules 2020
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Dextran sulfate sodium 7)) Dis 2012
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OLP DOiEEZ W #137- 84 (OLP1, OLP2) OAEMTIER L7z A7 A K& T HE Yt % i
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72, IFN-y, IL-17, TGF-BOHUAEZ W THRELAZIT TR EZRT (K4), RIEMEHERAT
Ly b —ARBETIE IFNyB LW IL-17 BEEEZ R L T2 Z EvB . Thl flifaze 5 N
Th17 FEOENE N E D> 7223, OLP BE TILFGIEDIER] & FEPEDREFIN & - 7=, A (XRIE % 11
S>TW5 OLP T, BHIIRIEZED/RVOLP Th D Ll sz, —FH T, TGF-piZ=> tm
—NBECIEEMETH - 7223, OLP @ 25EH] & HITHERNE -T2, 2F V., OLP TIERIED
FREEIZESD B3, Treg MIlEOEIENE W EBE X DIz, RIZ, T v b OFREA~OIANEAR 21T
U, FHHR A EREL U C HE 4o % T L7=fE R 4 79, Todoacetamide ZLERIZ-DUNTX 5, DSS AL
IZDOWTCK 612, Oxazolone LR L7=H D %X 712, TNBSAEE L7 D% 8 IZ/RT,
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control lodoacetamide
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control DSS
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control Oxazolone
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