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[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

A2 EE A3 5 A

AR wgAS FAAA, A Fol FezTE ] 4] vl Age g7 A ol Fu o)A A
A Az (R, BA, 59 Agel o nzE 5 A

Qn wigAE pAl A, A Fol Felmiee] 4r] wsliAe Ade 47 Ao dmAnd o 2
Ee Ao o 2 Y ARES e 39 47 A4 ol Fejel B Ul EFA s nxd
S oAT. AR v FAddA, o 2 EE Addewn o 2 93 329e e 4] A4 Fol )
o A7) Bie A7) WAL RE EE BE YY) ARAY EE BAE nEd. 9% A P, o
2 Ee ddhes o 2 9y 3AUe e Y] A1 ol Fele] 47 REE visEde] g Ex
Adxom gk, 9F te vhgAd FAdeA, o 2 wE Addoz ¥ 2 9% 438 s 4 )
A Fol gEle) 7] HEE AP ¢ E 0 wda whe) uAsh g 2o Fo) dusAe et
Axk, 47 AAS deAnd 2 95 gREL g

QY P FANN, B T Ee AdHo o 2 WY JAYL A $Re] 37 Fol Fe ) 4]
EFe e AFet: () FA4 7 A4S $gE AR (D) BeA BFIE 37 A9 Fad
AF i) A2 &5 @ golE A7) AR e A (v) Bl o &S B AEH wFE 4]
ARl A AR WEE ) FE EF ) A2 FIE AR, D FHE FAAAA, A% AR
A (%, 3 el 47] Fol PHE #ds wE AAHoR WHEHH 2 Lidodern®A T Hol

10%, 20%, 30%, 40%, 50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350% X+ 400% 2}
o9 A AN, A AF AAE (5, AR el 4] Fol FUE 3 wE AFHow 1
FEA R)E O 2 EE AAMoR o 2 Ay HAYL /L PR gt SUAT AH R Jo® 108,

20%, 30%, 40%, 50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350% = 400% =}t}.

[o

Aoz o & yF AFAHES /A= FE9 47 Fo FH W A
¥ge tggS ATt (1) 4" IR 35 (i) FgE g5 F3e"; (i) S A48 d 5
(AUC); (iv) &9 IF 224 =3 (v) g% wmE a3o] 24 (vi) CuZFA AlZbe] o & (vii) H =
Coaes H/HEE (viil) FNE &%, 9% w213 LA oA, 7] A2 Lidoderm® X Bt} Hoj%= 10%,
20%, 30%, 40%, 50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, = 300% =Th. AF ujzkz] sl
TFA AN, A7) FFS o & Ee AEFor ¥ & IAF ZIHE A= Fio] gl sds fXEYg 4

o1& 10%, 20%, 30%, 40%, 50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, Z=+= 300% =t}.

o AV X

iy

A vk FAlel A, 7] A vruc} o 2w Ad¥or o 2 W% YL /= )
A4 Fol Fele] mAAL vne} HAReh 4] A WA mrAe] oF 16w, wix ok 25 W, w0
3 Wk, Wi oF 4% Wk, Fis oF 5% Wk, ®i oF 6% vk, Ei= oF 7% mIvk, i oF 8% Wwk, Fi= oF 9%
<) = ok

il 5 T =

gk, e ok 10% PR, e ok 12% wNh, HEe oF 15% R, EE ok 17% WNk, EE 9F 20% W)W, K
T+

25% W¥F, & oF 35% Hwko|T).

T oTE A, B el Fof JEie 4 A, A7) dauiRlel g Fab FX1A, 2 AspAE 238
= AL dledl wauARlS Eeg

Tk FAdo] glojA, & wie] Fo FEE AL e vE A Yo WyupAQS Edsia 9 e v
FupAQl WE &% Aol S 3t A7l wIuiARl wE £ Aol Fud Aol oF 6 A VI F
S AbgE SApoll Al A7l Fol FElE Al ofsl A7) manpAlS WESY. e FAddA, 3] Fo
Pl A ok 8, 12, 18 W& 24 ARF = FHol °F 1, 2, 3, 7, 14, 21 = 30 49 7|3 FotuAdn
A wgrA g Aol A, 7] Fol dEle ARA fFade] HwdnAle Zies 98 ATy 2AEES
Agstal; A7) Fol FHl= A dF o 7|xsto] VviEe ARG 9 1 AR ZdE Aedn. A5
A el 2 owg el Ao, A7) Fo FHE gL 7, 9 B FATE $Ad 9 vE ok &
Tehal A& A7 adE At
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[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

[0153]

97 e oHAEH o R S 87 PomA Fold 4] wEmAQle] dek A wktrle] oF Ao 800 H<
A&EA AR gaks AEd. tE FAdA vl HES A Fr] Fol de= AY] vivnpAcle] &
o AA wErle] Aol oF 2, miE oF 4, Tl oF 6, T oF 8, Wi oF 10, T oF 12, Ty oF 15, EE oF
18, W= oF 20, Wiz oF 24, W= oF 30, ®i= oF 40, T oF 50, Hi= oF 80, Ei oF 100, Tz oF 120,
T oF 160, Hi 9oF 200, Ei 9F 300, Ei oF 400, T oF 600, Ei= oF 700 i Al oF 800 Wil X
aE Awdct

A5 wbEAR e FAel A, 7] Fol FEls dFele Ao AEHVtEY A °F 1.5, 2, 3, 4,
5,6, 8, 10, 12, 15, 20, 25, 30, 40, & 60 wjrr} o 7 A&2 A8 @32 AT, A5 vl s 2
Ao Aol A, 7] Fol FEl= AW 24 AR A &Sk Ao g A8 F 2, 3, 4, 7, 14, 21, B

2 4 K A
Fsta; A7) Fol e Il dd Ag F Hd oF 72 uheh2] gk
TFAAAA, d7] Fo] Fee ATt O vt FAA A, dr] Fol FEE IR dd H& F
FHh oF 504 At Ei= FHW oF 336 ARE, E= FHU) oF 168 ARE, Ei= FHTh oF 140 ARE, E= FH) oF 120
AlZE, e Ho oF 96 A7, Ee FHOl oF 72 AIZE, EE FHUl 9F 48 A, Ee FHu] oF 24 A7, Ee H
oF 18 AJZF, ®x= Ho] oF 12 AlZF, e Hul oF 8 AjZF, e Ho] °F 6 AZF, EE Ho oF 4 AIF] Am
aYE AFd
A5 v FAdAA, A7) 98 Fof Fule ARA4 Fage] wandes Eiete ATH 24ES Al
T3taL; A7l Fol FHe gl 9] giee] A8 = Ho oF 720 A ¢ L A& AR afE AT
shar; 7] @7 A8 oF 80% olste] 7] Am &3 AE7IF st A&Srh. ohE vk A e A A, A
7] &7 HEge A7) ' &2y AE7I7ke] oF 75%, i oF 60% i oF 50%, T oF 40%, i oF 30%, i
25%, e oF 20%, LE oF 15%, EE oF 10%, LE oF 7.5%, LE oF 5%, LE oF 2.5%, EE oF 1% ©|F

7] Fo el FHu 44 2 AIZE,

) oF 48 A7, = FHO oF 24 A7, EE HO oF 18 A7, EE Hd oF 12 AZF, T AU o 8 AT
we A ok 6 AR, e A oF 4 AZE] IR A& AAsict

AR wlgA g FAd A, Y] 98 Fo FEe X84 Fage wauAcls X3sie AT 24ES A

Fota; A7) Fo FEE Lidoderm®WX 2HElo] BFE fEuch Aol 106, 20% 30% 40%, 50%, 70%,
100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, 500%, 600%, 700%, 800%, 900%

e 10009 2 F2FS AFs.

AN mpEA g FA A, A7) Q& Fol FEE A8F FaFe] wWIuARle EFste AT 2AAES Al
Fota; A7) Fo FEE Lidoderm® X ZHE 9] Ht A AAZFRT Aol 10%, 20%, 30%, 40%, 50%, 70%,
100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, W=+ 500% U] S A &5 A
AANZHE AFFTY.

o

A5 upg2 sk FAd A, A7) 98 Fo PH= A5FH FEFY WIuARNE Edshe AT 2dES A
Fala; A7) Fo ¥EE Lidoderm®I X ZHE o HXF AFHT Hol: 10%, 20%, 30%, 40%, 50%, 70%,
100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, W& 500% & I3 A FE A 23

=
A5 vk FA oA, A7) €& Fo] FEH= A o A5Fd FEFY WIHuAJS 23ste AlTHA
ZAES AFsta; A7) o deHlE A7) Lidoderm® A 25 WEEE Rt A% 10%, 20%, 30%, 40%,

50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, = 500% = 7] I

AznE WEHE E NAEE AT,

1o

FoubgrA g Aol A, 47l 98 Fol FEls A el AwnA fFade wauAls E3et

i

Al

%
1
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[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

S=50l 10-1955175

ZAES ABaa; 47 B FE= Lidodern®9= 9] cn’ @ HAE 2@ Hth Holw 10%, 20%, 30%, 40%,
50%, 70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, 500%, 600%, 700%,
800%, 900% Hi= 1000% wRke] w9 cm & &2 HAME Y-S AFstal; A7 F49 FH= 7] Lidoderm
R0 AAsE= NEF 255 AT},

A5 v FAdolA, A7) 98 Fol e A o A54d FEFY WIuAJS Esste Al
ZAES AFsa; A7) Fo FElE A7) Lidoderm®3 Ao thsiA BT ZHol%= 10%, 20%, 30%, 40%, 50%,
70%, 100%, 120%, 150%, 180%, 200%, 230%, 250%, 280%, 300%, 350%, 400%, 450%, =¥ 500% w]wke] A7) )
A2HEH WEEHe & (F8E A7) A4 W & ulolya(-) AV Fol 1HE drle] AT A Y g go
24 5A4E, JAEZA gd9)d gz W ATE AF S

Q3 Wk g pAelA, A7) 98 Fol el ARA famel WA T A x4 A
231, A7) Bo] Ae= oF 0.09 mg/em/hr o], T o 0.08 mg/cm /hr ©14F, EE= °F 0.07 mg/cn’/hr o]
AF = 2k 0.06 mg/cmz/hr o]}, T <k 0.05 mg/cmz/hr o]}, HE= ok 0.04 mg/cmz/hr o], T 2k 0.03

mg/em /hr ©]4F, EE ok 0.02 mg/cn’/hr o], EE °F 0.01 mg/em /hr o], TEE F 0.009 mg/cn/hr ©]4F,

= ok 0,008 mg/em /hr o4k, TEE OF 0.007 mg/cm /hr ©]%F, X ok 0.006 mg/cm /hr o)A}, EE ok 0.005

mg/cn’/hr o]}, TEE OF 0.004 mg/cn’/hr ©]4F, TEE °F 0.003 mg/cm /hr ©]4F, TEE ©F 0.002 mg/cm’/hr o]
o W dsE FEe AT,
Q% % vhAE TAdA, 4] € ol dee And FEe WuuAe Fdu A% 2L

)
o

- 2 2
S Alwsta; A7) Fo del= °F 5 mg/em /hr oA, X 9F 4 mg/em /hr oA, TE 9F 3.5 mg/cm /hr o]

2 2 2
T= 9F 3 mg/em /hr o], = 9F 2.75 mg/cm /hr °], TE 9F 2.5 mg/cm /hr °o]A, Te= oF 2.

