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1. AROBMN

World Health Organization (WHO) hRI§9 W AEEICHITD=ERPFEBRIESY—Tld. IF
A704 REFIRAESRE (NSAIDs) PIEACAS REERE (PEhrZ/J1>) ->8AEAIR (374
> RSYR=V) —=8ACACR (BIVER, AFSORY T12492)V) DIEICEMZRVSONEEL
WeENTW3., INSZEEIY MO—-LICAVASNAERRORHTE. JIZN 2559 R IRIX
BURIRI (L, EARCHIT R EMELIFRENS. ARBE LI TREEEETOERBREMNCHNT
BN, #ERIANPABEORLEARKCL CTRUEREIENI BV REZINTVS.

JIDAZEEMARIIAE 1 B 1 @B REF DI NOT-T T 9ZIVEH) .
LD FEI IR RN BB TH 3T 107y T/ \wF (3 BEMDEREL. J1297)LiHRE)
D 2 BHITHERENTWD . COI5T1AZINOFHGERFIIIFRE(CERRFIFZ THEN, AEIERI/E
I 2EEMDOFR. INNBERRA BER(CLDEMARBITIEOZEBINHSND, 2. TR
FEYEEMETERVBRCIEEBRIREMRP TUINTUES LD, W (CIRINENMENUBRICIFE
ERBWERNFRIA T 3L e iR RIS (CTIsEEN TL3.

CNETORFRICT, JRE. ABERHER. BMI, REIREE, NABRERUVKEIBEEMINADR T
RENTIAZIIFHRF OENARBATIHICE B2 53R FEL TR IFSNI FICHRE 1.
FEMIRINCEEZ 5 2R TFELTRMIXEICBRENTUVS. £z RHEIERETORRZIT )V E
FCOWTE. IEFEVONDERFREFZETMTHON THD. EEREALIIT ATV EEIZBIURL.
ZOEYEFETRTET DETIRAIEOME INEMARNBITE(CRS(CEEEZS X 3LENRE
ENTWVS, UHU. BERENSIFRINCEC S DR AE DI ENEDIRE T AL DIRINE (CRZE
RFUTVBOMNIDOWT, BEINSOFEYIAHE. RESEE MRV MABI TS mICE DEHH
([CHRETESNTAATERRRE. T4 DFNBPEDEREEZN TRV, UIeh o T, EREIATTICTINSORE
ZEFMCIBIE S BCL(d. ARFIOBWIEFERICIIZ . CNETIRESNEEARMFIERZ2E([T1I2R
(CBVWTHEERRELEZSND AR T, KRB ZAVERIEDWENREIPRFSLMm
FREMBITENREFIREIOVWTUREIZITON,

2. THROAE - EheidB

EER(C(F. Wistar HEMSw . (788D, fCFIEERBMWIIAITA) ZRAWVC. SYMIMRERMGT (7
BF~19 BFBAFR. 19 B5~7 B5BERR. =R 25°C) TEBEL. miRDER (CE-2. BARIL7HE)
EKzZB RGBS BERQAHERNFZEREARE (VT (FERES KAPS-30-
005, AEH 2017E 48 1 8)  ITVAZBREGRIER HPLC 2BV TOSELCTITo.
BEBAIOVN T4 —4E JASCO #E (LC-Net II/ADC system. E&R>T PU-2089
Plus, #8188 UV-2075 Plus) (CTIIVAZIEDOBIERITOR. MIELRMELT. RIERLC 1
g/mL p-AF>ZEEFHBIOE) 40 uLz. BEMEICAY)—IL / PNV / BFEE = 200 /
100 / 0.3&1% (w/v) EFEE7>EZDLKERZ 1. 1 DEIGTREUCARZRAVC. £ B
SA& Inertsil ODS-3 (3 pm. 2.1x50 mm. S—-TILH/I>X &R, BAX) ZHL\. BHE
DFRIE 0.25 mL/min. J&E 220 nm. stABF A= 10 pL. BIERR] 7.5 DeUlc. I1>45Z)
HEPEMEORTE . FERAUT-THIZMEMRICAN. 1 mol/L i8fE% 6 mL, *%./-)l 20
mL ZHNZf#. B, IR/ BURESEEESR )\ A> 14 h—® (BR-23FR-MR, TAITEC)



