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[0027] w8 A=, 4] whE A E(100),

[0028] E7}¢l(Lidocaine)d 4 Qitt.

[0029] vt A e A=, 7] I S5 S4A1(200) =,

[0030] 7] F5e] EHe] Fo] MAX &% st E(210), H

[0031] 7] Eal(210) Atolell el o R FAE = 1F H(groove) (22005 X 5 At

[0032] g wgkA s A, A7) @210,

[0033] ol 371 oldd & 9l

[0034] vl Sl A=, A7) 1R H (groove) (220) =,

[0035] el V' oz FEHA § 2

[0036] vhehA s A=, A7) oAz 8 S5 F73A(200) =,

[0037] 9ol wlA PFHE A BRI A Ay Gal(210)9 WEoz Z4E Wolx = w A 4 9ir).

[0038] b s A=, A7) mAlF xR B S5 F74A1(200) =,

[0039] o] PR o]Fojd 4 Qdrt.

[0040] v s A=, A7) A wEAE

[0041] A (Cream) EFYD & )

[0042] o wA s A=, A7) mAlTEe 93§54 SAAI(200)E,

[0043] 47 A Al 0.55%% WA 105%3% 232 5 3l

[0044] g ulgAsiAE, A7) uATRe] aR F5 S3A(200) =,

[0045] g7 A wpE A 155 WA 253 232 5 3l

[0046] wak olygl, A3 ZAHS sy 93 B oayo] e S wE nApxe i F5 FPAS E
el T2 vIFHAE o] 83 v WUy

[0047] ol vlZ= A4 wuFHAE o] &8 uhE W o],

[0048] (1) vATRY A5 &5 S3AS £t 4 A 10)7) Aol TX5 e oA,

[0049] (2) 471 GA A Zxg FooA, mAlFRe 37 F5 F4A200)7F I vts] wA 78S A8
= 9 H

[0050] (3) A7) GA(2) A FAE mA FHol nt3 JE(100)0] FFE oz nH 7 Jolus dAS x3sE A



[0051]

[0052]

[0053]
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

SS=50dl 10-2080860

s e, 47 9% B FAA(2000%,
37 9)%e] ERle] ol MelHw% s wl(210)
A7) @70(210) Apelol Ashggo s Pt 1T (groove) (220)F EFE 5 Ak,

o wkgk s, 471 9i(210)+,

Aol 37) o4 & Ut

ntE A A=, A7) 2FH (groove) (220) =,

wdel v A4 Y £ vk,

A s, 7] AR di F4 SAAI(200) =,

H
E

ol vl FYe GAeks BN 37 @100 HFow D5E Holdt ¥ P4

A s, 7] AR v F4 SAA(200) =,

S s, ) AT AR FAAE £FE Tk HAA10)E,

AH (Cream) EFYY 5 A},

g ks, A7) vAERe SR E5 S4A(200)E,

B7) wAlF e A5 F5 SAAE 2 S vHAI0)e] 0.5 WA 1053 £3E 5 QU

g ks, A7) vARRe W% E5 S4A(200)E,

7 mAlTEe] A5 S SAAE £ eke w4 wpEA00) 0 153 WA 25 3 5 A

yigel g

wownlolA Al gl wATES 9B FF ERAE Edes w4 v 2 22 o8@ v Bl
Waw, mATze 95 F5 3460 G4E Goe] o8 Wre] Fol Welxaw, Mol Wy How
Aol VA gejel aFRE e P Sow FHo], fxo] Buhg wE Az el w3 Ao 9
H5 9y pEen wes FrEeEd, aedeln M Fi WAE T 4 9l

EE, ¥ ougel w=w, wATe ¥
GRozA, BADA FAHY 2FE T4 BuE WA AP DAINGE A 2D + 9 Hol Belw
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ol
o b
ol
o
2
;i
-y
=
;i
i
o
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e
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K
=
o
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[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