[\
(@2}

2 2 2 2
mg/cm /hr o], T 9F 2 mg/cm /hr ©]A, TxE 9F 1.75 mg/cm /hr o]}, TE 9F 1.5 mg/cm /hr oA, EE=

N

2
oF 1.4 mg/cm’/hr ©]4F, T oF 1.3 mg/em/hr o4k, = F 1.2 mg/em /hr o)A}, = oF 1.1 mg/cn’/hr ©]

ox

2 2 2
, = 9k 1 mg/cm/hr ©)%F, E+= °F 0.9 mg/cm /hr o)A, TE 2k 0.8 mg/cm /hr o)A, TEE °F 0.7
2 2 2 2
mg/cm /hr ©o]A, == 2F 0.6 mg/cm /hr o4, T+ 2F 0.55 mg/cm /hr ©]7%, = <F 0.5 mg/cm /hr o], &
2 2 2
= 9 0.45 mg/cm /hr ©]%, T+ ¢F 0.4 mg/em /hr o], TE 2k 0.35 mg/cm /hr o)A, TE °F 0.3

2 2
mg/em /hr 012, X ok 0.25 mg/en’/hr o4k, EE ok 0.2 mg/en’/hr o4k, E: ok 0.18 mg/em/hr o, T

o

= 9F 0.17 mg/em’/hr o4, X Sk 0.15 mg/em/hr o4, X O 0.14 mg/em /hr o4, EE: oF 0.13

[

mg/cmz/hr o], = 9 0.12 mg/cmz/hr o], L= 9 0.11 mg/cmz/hr olA = 9F 0.1 mg/cmz/hr o] o]

Bt Wy EARl FEe Al

A whghA g FAdelA, 7] 98 Fol el ARA faFe] vaulE 23 A 2AdEE A
Fatar; 7] o] Fel= oF 1.7 hr WYk, T 9 1.6 hr v, =& oF 1.5 hr o] H F5 T 53

A5 oS vt dk Ao, A7) 9§ Fo FeHE XNEH FaHY dyuAdS st ATy 2A4E
S AFetar; A7) Fol Fele oF 1.4 hr wwk, EE 9F 1.4 hr w9k, = 9 1.2 hr 9%k, E&= ¢k 1.1 hr
ulgk L= ok 1 hr Wk, EE 9F 0.9 hr vk, E 9k 0.8 hr MW, E=E 9k 0.7 hr WRF, EE 2F 0.6 hr
wlgk i ok 0.5 hr WRF, HE ok 0.4 hr MRk, fEE 9k 0.35 hr "wh, mEE ok 0.3 hr Mwk, EE 9k (.25
hr "9, = 9F 0.2 hr FIREe] H §5 E5 T AJAHE AlF st

of AmH FEFe WAANL T AA

= %6 2, e oF 7% 2, EE
A W F rrelUa(-) 7] ol
0o 234, WAERA E



FAES AFea; A7) Fo] HEE oF 49 23, T oF 5% 23, T oF 6% 23, TE oF 7% 23, EE
oF 8% x¥o] A7) SAZHEY Hat wIuAJ] FE (FE ol Y] S ol WIuiAAY & wlel (-
) AMAZ IR AL 12 AIZF & A7) A Ul E2 wIuiAleY Fo A SAHE, HAERZAN nd
e AFI

[0161] AR oS v A, AV g Fo] el HX el X757 Fa#e fuuAeds E3EE A
34 2AES AFsta; A Fo FHE o 9% 23, mE ok 10% 23, e oF 129 23, TE ok 149 =
o, = ok 150 23, wmE 9k 16% 23, TE o 18% 231, mE o 20% 23, mE ok 224 23, mE ¢k
25% Z, W= oF 30% X3, W ok 35¢ 3, wE ok 40% 23, TE ok 45% 23, TE ok 50% 23}, E
T oF 556 27, EE oF 60% =¥, T °F 65 = E]
o H4t wWIulARl W& (HE o9 7] A o wWIutARIL] & wloluia(-) Fof 7HAL] Hrlo] 7] )

=)

[0162]

e
s
2
g
P\
o
B b
s

4

T oF 55% 27, i oF 60% =¥, EE oF 65% ¥, T oF 70% =

of At HHuARl B= ( 1] Ul

ARRE 71 A el dE e ubARle] ForA SAE, dAERAN 2d9)E AT
o

[0163] AR wpgkZ sl FA| oA, 7] & Fo FEHE dx W a5 FaFe] wIntAIdE X33}
J Skal; A7) Fo] FElE ok 170% W%k, = ok 150% vk, mE oF 130% Rk, mE ok 120% W
T

10% "=k, = oF 100% B|wk, mE ok 90% mwk, T oF 859 nwkel Aby] #XERE WS

4 w2 544,
7] WEHE FS AAW AR el o @ A8 6 ARt

[0164] A5 oS v FAde) A, 7] 98 Fo] FEE fX ud XNEH fage] wauAls
sHA ZAES Agsta; AV Fo dele oF 80% vlwk, T oF 75% ulwk i oF 70% nw|vk EE <
ok 60% W HF, = oF 55% W|W, Hi= oF 50% mwk Rl ok 85% mukel AlY] X RRE WEHE 9
(g4 7] A U & mlolyz(-) 7] Fo 1H49] "rlo] 7] A o] F& FozA A
ix A7) BEEE 2 AW AFE g5l gk v A&

[0165] A5 wpEA g Aol A, A7) & Fol FHe A el A8A FaFe] wIgniAdE EFeE AlEA

Aeatar; A7) Fo] s 9 230% wwr, = o 200% W)W, ®=E oF 180% WwH, EEE <k 160% T
o 130% vk, E= o 1
F atolu (=) A7) Fol 7hA e @)l A7) A el @
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[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

AR oS bR g AN, ] €18 T FEEs A el A8 fFage] danAle xdate A
A 28-S AFa; 4] Fol JE= oF 58% mIvk, ®= oF 55% mIvk, ®i= oF 53% WNE, EE oF 51%
gk ® oF 50% WwE, EEi= s =

S
A W vhelua(-) 47l ol el Wl 4] AA el ge 9 =49, HA=A
BAY)e] WF WF ALE AT 7] WEHE Fe AAN AF Wr] g 9Y A 24 A F 5
Ak,

4.3 mg v, EE .

dozA RIS AT

A5 oS v gk FA A, AV 98 Fo] FE= A lH°ﬂ A5d Fage wWIutAJS xdst= Al

g 2HES ATeL; A7 Fo e oF 4 mg WRE, B oF 3.9 mg W, B 9F 3.8 mg HIRE, e o

3.7 mg "W, E+= 9F 3.6 mg VYF, = ¢F 3.5 mg W, = 9F 3.4 mg v, = 9F 3.3 mg "W, TEE

°F 3.2 mg MW, = °F 3.1 mg "%, = oF 3 mg MY, = oF 2.8 mg v, = 9F 2.5 mg H9F, EE

F 2.2 mg Wk, T OF 2 pg W|WF FEE 9k 2.5 il = 9F 2.2 mg YW, e oF 2 mg vgEQl #x] 9]
2 } i}

cm B HAE 29 (AIuiAIY @719 oA TdH)E AT

Aol A, A7) 9& Fo FeHe AN5H Fage dWIgnAds 2383= AT 24E5ES A
= ©°F 5 ng/mL WA °F 6000 ng/mLe] HF AR Cpes AT TTE. THE HFEAG A
= 9 15 ng/mL WA 9F 6000 ng/mL, E=+ °F 25 ng/mL WA 2F 6000 ng/mL, T+ oF
50 ng/mL WA ¢F 6000 ng/mL, == °F 100 ng/mL WA ¢F 6000 ng/mL, =& °F 250 ng/mL WA <F 6000
ng/mL, T+ 9F 500 ng/mL WA 2F 6000 ng/mL, T+ <F 1000 ng/mL WA <F 6000 ng/mL, T+ <F 1500 ng/mL
WA ¢ 6000 ng/mL, T+ 9F 2000 ng/mL WA ¢F 6000 ng/mL, H&= <F 3000 ng/mL WA ¢F 6000 ng/mL, B+
°F 4000 ng/mL WA ¢F 6000 ng/mL, =X ¢k 5 ng/mL WA °F 5000 ng/mL, E=+= °F 5 ng/mL WA 2k 4000
ng/mL, T 9F 5 ng/mL WA ¢F 3500 ng/mL, T 9F 5 ng/ml WA ¢F 3000 ng/mL, = °F 5 ng/mL WA 2k
3000 ng/mL, T+ 9F 5 ng/mL WA ¢ 2000 ng/mL, T+ 9F 5 ng/mL WA ¢F 1500 ng/mL, T+ 9F 5 ng/mL W
A 2F 1000 ng/mL, T 2F 5 ng/mL WA 2F 750 ng/mL, FEX °F 5 ng/mL WA °F 500 ng/mL, T+ ¢F 5 ng/nl
WAl oF 400 ng/mL, T+ 9F 5 ng/mL WA F 300 ng/mL, T+ ¢F 50 ng/mL WA 2F 2000 ng/mL, T+ ¢F 50
ng/mL WA ¢F 1500 ng/mL, T+ ¢F 50 ng/mL WA ¢F 1000 ng/mL, T+ <F 100 ng/mL WA ¢F 1000 ng/mL, &=
= 9F 100 ng/mL WA F 800 ng/mLe] CpZ A& 3T},