(%X D—1]

[CT. 50°C, 70 rpm T 20 BFfHRESL. T2 2 Uz, COBRZSENE . XATSATCFE
U X9 )=)LT 50 mL &UTe. FelTRUTE HPLC SEICTIIVAZIVBEEZAIEUR. Fe. BEEINS
OFEMRBUETE (in vitro Y ERER) RU ex vivo Y NEEEYRFERMEEAS TS T4V
— (DURAPORE RMEMBRANE FILTER, FILTER TYPE:0.45 pm) #fz(d3vhEEZREL
25V ESEEI L ZZNENRAVWTRIEL. in vivo 3y NIMAEYIFSITIHEEHEE. SyNIT1>4=
)VEEIERE . SEERIMO S MR Z R R (CERIM I B ETEHMMLIZ. —75 . E hDRZAE DERHASAHES
FERRIIALA VEE U —IVBE, JOLZF G AT 7)EENETHDZENS AR TIIZENSDEIEH
bz mE AR BEHA AR (CRBIAL TV S —RZ2ERFER ELIZE ATLEAE SSL (Sebum-like
secretion based on lard) ZFEEU. 2O SSLYVENTI>AZIVEF (1 B 1 EEEHEZE) O
FEWREE. REEEMERVMABITENS 223588 % L RRIORUEFACTEHELZ, 7—5&
Y + ZEERELLTRLU. BEZ Student’'s O t IREEI(E Dunnett’'s DL EFLLEARTER
FULz, ASEBRT(E 0.05 KD p EZBEELTRUR.

3. HARDMR

1) SSLALIEN 37 CRIAHCBIBITINBEHENS 225 E

SSL QBN 37 CRHAICHIIZITSIIRHEMEC SR IREZARTT I, SSLEE 0~5%4L
IBEFCHITD in vitro iR ERZITolz (Fig. 1) o SSLIBE 0%. 0.1%UIBEF 37—
(CTIAZINIFERIFLTORD DTN 1%, 5% SSL Z4LIBUZERIC(E. EMOREN SSL (CLDBE
EEN., T-TRCBF M OEFNEREINT. Foo VT N\—RINOZEY R & R URE -5
H#R T EE (AUCo-on) TlE. SSLIRE 0%. 0.1%. 1%IBEFFERROIEZRUILN, 5% SSL
QIBBETIEMMEENRI U, INSHER(E. SSL AURRENSVEET—THRITEEF I 3EY)
SNEC EMRHEMRIET IR Uk.
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Fig. 1. Effect of SLS Content on Drug Release from the FEN-patch.

The membrane was pretreated with 0-5% SLS for 60 s and set on the Franz diffusion cell. Afterwards, the
patch was applied to the SLS-treated membrane on the Franz diffusion cell. (A) The amount of FEN in the
patch 9 h after the application of the FEN-patch. (B) Release of FEN from the FEN-patch through the SLS-
treated membrane. (C) The AUCo-qn in the FEN-patch. n=3, N.D., not detectable. *p < 0.05 vs. 0%. The 0-
1% SLS did not affect the drug release; however, the release of FEN from the FEN-patch was prevented by
the treatment with high SLS (5%).
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2) SSLALIEN 37 CRIMHCBIBIIL A INKEEBENSZ o5 E
RIC SSL AUBN 37 CRHICHIT2FEMREERIEICSZ D78 Z ex vivo EERICUREIUR
(Fig. 2) - INTD SSL ANIBEHIHT, EER 9 BB DT —TEMPICERIAFNRHEN.
SSL AUERENZVEE SSL RURERADQFEYEDAHENZ O, AFEREITZIZILORE
BADBRFAMENKEIDEEVD, SSL EOFRANMENEL KREPADBITIELBA TOFEREN
BIOCDTIFBRLNEE ZSNT.
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Fig. 2. Effect of SLS Content on Skin Penetration of FEN.