S=S0dl 10-2080860

g EA% Edolt. ® 6o EAE uheh gol, vlATxe] ¥ F4 FAE AL 2 vHEHA0E,
gl wp 2 ohHARA, WA V%S ke v AR(100), 2 wRe] vhelaz =719 vA FHE
FYFOEA oA AR00S TP F FFHES SQeke GBS FPshE, Y FF FPAQ0E E
e & ant

nhE AR(100)2, Ha vhRAARA Y d8E sk o, g%k (Lidocaine)d 4 hot, oo A=
= A& opdrh.

of ddAefol mE vAlgEe] AR F4 S7A1(200)

Zzte] wAE AH AT WEES, 4 B Uy
o} #ste] S APHYOBE, PAT AR A2 Ak

B ougel QaNdel HE uATEe WY F5 FAAE Edeht T2 MHA0E 29 Crean) HIY
gk, moh FAACRE, AF BRI olFold kA JR(10000] BT FHe] WY FH FUA(2007}
Qe Aeld 7D = vk 5, 29 AQel shAAel 3499 v B8 s BRGAST)E Heo
24, Se] BERT BARE YA o] vATR AN FH FAA(200)7h W] uwPOomA vholoE

s

WA 105%8% 292 4 Ak, B nk = x%
A (10) el AA TF T 153 WA 2 TF% THE 5 vk vwt o7 %l $HH= AL ok

% 7 B owye] QAN mE plATEd WY 5 34 (200) (enhancer) & E£FFE Fh HAAE
o EEee BEE EAT Sdolt. ¥ wwe] QA e Y Fee MATR AY FF F4A
g TS Fh AN AR APe AT A3, B AR F S DA (Lidocaine) & A
s %o 9 vheis 49e sk

4 vEHAE FHoA =xde= %
1

= o
&4 Z7}A| (enhancer ) (200) 7} X35 )

SOl Al Akl wE wiH AdRe F AEE ZAIgE EWelt. IR 3}
e e HEARJOCE A2, SAAR00)7F 1523 28E =7, 2 SAA(200)7F 25%H% ESHE
Y7ol S 2ufol A 22 E 9 2Qerog pa¥as A E=XEAa, high-performance liquid

~

% 8o =AlE mpo] wpEW | =438 =711 (Pure Lidocaine)< 5%, 10%, 15%° Z}ZF 1.23/cn’, 3.72/cm,
2.14/are] B =71 (Lidocaine) o] #HEE WhH, F7Al(enhancer)7} 1530wt .= FHE =7k
(lidocaine)& 5%, 10%, 15x°] ZZ 10.78/cw, 15.87/cw, 97.42/cnd] =7} (lidocaine) o]
AZE 3, 5% (enhancer) 7t 25 H%(wt %) 2 ¥ 2= (lidocaine) 9] 2ol 5%, 10%, 15%9]
7247y 15.31/ e, 29.75/cw, 134.16/an?] 2]%=7FS1(lidocaine) o] HEH AL & & Utk o)A FTHA
(enhancer)& ©]-&3 =7 (lidocaine) AF o] KU} A&ela Aoz IF YHEZ AgEo] w2 A npH

[e]
7} olFold § e elna,

-

- 2249 HETRl(lidocaine) §% 54 W& R FAMoR dunw, o vRR Add
(lidocaine)® %S high-performance liquid chromatography(HPLC)E o]&3le] Aoz FEAE9 ).
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[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

S550dl 10-2080860

WA, e fesl, A7 1539 &9 =78, 2 SAAZ 25%% ¥ lidocaines 747 2=
FHlERT. ol F, 5%, 10%, 1539 AE&AZ F A7) lidocained F 9| FHo] =ExaT.  AEALH
o|F o] ¥Ro] PoldiE lidocaine &S A A3 T, enzymatic digestion o]-galo] ztzhe] FH o yE=
BE lidocaines FE3tt. IR F2ZS fo vlolde] Wi, W¥ mg & 0.1 U proteinase K7} ¥ =
2] B3 43AS mpoldol Hrlsluk.,  Es| AL 55T 543F Bk 1AEATY. o]F, FEHE {99