QY g FAGA, B7] 98 Fol Wl Awd famel WALl A BelA A AFUe
Fojo] Adalns wet Aol WE BAL Eeehs A 248 Agaa 47 Fo AH o 5 ng/ul
WA ek 6000 ng/nLel MTARIS Cpp AFETE THE vhgFAE FAGolA, 7] Fol FEli o 15 ng/nl

WA ¢k 6000 ng/mL, X °F 15 ng/mL WA SF 6000 ng/mL, T °F 25 ng/mL WA 2F 6000 ng/mL, T oF
50 ng/mL WA °F 6000 ng/mL, H=E °F 100 ng/mL WA °F 6000 ng/mL, X °F 250 ng/mL WA 2k 6000
ng/mL, T=+X °F 500 ng/mL WA °F 6000 ng/mL, FE+= °F 1000 ng/mL WA °F 6000 ng/mL, T+ 2k 1500 ng/mL
WAl <F 6000 ng/mL, T+ <F 2000 ng/mL WA < 6000 ng/mL, E=+ <F 3000 ng/mL WA <F 6000 ng/mL, T+
oF 4000 ng/mL WA ¢F 6000 ng/mL, T+ F 5 ng/mL WA ¢F 5000 ng/mL, T+ 9F 5 ng/mL WA < 4000
ng/mL, =+ ¢ 5 ng/mL WA <F 3500 ng/mL, =+ < 5 ng/mL WA <F 3000 ng/mL, T+ F 5 ng/mL WA <F
3000 ng/mL, =+ 9F 5 ng/mL WA ¢F 2000 ng/mL, =+ 9F 5 ng/mL WA ¢F 1500 ng/mL, T+ <F 5 ng/mL W
A 2F 1000 ng/mL, T+ 2F 5 ng/mL WA 2F 750 ng/mL, Tx °F 5 ng/mL WA °F 500 ng/mL, T+ 9F 5 ng/nml
WAl F 400 ng/mL, T+ 9F 5 ng/mL WA F 300 ng/mL, =+ ¢F 50 ng/mL WA 2F 2000 ng/mL, T+ ¢F 50
ng/mL WA F 1500 ng/mL, T+ ¢F 50 ng/mL WA ¢F 1000 ng/mL, T+ <F 100 ng/mL WA ¢F 1000 ng/mL, &=
= 2k 100 ng/mL WA °F 800 ng/mL Coms #a-3HT}.

AR AR TAANA, 7] 91§ Fol Fehe ARA fEB WA EFHE A 2YES A
gt A7) Fol Pt oF 5 ng/nl WA °F 6000 ng/nLe] WAL Gt ABFHI 3] Cut Bit oF
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[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

1 WA oF 168 AlRE dojdtt. e upgA g FA oA, A7) Fof &
w 1| [}
°

A
oF 1 A oF 144 AR, o 1 b4 oF 120 AIRE, i oF 1WA 9 CEE 1A o 72 AT
W oF 1 WX o 48 AIRE, T o 1 WA o 20 AR, HE O 1A o 18 AIZE, R o 1A o 16 A
@ o LA o 12 4G B o LA o 10 Ak i o LA o8 A S ok 1) o 6
ARY, o 1A oF 4 AIZE defub WubARY] G B AT BT

AR v FAdeA, Y] 9§ Fo FuT AEH Fa waniAcl; AR Exlel Al Hul dFde]
Folo] HH3EE wt=t Ao WE 24 S ¥ Aty 2AES xﬂ%o}ﬂ, 7] o el 2F 5 ng/ml
WA ok 6000 ng/mLe] wWIulAIRJNY] Cs ATl 7] Cus B & 6 WAl oF 168 A7 dojdr}. o
ke Aol A, F7] Fo FEle He oF 1 A 9F 160 A7, T oF 1 A oF 144 AIZE, EE 9F 1
A ek 120 AlZE, EE oF 1 YA ¢F 96 AR, HEe 9F 1 UlA] oF 72 AJZE, e ok 1 UlA] 9F 48 AJZF, EE
ok 1 A ¢k 20 AJ7F, HEE ok 1 U)X oF 18 AZF, mE ok 1 UlA] ok 16 A7, EE <k 1 A <k 12 A7
T oF 1 WA oF 10 AIZE, e 2F 1 UK oF 8 AR, T ok 1 WA 9F 6 AIZE, e oF 1 WA oF 4 AL
dojrb= dInpARLY (B AlTg)

AR whgAd FAlelA, 7] Fol Fel ARA KFEF wWHAdS T B39 Ang A% ¥
[e]

ok A &4 Fof el oF 1 ng/mL WA 2F 3000 ng/mL ™I H}A Q1
Coine Al-&3HC} 2 v A s FAAANA, 7] Fo FEl= oF 2500 ng/ml ®YF, HE= 2F 2000 ng/mL w|9F

= 9F 1500 ng/mL vRF, HEi= 9F 1250 ng/mL VW, T 9F 1000 ng/mL P|wF, E= 9F 750 ng/mL VW, E=
oF 500 ng/mL "]¥F, & 9F 400 ng/ml TYF, T oF 300 ng/mL T|WF, EE 9F 200 ng/ml wYF, e ‘:’—F 100
ng/mL "¥F, = ¢F 75 ng/mL WWF, = 9F 50 ng/ml V)WF, HEi= 9F 25 ng/ml vRF, = 9F 15 ng/mL W] RH
T ¢F 5 ng/ol W WY s AlF ST

of FEle A5ZH fFagel wIutARl; Al XAl Hd dFde] F
A& x3she %%4 AsgE A% JHOM AES fsk FATA 2dE
Al3skal; 7] Fo Pele oF 1 ng/mL WA ¢F 3000 ng/ml @ADL Cuns AlE 3o oFE viEAE
ool A, A7) Fol el oF 2500 ng/mL B9, T ¢k 2000 ng/mL HWF, T oF 1500 ng/mL H]F, i ok
1250 ng/mL ul ub T oF 1000 ng/mL WWF, TEE 9k 750 ng/ml w9, Eﬁb ok 500 ng/mL "%k, TEE ok 400

wE ok 300 ng/mL MRF, EE k200 ng/mL MW, TE ©F 100 ng/mL W%, EE °F 75 ng/mL "

ng/mL M| %k

v = 9k 50 ng/mL wjuk  EE ok 25 pg/ml H|9F, EE OF 15 ng/mL w]¥F TEE OF 5 ng/mL VW] Cuins

A&k},

Ay v FAldA, 7] Fol FEHE X5F Fagy dauiAQl; AFE XA Hol dFEe Fo

o AHEE W= Ao UE EHdS X9 o] A5 & H% FJFA H&S A% FATH 2AH4ES
. E ok 92 1H

=

5
000 ng/mL s wpARIE] Cpiper AlE8FaL; 7] Coin oF
£l TAel A, 7] ol FEl= oF 2500 ng/mL MRE,

°F 1 gk
TE= 9F 2000 ng/mL "9F, EE 9F 1500 ng/mL u]‘?_, T 9F 1250 ng/mL WRF, HEE 9F 1000 ng/mL W)W, E
= ¢F 500 ng/mL 7]9F, HE= 9F 400 ng/mL v]wF, EE 9F 300 ng/mL WRF, HEE= 9F

= ¢F 750 ng/mL WEF, HE=
200 ng/mL w]wF = 9F 100 ng/ml W, = °F 75 ng/mL MEF, EE O—F 50 ng/mL W], HE= oF 25 ng/mL
gk = o 15 ng/mL P9, E= oF 5 ng/mL 7R Cuns Al&3hc}.

Mg A, 4] Fol el ARA faZe] Auhrlde THEe 2o ARE 9@ I
8 J wof Heje Z) 3000 ng/nle] WAL Gl A
2 A oF 168 Alzke] WO mHE SAHT. e wigrAs TN, 47 Fol dy

ok 2 WA oF 160 AR, i oF 1 A o 144 AZh, mE oF 1WA oF 120 A3, mE of 1 Ui f 96
S ob 1A oF 72 A, S SF 1A o 48 Al S oF 1A oF 20 A%, i o 1A of

ok -z



[0180]

[0181]

[0182]

[0183]

[0184]

S=S0ol 10-1955175

18 Az, B 9F 1 WA ¢F 16 AR, B 9F 1 UIR] oF 12 AIZF, E= oF 1 iR ¢F 10 AlZE, == oF 1 WA
oF 8 AIZE, HEx= oF 1 W] ¢ 6 AR, e & 1 WA ¢F 4 A7EY] H o2 RE dojye= HIuiAJIY (s
A &3k}

A5 mpgbA e A delA, 7] Fo el XNE4 Fase] uauiAd; Al Aol Al Ho dFde] Fo
o] AArs: W= Ao WE BEAS IFsts 59 A8E AT R HES g A 2H4ES
AFskal; 7] Fol Fes 2o 3000 ng/mLe] WHHANLY Cupe AFTIL; 7] Cuin 2F 2 WX F 168 Al
7tel Ao 2RE SAHFCT. o uFA FAldedA, 7] Fo Fdle o 2 UK < 160 AIZF, e oF 1
A oF 144 AJ7F, X oF 1 UlX] 9k 120 AJ7F, Tl ok 1 IR oF 96 AJ7F, EE ok 1 UK &k 72 AI7F, EE
oF 1 A ¢k 48 AJzF, HEE oF 1 U)X oF 20 AIZF, mE ok 1 UlR] ok 18 A7k, mE <k 1 A <k 16 A7F,
e 1 YA & 12 AZE, Ee 9 1 WA oF 10 AIZE, EE 9F 1 WA oF 8 A7, e ¢F 1 UiA ¢k 6
ANz, EE oF 1 WA oF 4 A7t HyomRE dojus wuuAdY (S AE3