Rat skin was pretreated with 0-5% SLS for 60 s and set on the Franz diffusion cell. Afterwards, the patch
was applied to the SLS-treated skin on the Franz diffusion cell. (A) The amount of FEN in the rat skin 9 h after
the application of the FEN-patch. (B) The ex vivo skin penetration of FEN from the FEN-patch. (C) The AUC,.
oh in the FEN-patch. n=3, N.D., not detectable. *p < 0.05 vs. 0%. The high SLS (5%) enhanced the FEN
accumulation in the skin, resulting in suppression of skin penetration by the FEN-patch.

3) SSLAMBEAII A IMEBITHNSZIZHE

&5(Z, in vivo EERZRICT, SSL YUEN I A MAFEITIHICE Z 252DV THEIRET 21T
Iz. TZOFER. SSL RENBVEERERTOEYFERMEFEF oM. £z, SSL RE 5%IIEEFT
(& 0%YUURERFE LEANM AR ENEHE THDENRDBNI. INUE. FEITTRUE ex vivo EERDAE
£ (Fig. 2) &E#ER SSL ARSI 7ZIVICE VRN R B I3 LR T 3l mEaEniz,
Fe. KERTOBVEYIHEE. M I IZIVEEDIEREFFEIDENESN RO,
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Fig. 3. Effect of SLS Content on the Plasma FEN Concentration in Rats Treated with the FEN-patch.
(A) The amount of FEN in the patch 24 h after the application of the FEN-patch. (B) Changes in plasma FEN
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concentration in rats treated with the FEN-patch. (C) The AUC0-24h in rats treated with the FEN-patch. n=3-
4, *p < 0.05 vs. 0%. The plasma FEN concentration in rats treated with the FEN-patch was significantly
increased by the application of 5% SLS. Additionally, the total FEN release levels from tape treated with 5%
SLS was also significantly higher in comparison with rats not treated with SLS.

Bk in vitro U ex vivo RT3 SSLIRENSEFDFEEMOMEEMETU. FE=E@t
(HMEEZRIH. in vivo FTIE. SSLIEENS I FEMPADENFBITIEESFDLZEASHNEL
Iz, CCT REHEMhomE FAERE. RE. ERORICAIBELTHD. ZOIEICE FHEENMEIEL
TW3, UIhoT ex vivo TR Tz @idL TS —N\-\iEBI2ENHDN. in vivo BT
(FMEFTOELRETEBADOBITHH#ONDH. MERR(CBITIEMBITRECEVNELTOY
% (Fig. 4) . COsah'. ex vivo & in vivo RTERBERNECIFRERETERUDNERESNT,
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CORRIC, RABFEMPNSOITIAZIVREZINFEITHELE(C, BBANOEYIFEEZZ8D
EWSTIVAZIVERFIORURICEOTHR T B ZBLTVSEVWFERE. SERIRST FETHDIE
BRICEBEAERULIIVI VKA ZEURL ., TOFEMEFEZRE T 5L TRERYARNBZITEZST
21V RERR(CT A D M E IMEMICRE I B uIREH 2RI EDO THOMl. oo INFTD
ARICTRENBFORCEIIAZNORINENE FEIEMNRESINTVI LD, BRFFRAES
W2 WSS (CRIMPEMEED_LR(CLOR[E TR ENGHDEEZSND.

4. SiEORE

ARERTIETY M FVRBREITO TS, —75, NSRRI NTERIE THBNIOLTOR
A TEETHS. SEEBOC NGBV TRIERLIT I TVRIRIEN DL SICBEL TLB0N %
BASNEL. AFIRMBLIBAL TR,
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