10E HPLCE FY3Fott. ol=AL 0.1% TFAZ} &% 100% DI water$ 0.1% TFAZ}F &% 100%
acetonitrile7} 80:209] H-Iu|= 5% 2719 fyjdoz FAFAYTE. ZHL Zorbax SB-C18 (3 X 150 mm,
3.5 JAMFel =)o), 2= 3B5CE FASAT. 452 0.5 mi/minel™, W AES 250m HgelA $=3 =9l
=

= oor 2 5 g TPse F A4 @
MAoR BAF BES EAT mveln, ® 108 B Uye] Qxdel B wATxe I F4 FRAS
T Th AT F2H F 4G AvA0R o e Fol BAY HEL EAF mwoln, £ 93
%100 BAE vhsk o], vhela® Avle) BN §4 FAAN0E T T2 HEHANDE BXH F
A% Ao wASRW, AN F5 SA200)7F Ae] WA vl A1) vAl FHE FHSHE A
2 g8 &}

% 11e B owgel daNde] me vATRe W3 F5 FRAE L@HE T oHAAE 8% vh 24
& EAG Bl ® 110 248 vhs} o], ¥ wye] duAldel me vATE NEES AL X
e T2 AL BE 1T gAY g golw, MEAE A%l B 1ole) mxse AvoRw

% 12 B owgel duNde] e mATRe WY F5 SN TFHE T2 oHAAE 018 oA P
o BERE EAG mWolth. ® 120 mAE ik gol, A% HAS By A% B w3 g 5
Aol whe vATR MY 5 FAAE TP Th HAAE o8 nHH g, MATRY WY F
FAAE Tk Fa oA 1007 AGTSl0] BEEE @A(S100), BASI0NA EEH FgolA], vl
x9] W% E4 F4A(20007 3% 2 A PR ek BAS200), 2 BAS200004] FHE viA] T
el vk JR100)0] FHHOEM vhEsL dofh BA(S300)E Zae] ol Fold 5 vk,

Zh7te] WAE HRE AT NEES, DA B 0yl duNd] mE nATRd AR F
9B oyl QNG me MATRS W F FYAS £FAE Fh A0S B
g

AT uhsh gol, ¥ wgelN ARSI Y vlATRY WY FF FAAE TFee T vhHA 2 08
ol g A el wEw, wATEe] MR F5 SAA) B4R DAl ol 5ol Fol Welxw, Mol
9% Bom v ARl V A Feje 1FNE mel 9% Som FYue], fxel Bad wE Az el
ohE el FIHa i BoR wMEA FRYORM, EEAoln Wi Fi HAS ¥ & Avh =,
B oane] mEw, wATRY WY 5 FAC vHEE Bag $9) vl =79 A TS 34
oM, BN FAAY 1FL FA FuE S AT BANES DA FU F QI Ho] Bel@ HAE
T 5 ek B oohje, ®oune] mEw, BE Jud A F5 FAS £FE A B9 T v
Az THE F QRS FoEM, U /17U PN glo] Mt AUORE ALW vH A& T F A%
= F,

B 71 erl Al Fhel A4S AHR Aol olstel theke Mot ggol
7% Abgel WelE obdlel SRATHA Jstel FaAor & Aolrh,
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220: “15H.(groove)

S100: mAMFze] FF 5 SHAAE Xk T4 vHATT AFE R ExEE
S200: Al S10091] 3

Bolol A, MATRS WY F FAAIE A s vA TYe FHshe 9
=)

A =
S300: wAl S20001 4 BAE wlA Frel viE Aol F

[y
g

k1
g
~

P omLy

NETWT 548 8 sl
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k1
N2
(@)Y

Ot 4= -~ 100

= &= E&H 200

[y
(g

Amount of lidocaine (pg/cm?)

120

90

60—

30

—=#— Lidocaine with 2 wt.% enhancer
—a— Lidocaine with 1 wt.% enhancer
—a— Pure Lidocaine

10
Time (sec)

o — HEHEH

il
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