Foulget FA A, 7] Fo] FHE X824 Fa¥e] WIuARlE 23ste 59 A=E 4% A5
oo A&S 9 AT =AES Astal: 7] Fol FEl= oF 50 ng.hr/ml WA °F 80000 ng.hr/mLe] &
A4 wE2E& AT o2 vk gk Ao A,
A7) Fo] del= 9F 50 ng.hr/mL WA ¢F 70,000 ng.hr/mL, ¥+ ¢F 50 ng.hr/mL WA ¢F 60,000 ng.hr/mL,
= 9F 50 ng.hr/mL WA ¢F 50,000 ng.hr/mL, T+ 2F 50 ng.hr/mL WA 2F 40,000 ng.hr/mL, ¥+ ¢F 50
ng.hr/mL WAl ¢F 30,000 ng.hr/mL, ¥+= ¢F 50 ng.hr/mL WA 2F 20,000 ng.hr/mL, %+ <F 50 ng.hr/mL WA
°F 15,000 ng.hr/mL, =¥ °F 50 ng.hr/mL WA <¢F 10,000 ng.hr/mL, T3 9F 50 ng.hr/mL WA ¢F 7,500
ng.hr/mL, = ¢F 50 ng.hr/mL WA ¢F 5,000 ng.hr/mL, == <9F 50 ng.hr/mL WA ¢F 4,000 ng.hr/mL, 50
ng.hr/mL WA °F 3,000 ng.hr/mL, 50 ng.hr/mL WA] F 2,500 ng.hr/mL, B=X 2F 50 ng.hr/mL WA 2 2,000
ng.hr/mL, %=+ °F 50 ng.hr/mL WA ¢F 1,500 ng.hr/mL, ¥+ °F 50 ng.hr/mL WA 2F 1,000 ng.hr/mL, T=&
°F 50 ng.hr/mL WA ¢F 750 ng.hr/mL, 50 ng.hr/mL WA <¢F 500 ng.hr/mL, 50 ng.hr/mL WX <¢F 350
ng.hr/mL, =+ 2F 1000 ng.hr/mL WA <2k 50,000 ng.hr/mL, ¥+ 2F 1000 ng.hr/mL WA 2F 40,000 ng.hr/mL,
T+ 9F 2,500 ng.hr/mL WA 9F 30,000 ng.hr/mL, %= °F 5,000 ng.hr/mL WA 2F 20,000 ng.hr/mL, 7,500
ng.hr/mL WA ¢F 15,000 ng.hr/mL, 10,000 ng.hr/mL WA 2F 15,000 ng.hr/mL2] AUCysE A3k},

Qr A FAANA, 7] ol Fue AR fazel Azl AR Bl Hu AFAe] Fol
of HEES Wt Aol PE BUL TS B39 AR A% Aol 48 A% ANY 2YES
AFsta: 7] Fol Fels ok 50 ng.hr/nl WA Sk 80000 ng.hr/uLe] BF X AT FH (A 3 B

WA 93] FrlE s HAl =EF5 AFcr. & s gk FAdA A, 7] Fo Fel= oF 50 ng.hr/ml W
A 9k 70,000 ng.hr/mL, %+ °F 50 ng.hr/mL W#] ¢F 60,000 ng.hr/mL, =% 9F 50 ng.hr/mL WA <F 50,000
ng.hr/mL, =% 9F 50 ng.hr/mL WA ¢F 40,000 ng.hr/mL, T+ °F 50 ng.hr/mL WA ¢F 30,000 ng.hr/mL, &=
= 9F 50 ng.hr/mL WA ¢F 20,000 ng.hr/mL, %+ ©F 50 ng.hr/mL WA ¢F 15,000 ng.hr/mL, & ¢F 50
ng.hr/mL WA <F 10,000 ng.hr/mL, %=+ ¢F 50 ng.hr/mL WA ¢F 7,500 ng.hr/mL, ¥+ <F 50 ng.hr/mL WA
¢F 5,000 ng.hr/mL, T+ ¢F 50 ng.hr/mL WA ¢F 4,000 ng.hr/mL, 50 ng.hr/mL W#] ¢F 3,000 ng.hr/mL, 50
ng.hr/mL WA ¢F 2,500 ng.hr/mL, ¥+ ¢F 50 ng.hr/mL WA ¢F 2,000 ng.hr/mL, == <F 50 ng.hr/mL WA
¢F 1,500 ng.hr/mL, =& ©°F 50 ng.hr/mL W#] ¢F 1,000 ng.hr/mL, =+ 9F 50 ng.hr/mL WA <F 750
ng.hr/mL, 50 ng.hr/mL WA 2F 500 ng.hr/mL, 50 ng.hr/mL WA ¢F 350 ng.hr/mL, %=+ °F 1000 ng.hr/mL WY
Al ¢F 50,000 ng.hr/mL, E& °F 1000 ng.hr/mL WA F 40,000 ng.hr/mL, E=& °F 2,500 ng.hr/mL WA °F
30,000 ng.hr/mL, %+ °F 5,000 ng.hr/mL WA °F 20,000 ng.hr/mL, 7,500 ng.hr/mL W#] <F 15,000
ng.hr/mL, 10,000 ng.hr/mL W] ¢ 15,000 ng.hr/mLe] AUCy S A3-3+C}.

A5 vl gt FA AN A, A7) Fo] FEle A5F AL; At Bxpoll Al Hul dFLY Fo
o AEIEF = Ao WE EAS ¥3eE 559 AEE Mg i AHES 9% ofATgEH RAAES
AFsta; A7) o FeElE Ho 8000 ng.hr/mLe] 4 % A7F FA (AUCr.) 3F H WA 23] H7tE

QR kAR FAANA, 7] Fol Fej ARH Fagel WAL T 55 ARE AT A
oo HEe AR HANH 2YEL ATH; 7] Fol Fut 19 dwE Fol WA A W olste F
ool Fol Fo| wisupAclel By e AR el Holw 8% ATFCH e MFAE TANNA, Y



[0185] A5 upEA st A A, A7 Fo el 54 fFaEe daniAgl Al Sxpel Al Hul dFA Fo
of AdsES REE Aol HE EAS Xdete T ARE AT il A&S A% kAT 2AHES
AFsta; A7) Fol el 19 r® Fof Wlkolx Al W o]3te] Fojgko] Fo] o] wFupA|Rle] A4
JEHl AE R Hox 80%S Alesttt. thE vtk FA A, A7) Fo] FHx= 19 rdH Fo Ak
oA Al W o]ste] Folgke] Fol o] A FEH] A8 wR Aol oF 85%, M= Ao]k: of 82.5% = Ao
T o 87.5%, = Holk ¢ 90%, i Holw ¢k 92,568 A|F3H}

[0186] AN wpEA e FAlo A, dY] Fol e A5H FEF] WIS x¥sE 55 AEE 9T 9
o] A& g AT 2AHES AFstal; AME oA Fo] $o] Y] Fo FE= 0.1 WA oF 1.09
Coin/Coex B8 AF3IaL; 2 A7 Fo el Hdl F 459 &< A5 a94E Ao, g vz 74
ool A, 7] Fol Fel= o oF 4 AR, e Ao ¢F 6 AlRE, e Ao oF 8 AR, e Aol oF 12 AL,
TE Ho oF 18 AIZF, E= Hul oF 24 AIZF, E= H oF 36 AIRF, E Hol oF 48 AIRE, E Hu oF 72
AZE B AE a9 AFeth, o2 uigA s pAldol A, 4] Fo FeHlE oF 0.1 WA 9F 0.9, Ex oF
0.1 WA °F 0.8, &= 2 0.1 WA 2F 0.7, B ¢k 0.1 WA oF 0.6, == 9k 0.1 WX 2F 0.5, == 9F 0.1
WA ¢k 0.4, mE k0.1 WX k0.3, == k0.2 g <k 1.0, == F0.25 WX °F 1.0, EE oF 0.4 U
2l o 1.0, =& °F 0.5 WA °F 1.0, ¥ °F 0.65 WA ¢F 1.0, == °oF 0.75 WA °F 1.0, == ¢ 0.2 ]
2] °F 0.9, EE ¢k 0.3 WA <k 0.8, T oF 0.4 WA oF 0.8, TE ¢k 0.4 YA <k 0.7, EE oF 0.4 UA
oF 0.69] Coin/Coax HIE AT 3T}

[0187] A5 upEA st A A, A7 Fo FElv= 54 g daniARl Al Xl Al Hul dFd Fo
of A™ale®: e Ao WwE EAS X¥EE 55 ARE A HFolo A&E AT A 2AES
AFEEaL; Al SR A Fo] Fo] A7) Fof FEl= 0.1 WA F 1.09 Cin/Cx WIS AT3IL; D A7) T
P Al oF dFd 5 A7 aFE ATt o2 v FA G0N, A7 Fol FHe Ao of 4 A
7, e A oF 6 AIZF, e Ao of 8 AR, Ee H oF 12 A7, Ee H oF 18 AR, Ee H oF
24 NZF, e H oF 36 A7, Ee FHUl oF 48 Az, e HU o 72 A1 5 AR a9E A, o
2 upgAs Ao, A7) Fol FejE ok 0.1 WA 9k 0.9, EE 9F 0.1 WA 2k 0.8, == 2k 0.1 WA
°F 0.7, W= ¢k 0.1 WA ¢ 0.6, EE 2F 0.1 WA 2F 0.5, E== ¢k 0.1 WA ¢k 0.4, EE oF 0.1 WA oF
0.3, = 9k 0.2 WA °F 1.0, == oF 0.25 WA ¢ 1.0, == oF 0.4 WA oF 1.0, == ¢ 0.5 Wx o
1.0, == 9F 0.65 WA oF 1.0, T 2k 0.75 WA <k 1.0, = ¢k 0.2 WA 2F 0.9, == oF 0.3 Uy <
0.8, = oF 0.4 WX 2F 0.8, B ¢ 0.4 WA k0.7, == 9 0.4 WA % 0.69) Coin/Coax HIZ A T3}

[0188] A5 vpgA g FA A, A7 Fo FHe A8A Fade] wuucls 2dele $5Y ARE A% 9§
ofo] AES st A AHES AT A FXoA Fo] T Y] Fo] FEE 400% HIRke] HAE
HES AFsta; 2 7] Fo e o o dFY ¢ A8 2yE AFert. ogE ugA e A A,
A7) Fol el 350% MW, HiE 300% WRE, EEE 250% WwR, Rl 200% WRF, i 150% MW, HEE 100%
ulmk = 756 wlwk R 50% w9k, Ll 256 mvke] HAE WES AF).

[0189] A5 upEA s A A, A7 Fo FElve 54 fFaEe] dauiARl Al XAl Hul dFde Fo
of Adale®: TEE Ao WE EASE X¥EE 55 ARE A HFoe A&S AT AT 2AES
A&dtaL; Abg gzl Al Fo Fo 7] Fo] FEjE 400% M REY] HAE WES AeEa; D A7) Fo] FH
= A o dFY T AR5 mHE ATt e apEA s FAAA A, Y] Fo FE= 350% HRF, EE
300% ®wh, W 250% mWR TEE 200% mRF R 150% mIWE, EE 100% W|wh, = 75% mwk o R 50%
ulgk e 25% vee] HAE HES AFTIT

[0190] A5 vtgA g FA A, A7 Fo FEe A8 Fade] wuncls xiete $5Y ARE A% A5
ofe] A&S g ALY AHYES AT AFE Rl A Fol Fof Y] Fo] el oF 1 UK F 6 A
7ol Zt 6AIZFS] e Fl Fo] R A7 e O ® ZE 7| i W ATt ® A7) Fo FEHe
o oF A Bt XE aHE AT, O ufgAg FAdA A, Y] Fo FHe o 1 WA & 5 A7
T oF 1 WA 9F 4 Az, EE oF 1 WA 9F 3 AZE, EE oF 1 UX ¢ 2 A7, EE 2 A oF 6 A7, E
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A7) %ol Gejel Wzuslele] e e Eyshs T AeA, okwetd, opEEYs, okEEu, kA
9 Belshebs el e thEdk () ehAdlolE, ALeldAA, AV, Ao HEbse @
el EHERA AU A D) 7] R YAl 5y (4F B, 54 9 S A
) (i) 8% A7 £49 A 94 (I8 B9, 22 A4, FF A4, B, =%, 20 (v)
Fo 2w 9 Ul Y (0 BF A, A5 A4 L Aol AR A0 oSS el (i) 9

= v e Rold wmule] F4, oAb, EE 2 )
2 99 (ix) Ay 51 ONS 48 v waupclel diek #ate] 43S sk FolFe o
! (x) A7) Fol FEY 58

d5 v g FA A, 7] 98 Fo FHe A8 FEF WIniAQd Ee wgupAQle] kA sk o
2 38713 9 T oo EFES ¥sE AlTH 2AES AlFeta: A7l Fo] el 50 rpmell A 500
nLe] oM EAH/OIMEA YEH = (pH 4.0) WollA] 32 BollA USP Apparatus 5 (HE oW tja= W)
o3 ZHE W 30 wolA A7 T FEHRFE FHORE V] wInbARIe] 0% WA oF 95% Alolo] Al
=S Aasit. o2 stgzs FAdoA, A7) 3ES 0% WA 9 10%, = 0% WA 9k 20%, FEE 0% WA
ok 30%, = 0% A <k 40%, wE 0% WA oF 50%, EE 0% WA ok 60%, == 0% HA Sk 70%, wE 0% W
2] ok 80%, W= 0% WA oF 85%, T 0% WA ok 90%o|th.

oZ: = g

o | ofN
Xnﬁ

i

ol FEle A8A Faw dyuel B dupAQle] oAk o
x% &3taL; %7] Fol Fej= A7) waaAd

E F ) el 32°CellA4 USP Apparatus 5 (W&
oMtz Ho]'”é)ﬂ] o] %@% UH 30 oA 7] ol FERRE TEFoR %7] w2 upA Q18] 10% WA oF
95% Atele] Al@dd WES AlFdtt. oE wer g A, 7] BES oF 106 WA oF 20%, e oF
10% WA oF 308, EE ok 10% WA OF 406, EE oF 106 W] oF 50%, i oF 10% WA oF 60%, EE oF 106
WA ok 70%, Wi oF 10% U1X] oF 80%, = oF 106 U]A oF 85%, i ok 10% U1X] ok 90%o] T},

5w g FA A, 7] 98 Fo FHle A8 FEF WInAQl Ee dwaurAQle] okAshA o
2 587t d o EE o9 £FES EXFse AT 2AES ATt A7 Fo FElE 50 rpmel A 500
mLe] oA EAL/OLMEA YEF A4E (pH 4.0) WolA 32TolA USP Apparatus 5 (¥E 28 tj2== =)o
o3 EHE W 60 wolA A7 Tl FHRFE FHFORE A7) wInkARIe] 0% WA oF 99% Alolo] AlE )
WES AFdrt. o& s FACNA, A7l ES 0% WA oF 10%, = 0% WA F 200, E= 0% WA
oF 30%, HEx= 0% WA °oF 40%, HE+= 0% WA oF 50%, = 0% WA °F 60%, = 0% WA 9k 70%, FExE 0% U
A oF 80%, T+ 0% WA F 85%, E+= 0% WA F 90%, T 0% WA 2F 95%0] T},

A v gt A A, A7) €8 Fo FHe A5A FaZde] HuuiAd E=E HgupAle] oFAlEtA o
2 387tse 9 Ee o9 EFES xFste ATH =S AFsta; A7l Fo FE= 50 rpmell A 500
mLe] OoFMEZL/ MM EA YEF 59 (pH 4.0) WolA 327TCol A USP Apparatus 5 (& ¥ vl W)l
o3 SHE wW 60 LolA 7] Fo FEHRFE FFOR 7] wFulARle] 10% WA °F 99% Ake]e] AlF ]
HJ% AFset, o2 vpghA gk pAldel A, 7] WES oF 10% WA F 20%, & oF 10% WA oF 30%, EiE

F10% WA 9F 40%, = oF 10% WA oF 50%, W °F 10% WA °F 60%, i 9F 10% WA F 70%, Ei= oF
10% WA oF 80%, T oF 10% A oF 85%, & oF 10% A <k 90%, H=x= 0% A ok 95%°] T,

A5 wpEAE FA A, 7] 28 Fo FHle A8 FEF WIRAC] Ee dwgupAQle] kA sk o
2 587158 o wE olo EIES ¥IEE ATE 2AHES AT A7 F9 FEHE 50 rpmollAl 500
mLe] OFAEAL/ oM EA UEF 4EN (pH 4.0) WAl 32TColA] USP Apparatus 5 (3|& 28] tjx=3 HHW )
o3 4% uf 7] Fo FH #1 FTEORE A7) wFuARIL 10 welA 0% WA F 40%, 20 oA <F 1%
WA ok 60%, 30 HollA oF 20 X <k 80%, 60 HollA ok 5% WX ok 95%, 120 HolA 30% 3 L 180 o
A 40% =3 AT BES ATET. oE vigE e FA A, AV BES v 2k (1) 0% WA <F
30% 10 ¥l A, °oF 1% WX 2k 50% 20 oA, <k 2% WA 2F 60% 30 ¥l A, °F 5% WA 2k 80% 60 F-ol A,
23 20% 120 HollA = 30% 23 180 HolA; EE (2) 0% WAl oF 50% 10 FolA, ¢k 2% WA °F 50% 20
oA, oF 5% WA °F 50% 30 HelA, <k 10% WX 2k 80% 60 HollA, =3 20% 120 A = 30% =3 180
oA, EE (3) 0% WA °F 60% 10 oA, ¢F 5% WA °F 60% 20 oA, °F 10% WA F 90% 30 el A,
10% WA ok 100% 60 HollA, 23} 50% 120 HolA = %3 60% 180 HollA; == (4) 0% WA <k 70% 10 ol
A, 9k 3% WA 2F 80% 20 FolA, oF 5% WA oF 90% 30 FEoll A, <F 5% WAl < 95% 60 H-olA, °F 10% A
ok 100% 120 oA 2 ok 20% WA ok 100% 180 HollAl; TE (5) 5% WA oF 70% 10 HolA, oF 5% WA oF
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80% 20 oA, oF 10% WA <k 90% 30 oA, °F 10% WA <k 95% 60 o)A, °F 20% WA 2k 100% 120 o
A= ok 30% A oF 100% 180 EolA; HE (6) 0% WA <F 60% 10 HollA, oF 5% A oF 80% 20 ol A,
oF 10% WA oF 90% 30 oA, oF 20% WA <k 100% 60 EellA, F 30% WA °F 100% 120 FollA 2 <k 40%
WA oF 100% 180 H-olA; TE (7) 0% WA F 70% 10 EollA, <k 3% WA oF 80% 20 E-ol A, °F 56 W] oF
90% 30 oA, oF 5% WA °F 95% 60 EolA, oF 10% WA ¢k 100% 120 EolA 2 oF 20% W <k 100% 180
ol A = (8) 0% WAl °F 30% 10 el A, oF 2% WA ¢F 50% 20 <ol A, °F 5% WA oF 70% 30 oA, ¢k
10% WAl °F 100% 60 FollA, <k 15% WA <F 100% 120 FollA = <k 30% W= <F 100% 180 HollA; == (9)
oF 5% %3 30 oA, < 10% 23 60 HollA, < 15% =3} 120 HolAl D oF 20% 23} 180 HoA; mE=
(10) oF 10% =3 30 EolA, ¢ 20% =7 60 HollA, ok 30% 23 120 FollA L oF 40% I} 180 HoA;
= (11) 9F 15% =3} 30 #oll A, oF 30% =3 60 A, °F 50% =3 120 FolA = oF 70% =3} 180 ol A;
= (12) oF 5% Z3 30 FolA, ok 10% =3 60 EolA, oF 20% I 120 HEolA = ok 30% =3 180
ol A; W (13) oF 10% =3 30 HollA, oF 206 3 60 HollA, ¢k 30% =3 120 oA = o 40% =3}
180 ol A; T (14) ¢F 20% =3} 30 RollA, oF 30% =3 60 FolA, oF 40% Z3} 120 BolA = oF 50% %
3} 180 HollA; (15) oF 30% Z3}F 30 ®oll M, <F 40% 23} 60 HolA, < 50% Z3}F 120 2ol L oF 60% 23}
180 FollA.

Moo B

A5 vpgA s FA A, A7) 98 Fo JH= A=5H FEFY HWIuAQl e wWIuiAQlY] FAEH o
2 387Fss 9 Ee o9 TIES EFste ATtH AES AFEa; U] Fol dEHE V] Fo FER
g 50 rpmol A 900 mLe] ZFFolA Coﬂ ] USP Apparatus 5 (FE 2 g3 ) o8] 4% o g

A
AlZEl A SO 7] wu bRl 9
KR

2 s FAlol A, 7] 98 Fol FEl= A8 FaF] wIuAl Ex wupAle] kA A o
2 387Fse | e o) EFES EFete AT 2AES ATE; A7 Fo Ful= 50 rpmelA 500
mLe] ol EAM/ O EA YEHF 99 4.0) Wl A 32ColA USP Apparatus 5 (& <8 vz #d)o|
o FAE W 47 Fo] FYRTE %oﬁi th2o] 7] wlgurARIe Ald Y WES AlFst 0% WA
F 90% 0.5 AJZFAll A, & oF 60% Z3}F 1 AJZFe A, == 0% WA oF 90% 1 AJZke| A, B oF 40% Z3} 2 A]Zto
Al HEE 0% WA SF 90% 1 AlFRlA, R oF 70% 23} 2 AlFellA; = 0% WA oF 50% 1 AlRFel A, R oF
30% Z3F 2 AlZFl A EE 0% WA oF 100% 0.5 AlZFell A, 2 ok 60% 23 1 AlZFelA; EE 0% WA 2 100%
1 A Zrell A, ok 40% 23 2 APl Ay H= 0% WA °F 100% 1 AlZFell A, 2 oF 60% %7 1 A|ZtellA; =
0% A F 40% 10 oA, <F 1% WA F 60% 20 oA, °F 2% WA 2F 80% 30 FollAl, <F 5% X <F 95%
60 HollAl, 30% 23 120 oA 2 40% 23 180 HolA; wE 0% WA oF 100% 1 AlZFel A, °F 10% WA oF
100% 2 ARl A, oF 20% WAl ok 100% 3 A7l A, oF 30% WA ¢k 100% 4 A zrellA 2 ok 60% 23 6 A7kl
Ay EE 10% WA SF 80% 1 ARl AT, Sk 20% WA oF 100% 2 AlZFel A, Sk 30% WA °F 100% 3 A|ZFellA], oF
50% WAl °F 100% 4 AlZrollAl = oF 70% 23} 6 A|ZFolA; T 10% WA oF 80% 1 AlZFol A, <F 20% WA <F
100% 2 A1ZFoll A, <k 30% WA °F 100% 3 AlZFell A, <k 50% WA <k 100% 4 A ZFell A 2 ok 70% %3} 6 Amoﬂ
Ay EE 1% WA oF 90% 0.5 ARl A, W OoF 40% =3 1 A|ZFel A FEE 1% WA oF 90% 0.25 A|ZFel A,

oF 60% 23 0.5 AlZFol Al oF 1% WA 9F 90% 0.17 AZFell A, oF 5% W= °F 90% 0.25 A|ZFellA], 10% WA 04
100% 0.5 A|ZFoll A H oF 60% Z3} 1 A ZFfA; ==Y 2 9F 5% 0.5 AZFlA], 9F 10% &3} 0.75 A|7F A,
2ok 40% Z3F 1 AZHA; mERT 2 oF 5% 0.5 AZFAlA, °F 10% Z3F 0.75 A|ZFoll A, & oF 40% %3} 1
A7kl A

Q- nhg

g TE

2]
=1

=
o

O
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Wiley, 1989; Griffin et al,
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2000;

Paice et al,

1994;

=i}
=

t} [Fuller et al, 1991; Grafe
Penfold % Clark, 1992; Rizzuto et al, 1995; Simpson 2 Olney, 1992].
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[0299]

[0300]
[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

SSS0ol 10-1955175

k. 54 HIV-# A4S =g gy EZnlolg A 99 =A4olal 18 o] o5 FH IFES I
st FufolY X EAE S A& #xe TEE ATt T HV-#-A ANATY B354, E53 54
2L gHAQ AR FAE "HIV 23] 7PF XWAelal HwkAd iiE F9] sugteE SAS olElt
[Kemper et al, 1998]. Rosenfeld et al [1996]2> &% A4 AW} AIDSE 7H K 3x}e] Fho] Ao

4gs $4H G vAdE 22 dFHA

B354 HIV-#4 2352 e ERuolgaA] aye] ik 3xl ARE F2T 4 ojA, FAFoz QS
A 295 7T EAR VZEAY. oA dTE <95%9] ¢£8EE ulolya Hake #AE f &
& £ e AL JS3ITh. NIAIDO & AAHA

¥ SMART (Strategies for Management of Anti-
Retroviral Therapy) d--ellA¢] 559 FH nds T2 HARTSY FHTS A4 deAds oS 4xd
ok A7 Aate F-HIV oFE ael g e A ASH F-HIV oF= 8 vs. A mhAel o) <
g "daA" e HE HustESE AAFEAY. V] AT HARTS L53te ooz 8 FEAoz 49
HA} (http://www.nlm.nih.gov/databases/alerts/aids_smart.html). 7] A= 7]dd 3.5 de TE-¢9
WA 1570 Fol SEEQT. Y3 HMRTS wre 32k Al QS e Abgel vls) g 1.7919] A4
A3 A9S 7HATE. ol A HAART 718 54 HIV-#4 A3 59 Sx34gdoz Qe Hese AZe A7) 2

T due dals s dxd

Ll

AA7HA T4 HIV-2Ed AT sl oW ofE = 37k A sk, 98 A 5yo] 54 HIV-#d A4S
A5l sl BrrE AT Az A4 3 1A [MeArthur et al, 2000] 3 E
et al, 2000; Simpson et al, 2003]& Al9jsta, @AHE, HAE= T, & Z ofr|EYLAS X3t UlF-
o] XmE olefd AofatAl sk WElel tis) AEE o]l WERAl 2%k

et al, 1998; Schlay et al, 1998; Simpson et al, 1996].

Bes e, gtnE7S o] 2e=d s FDAY o8] &7uA ki, AT} A7 =
A, 2 EA-ZFE(Stevens-Johnson) 3, B4 A AL, 21, W w== A4S P35
4 g R RE e M- AE S5, G4 Fe X %ﬂ

A=l

’
N
ae,

= w
ek
B
rj':_ll
oy 4

H
=
$3 2 d A

Azke 2 AES gk 540 e FAA oleldl, RREYNS B34 HIV-#d 417
o] Ee e UEhHa @ e dL #x7L Ak, mebd, i kRl AR FEd] Sl

B EA0] ok @, BEA HV-# A4F ARE A% duoA L WS Egehs oW e 984
o AgH Ha viHAY K5 GEeE Ao dE FA9 Y AFRPE el firh A, 3]
& YEAJY EA Aok dix FAY A AFAAME, ke At &% 2kol7t 1Tt [Estanislao et
al, J Acquir Immune Defic Syndr. 2004 Dec 15;37:1584-6.]

54 HV-0 2750 ARS A% A2 bk 248 2 el U@ Bast oo

34 V-2 A4%0] ARE A% A= 9§ ohAshy 24 D Pel od wast Aok

A HIV-34 AF T A58 9% Il HE&S g A2 T4 vFA AT H 2dE L W
g et o

EL 8258 e S5 HIV-34 AB 5o ARE fg gl AL&S 93k A2 4 ulHA kA
ERERE DR L EE

FE NFIS e B2 V-2 AFF9 ARE 9% APl 48L& A% A= Fh vhAA o
std ZAE 9L WUy oigk dev) ot

OE ok, wdAsl dold A HAUES s ok L RohH EmE 35 BE s o 9e
3] AR = e A HIV-#-E AT A5E 93 il H&& 93 A2 o4 vlFA A
A 2= 2 g gk 287t Q.

FREOAED = gardes $AE dA¥XAe 34 95 540z dt Yste 2t volgad 79
olth. §4 X #HHE I TIFTS I3 2 gy w3l 9@ oo]5o] uzpsld o HA AEEn
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[0307]

[0308]

[0309]

[0310]

[0311]
[0312]

[0313]

[0314]

[0315]

[0316]

BT EE e £33 7Y o Zxle Edo| Adaqsitt. FEAdolAY, 94 UldEIL dAH el

87 BTl ANE A=A HH Y xR (EF FFUOAER e gidEoRzZA IAE)S Ze &
Fo #AA A, TFS F4 WA AfF Fo A& v 5 dEi7F EHett (Watson et al., 1991;
Watson, 1989; Watson et al., 1988). o|#3 %<& ¥ 75 ANZ%E (PIN)olzlx &l PN F5& #dgl
3 E3E A BT JHEA ZAYE, A BE S 5F o= gt

A7, 7o) E o]BTe AT AAZE FHketth. oidEz 9 IS AAZ dig g £33 sy
gy Bo= FHEFS 9E 9 33 AA9 A FEo|Xuh, ojugt AR dojd 4 i, UlF-Ee]
k= FPFA TF5 (FF AY, A EBE HoFor b ried) aHa EgE Y T (FF
ABs, 20 Ee &d-220® Jled)E& /R &5 oldd, &A= AT = 95 v
Hugkth, olyd Hl-fFalgt 44 (& EW, FEHIL AEE 1F) 2 7IAA (dE EW, A= v F

= o7 ol %t olFFS F % dE 3

AT AAZe #AYE g A 7H FEo] H=rel A FrtEe] tk: (i) Y8 =AY A (Lidodern®;
(ii) AT 7" (Neurontin® 2 (iii) A7 ZH7FEHE (Lyrica®. 23 29o]= OxyContin® (Watson %
Babul, 1998), AF3td 3224 (Max, 1995; Sindrup, 1999) ¥ EZ}eE (Boureau et al., 2003)S X 3sl=

e B2 ¥IWF AAFd a%S el "IIFEA ek AAREHL Y.

98 FuAULY E5& BHES HolArl. Rowbotham et al (Pain, 1996)& H|E 3Zhzto] tji-EE vx HEY]
E= A7RS Budla 47 ATE FA 2 g2 Fo FAE s3] 98 oA LrHE 3 Y Ha aE A
o} &g 289l 12-A7F HES FukslA| T, 2= AQ HX7) 359 Ak Aol M YRy $EASS dS
sHTh. A7) Bl HAe] e 324 AAE et 9k Ul AFdA 2 Foll FA md HrrEd
(Galer et al., Pain, 1999). #&=AA v fdrgE o gAY dTe R AAE et

1

ATH, S oldel HEARISR FI3AoR Xnd AETre] EIHATE E thE Y, F29, ol WA,
Hg| S iz ATtellA, 2=l @A, HF ofE X5k 919k Alole] xto|7} tha HGo|AIRE, 359 A=
717kl A flofrTt vl 9435t (Galer et al, Clin J Pain, 2002). 5 th2 AolA], Meier et al
(Pain, 2003)& 7441, f¢k-dix, old, wx AFE& AM&std 54 9x AAE5S 7 589 A (=
A7) Bae] 550w AT AAETE THATHelA HEAR] A meS Bk oy g dATtE A8
Q&) das & (WDE Rasigich. a2 5ol gk 7] NNI+= 4.4 (95% CI 2.5-7.5)¢]%1ch. o] AL o
A7 Ry FA FFLEHEH 50% oY AE 47] HdAe B 4.49 3APF XEd et des 9v
e}k, o]BZ9] 50% Aol thE NNTE 8.40]1th (95% CI 3.5-8). |32 & #x7} o] FZ o2 HE 50% o4
< @71 HEAE B diEf &Y AU AsdE Hevt des 9rlEnt. Meierel o3 AolA, X3
o Aol W &3 A7)%E 0.40100h. Meir et al.t&= "ESY IwrA &4 0.29] ES& #ar, 0.59
ESE= FXtolal, 0.89] a¥ AV|= =ui= AE AAFSTE (Cohen, J. Statistical power analysis for
behavioral sciences. Hillsdale: Erlbaum; 1988)"3 <1533t}. PHN Sxlo A AlRE = o8& G284 B4,
7} 7habslEl (Rowbotham et al., JAMA, 1998) % SA]EE= (Watson % Babul, Neurology, 1998)2 i
0.75"¢] o =& &3 A71E YERAALE. PHNOIA 9] wajupAIle] A+ §lo).

¥ &
°

o,
N,
N
N

W el e Bast Yt

=]
=
T AGE] ARE AT A2 98 AT 2AdE R g W Zart o

7} s,
e EHS AR AQEF] ARG Aol 4§ A% AR Fh vhHA A 248 2 AT 9
@ el Ulg Bast vk

A A (Lidodern®ut) F4E G559 e LAF 4% AnS 9@ vyde] 482 A A%
[e]
Run
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IS0l A6 mhAGoR AgE S otk WIS BE AR BAE o7/ S8 wd AgHT. W
wpclel BE e AY delemol s dAe) 4ol o8] FHTO), F "Ha AL, BE A B 7]
S, % 4T 9 AT BAE TP FF 4G %0l AT Fa wE Ry AF % opHe) Ay ol
74 2AE a5kt Y £3 wes Qb 94 F9 29e FF AP 2 AFwAL Basel A ol
S FAE 49 YNAOR FolF Baloln ¥ Fe do) £EOR AW Aol

A 10 1, BE BuAL NFT ewAce] B F AA%H $3Fe Fed adelhu nusigd

2L 5} 8

(Transient Neurologic Symptoms X+ TINS). ZHe dAFE= 4.359] AUz Aoz FuupAQl,
AL, Z2A], 2 WIuAIS X e T4 ARG FEAJLS o & INS

= AS YeERAY (95% A1F] 7+4, 1.98-9.54) [Zaric et al. Anesth Analg 2005;100:1811-6].

MAE, AAE T8 2 A TS T 5, A, 7d ARl Y AsE 2% F vt FY] &
He] b wlg- Fo3T & nHAIE &4 F (dE Y, S8 &4, VA &, Be A EHAA
A gt =& ), ¥x Aol AY EE AT F e FHd FF A&, v Aol gk 19
T dAF R Fasit. fAEH, 4 & (dE 59, 3z & AF &4, e AAFEPN 48
of tiE =% F), 4% EE AAste A die & mFHAE st e ade 53 4AF ARt
AL A2 S U e 9 QAT F5oA ddAHo 2 S8t Radwan et al., (Anesth Analg
2002;94:319-24)2 4gst= ol Feisd wstE A7) gk w4 A EARJ], FIubARl, =l
AL, B ZHuAQlY] £3E5 FUFsIla A4 B 51 24049 ICel wHutARJ i 7 =5

ARl sl 7FE stoba, WAV AAsE 1A WY wdl =

235 7HE 4SEGlTh. olF dolHe gEAle] FuniARIET A=A da ¥ & FA8E
olde] ZAWYH, A7¥EH, Asd, @ wd AEX 2dS& A3t (Baiton et al, Anesthesiology
1994;81:657-7; Kanai et al., Anesth Analg 1998;86:569-3; Lambert et al., Anesthesiology 1994;80:1082-

l

Aclo] ¢ & AAA A=A

3). FHeR ) ojde AP A AFolA], Kanai et al. (Anesth Analg 2000;91:944-48)% 80 mM (2.17%)
gEAgle] HE FHF WA FH 4L FEIASS ASFAL 0.75% (23.1 mM) F-IupANe i E4
S =34 YTl (Hodgson et al., Anesth Analg 1999,881797—809).
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T 139 % 14 Fof e MH 39 2 M 409] TS YERATH A A o] 28 #Hx).

ALl 7], A H R 87 A E ol Edes £9
& A, Ay A, HEAlL dAolAE, A, Hxs, oA, wuA, &
= BV H]—o1]<>1i§, 715 A kAISHA By

3k, kA 2 Bz, gds ke BEA, 95
[l

A (g SR, 24 Tk FAA, QskAl, 4EA, e,
ool Mg AW Fol Yo AxE AL AX AR L PR o], RE AR 8L AT A
4 24% 2 Fol Fut B wnel s meiym, A¢ A2, A% AR, ARA, Al2E, 4, AXE, o

|, dgd, 24, a4, A1, AF, EAPEsE oo2E, FAMEE Hl—°ﬂ°1i§4 =
xgkate] B maAol A R E L AA ArE ddk (dE 9, Williams AC.  Transdermal and
Topical Drug Delivery, Pharmaceutical Press, London, 2003; Remington: The Science and Practice of
Pharmacy, 21st Edition, Lippincott Williams & Wilkins, Baltimore, 2005; Walters KA. Dermatological
and Transdermal Formulations, Informa Healthcare, 1st Edition, 2002; Transdermal Drug Delivery,
Hadgraft J (ed), 2nd Edition, 2002; Transdermal and Topical Drug Delivery Systems, Hosh TK, Pfister W
& Yum SI (eds), CRC, 1997; Transdermal Controlled Systemic Medications; Chien YW (ed), Marcel Dekker,
1987; Topical Drug Delivery Formulations, Osborne DW and Amann AH (eds), Informa Healthcare, 1989;
Topical Drug Bioavailability, Bioequivalence, and Penetration Shah VP and Maibach HI (eds), Springer,
1993), Jaroszeski MJ. Electrochemotherapy, Electrogenetherapy, and Transdermal Drug Delivery:
Electrically Mediated Delivery of Molecules to Cells. Humana Press, 1st edition 2000; Wille JJ. Skin
Delivery Systems: Transdermals, Dermatologicals, and Cosmetic Actives. Blackwell Publishing, I1st
edition, 2006; Gurny R and Teubner A (Eds). Dermal and Transdermal Drug Delivery: New Insights and
Perspectives. CRC Press, 1993], 1 AA|7} EH Mol Hau=zAx xgd 2L w53 4,466,953; 4,470,962;
4,588,580; 4,626,539; 4,645,502; 4,806,341; 4,814,173; 4,906,463; 4,911,707; 4,911,916; 4,915,950;
4,917,676; 4,927,408; 4,938,759; 4,956,171; 5,006,342; 5,026,556; 5,069,909; 5,080,646; 5,135,480;
5,147,296; 5,149,538; 5,169,382; 5,186,939; 5,203,768; 5,225,199; 5,232,438; 5,236,714; 5,240,711;
5,310,559; 5,374,645, 5,411,738; 5,462,744; 5,464,387, 5,474,783; 5,503,844; 5,556,635; 5,601,839;
5,629,014; 5,635,204; 5,656,286; 5,662,926; 5,679,373; 5,686,112; 5,705,186; 5,762,952; 5,827,529;
5,834,010; 5,843,979; 5,908,846; 5,948,433; 5,958,379; 5,958,446; 5,985,317; 5,993,849; 6,010,715;
6,024,976; 6,063,399; 6,110,488; 6,113,921; 6,139,866; 6,171,294;; 6,181,963; 6,203,817; 6,216,033;
6,219,576; 6,365,178; 6,379,696; 6,425,892; 6,488,959; 6,756,052; 6,791,003; 6,835,184; 6,868,286;
6,881,208; 6,893,655, 6,916,486; 6,955,819; 7,018,370, % 7,054,682, L A7} EgMA ol a2 Eg
H).
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5,026,556, 4,588,580, 4,806,341, 5,225,199, 5,069,909, 5,026,556, 4,588,580, 6,004,969, 5,240,711 &
5,069,909%; WO 96/19975; W= E3 Z9 A20040013716, 20050208117, 20050095279, 20040213832,
20040013716, 20030026829 % 20020034535, F =A] 53 &Y #IW0 96/199750 7HAlE Fol FelE Egste=
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TP, A% Fu wE OE 48% 14 e od 47 9% el /48 F Qe 9 832 AT
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s sith. 224 7] 2AES 7] A%E Ba duuA0S Folste] dwd A8 EAE 4YT 5 9
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S Zv)d olAlH ol E, 3} Zenjdeld, Zeldddl, Zelzegd, Uy, ZedauHz, o v
d opAlHIO)E (EVA), EElddd HelZgdolE, R dd geZgdolE, #ol& (WA w75 B3l A
ER20 9% WAst ANE HAE uFIAA Az F4 A AR, HA-EZ, 23 go)ae] EEdx
HE, I8 Fo| AF, &FvE NE, 58 X8k, A, b3, mAgss, ~A1L C( spun-bonded), 2=
A #Hol~(spun laced), E® o A (track etched) ®¥ BF34 A8E Z3stE 7|4 & #9404 As, 2
o] Z3hg EFHeth. upEA gk FA e SlolA, WE Aol e AYE EEdEd (L DPE) 24, 03
T Zgdgd (MPE) &2 T ud: Zddd (IDPE) =2, T 3. ntgas A glojA,
471 W& Aol ek ©@d LDPE Folth. F7HAQl wpgrA gk Aol glojA, V] BE Al U EFX

=4 (s}
Z(Solupor) WAttEA SEZ n¥x= Zgdgd (UHDPE) EZ/% (DSM Desotech, @Wwlzolx AzxH

Solupor ), mATHEA Zel=2:al (Celgard ), RoTrac Zejol~Bl2 ZAlg 7]F = (OYPHEN GmbH, =),
"ol e EYodlow ofolxE Foriy MuHl wAtIy
: olatel A TS AAEA =olEE ule} o] WEo] fha H4HLl 2HS
Agatr] 98 E2eAo)(Pluracare) Zeldlddll Salol=-Zamadd SAlols 22 FEatx
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A7 BE Ao ek 2F 0.012 mm (0.5 mil) WA 2F 0.125 mm (5 mil); ®FEASIA 0.025 mm (1 mil) WA

°F 0.1 mm (4 mil); oS ¥EASA 0.0375 mm (1.5 mil) WA <k 0.0875 mm (3.5 mil); ¥ ©l&d nlz e
A 0.05 mm (2 mil) WA <F 0.0625 mm (2.5 mil)e] FAZS z2t=

ool o' FAleo] wE Ay Fo FEle A Wl weuAdE E3e. A7 AdAE dEl 2ok
°ﬂ AR xFE BERRE 49 F vk dF BH, AV AGEE A5, AR 2/EE H5Y FEA
54, 71, dEASH FFEA, AEA-0d ofAHolE FFA (EVA), A™E Zlog (LDPE), 1HE
Zoogd (HDPE), $3F 2= Zdedl (MDPE), 2H# &5 FFdA d7taA &4, Se=28y d44
o}

g, °1°ﬂ ARAA e, a2 ERA-) d-o] pz a2l BE
FEA (SI9), 2R %E‘r\’*ﬂ 2ER FFA (SBS), ~Eld-olgaRa-sEu FEA (SEBS), 2 olel
o) F-B% fAAE THIY, ool ABHA etk

FAE ol 47 olaH|E, HE ALY E, FFHIEE oA A
= Eu e womNH AEEHE Aol & o] dijA Ais EFste o =
TR, TR0 o oladAk, HElAHA, WISAAE oladeolE, dE oladHE,
—‘:’r% HEelZLolE, I ofaddolE, 4 wEfaLHE, 2
HElTLH ol E, o]&x8HE oladHolE, olA%d Wl AHYE, 2- 01]% alal olg ol E, 2-9
I olE, bl olmdyelE, dad wWelgHyolE, =uld olmdyolE, =ud wWeladHyolE, EfUA
ol olE, EFulAd WETHYE, 3=FAE ofadHo|E, JJEFAIZEZE ofaddolE, ol Yo}
v=, Hueeladoen =, SlAERYEH, Yol o g ol "ol E, Yol o gl
HElTHeolE, tert-Fdol|mod olTHeo]E, tert-F-Holu|od dWEla Ly olE, WEAE o}7d
dolE, wEAE HElZHoE, 5& i?ﬁo}b} olof AR vl B o /‘a‘/‘]oﬂ sk, Adgh
ol ™ AHAA e FIFAQ o+ Satas, "o}=Z™ HE A (Acrylic Adhesives)," Handbook of Pressure-Sensitive
Adhesive Technology, 2nd ed., pp. 396-456 (D. Satas, ed.), Van Nostrand Reinhold, New York (1989)°l 7]
«=%o] dr}. Ay otm™ HAAE= A#HETt (National Starch and Chemical Corporation, Bridgewater,
N.J.; Solutia, Mass.). EoladdolE-A H&Ae F7H4<0 o= vha3 o] National Starchollx |z
© A¥ Ws= 2EEn (Product Bulletin, 2000): 87-4098, 87-2287,87-4287, 87-5216, 87-2051, 87-
2052, 87-2054, 87-2196, 87-9259,87-9261, 87-2979, 87-2510, 87-2353, 87-2100, 87-2852, 87-2074, 87-
2258, 87-9085, 87-9301 % 87-5298.
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(SEBS), B o]9] o]T-&5 FAMAE E3sit, ofol A A =

A7) olad FEAL kAWM, 44 oladdelE, vgAYelE, FEAFE oA BB Ex S
e A Tgehs woRtE AUEE AR 5 olgel dAd ARS Tgels TEEA wi AE
WA FEG. gRAe o olAAM, e, WEAdY oA, od clahelol=, HY of
adeels, ¥u veaddels, @ oladeels, @4 Weadeels, s-ury okadeelE, 2-od
Bd veageol =, oasd ofaddelE, o2 veagdels, 2-og8 oaddels, 2-us
Meag e, B sagdel, B Mgagddels, v addels, vy veaddels, s
9 chadeelE, Eduy WeAdelE, HESAdY clAdelo|E, HEgAmad ofagdelE, o
dotelz, Hugobagot)s, olagzyed, uder e eagaels, dudolrred e
oJE, tert-¥holrwold o}aYAIE, tert-Feolrlold wrAAd o], WEAY clAYe o], ]

A e HEegaddelE, 5§ Edeh, old AFEHA kevh. B I ’é"\]oﬂ ek, Ade ofad A
2| e] BI1AQl o= Satas, "ol " AHZA|(Acrylic Adhesives)," Handbook of Pressure-Sensitive Adhesive
Technology, 2nd ed., pp. 396-456 (D. Satas, ed.), Van Nostrand Reinhold, New York (1989)°l] 7]&=%<o] <l
ok, A7) ofmd HAA= A#¥ct (National Starch and Chemical Corporation, Bridgewater, N.J.;
Solutia, Mass.). Ee|oladHolE-AFL HatA|e]l F714<1 o= v o], National Starchell &3] A=
H AF HE=2 AEE (Product Bulletin, 2000): 87-4098, 87-2287,87-4287, 87-5216, 87-2051, 87-2052,
87-2054, 87-2196, 87-9259,87-9261, 87-2979, 87-2510, 87-2353, 87-2100, 87-2852, 87-2074, 87-2258, 87—
9085, 87-9301 % 87-5298.
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7] wlgupARlel diste] dA FFA 2AES F 0.5 wt % WA F 40 wt %, vhEASA A
o] oF 1wt % WA °F 25 wt %; U wFHASHA oF 2 wt % WA oF 15 wt % g5 wpEA S}
A 28] oF 4wt % WA oF 12 wt %] §SlEE Zevh. HEAl Z"o] A §lv= A A%
.0125 mm (0.5 mil) WA ¢F 0.1 mm (4 mil); ®FFASA 2F 0.025 mm (1 mil) WA 2F 0.075 mm (3
mil); B ¥EsA 0.0375 mm (1.5 mil) Wx ¥ 0.0625 (2.5 mil); 2 ©%H w23 oF 0.04 mm
(1.6 mil) WA 2F 0.05 mm (2 mil)e FAZS zr=t).
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AAg A2 HAAE A2 T3A 2 FAERNYH Axd g JFAAE 3. A o A AlE
S Ao Aol ES FAds] 8l wskd 5 vk, AR f&g A8 A o= Dow Corning
o] 93] AFxF XF BioPSA AlE]E (7-4400, 7-4500 2 7-4600 A=) 2 ol¥l 314 (%JMH

(endcapped)) BioPSA Al8]= (7-4100, 7-4200 % 7-4300 Al
2= BIO-PSA 7-4201, BIO-PSA 7-4301, % BIO-PSA 7-4501
AT 9eg FAT AFEEE oW upgA s FA|de] QojA, A8

2 oF 75% WA °F 99% w/w (AF TF), D ¢ vFA A <F 80% WA
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A g Aol EAstelA el oz sh of4e] Aol HefE HAAZE AHE & e oW whgH
3 A Gl oA, AeE A HERA e uiERlE gy ke ok 75% WA o 99% w/w (AF ), u
ukek ) shAl oF 85% WA oF 95% w/w (X TF), B 7HE ubeEASA oF 91% w/w (X ) ol

v gk A E fAE wEAE Zeguga Ak guElE NF (Dow 360 A& 8hg §4, 100 ¢St 2 v}
2 AEE)E Tt A fA9 wEde F2 oF 0% w/iw WA oF 250 w/w (AR FTH), oS uEA s
Aok 2% w/w WA oF 10% w/w (A F%), = v e Al oF 5% w/w WA oF 8.5% w/w (X F%),
714w E Al oF 6.5% w/w (AR FEH)olth. A7) A FA9 e A oF 20 oSt WA oF 350
cSt, 2 7H ukgrAshAl <F 100 cSteltt.

ofwl whehA gk Aol oA, Al FAle] ke, 7R Fe, EI ARSE 4 glan, E R B W
I

AT
A7 AHA o vl B A JRAIY vl ] 7o Hagke] SRd AHEE Awshs ylely
A7) dv] B A 7] 2w Bu A3 SoRFE ddEolol sk ofwe] & B 85 v V)3t
o} QA e 3 e ofm AT A Sl 1 A el A o 10
300 um, Y= vpbASA 70 WA oF 140 pm WA Aot ik om REA, oWl mpghH gk Ao g
oM, 47l HAA e oF 1 WA o 30 mg/en’, US whFAS o 7 WA oF 14 mg/em = EAT Folt}
A S 99 Bokd) SRAA 99 QAL GBS dem SRR & A9 P W £ FUY
i e} 3l

. ) o

ol wlrdg Aol lojd, Av] dEmlde wEdesl 27 AsEA we 2 dstd guw
Fojgth, 7] AFA S Ul sislulAlels) e wigraatAl A Aol epAs o E Ao &
A% Folg ulge B4 BAL AT FEE Folth, winuAe] Fe ma guisa A W)

astolg gl e oleld Fe FEa A% glo] Fal Loke] Hertol

o

ol whEA e FAojel] oA, %S HFuAI] oF 1% WA oF 10% w/w (AF FF), B wHEASA oF

3% WA oF 7% w/w (Ax F), 2 7P upAs A 9 4.0% w/w (AF F)olth. oW wpEA g FA el )

olA, &2 wlImpAIL] oF 5% WA <k 15% w/w (X TF), v vptAEAl oF 8% WA F 12% w/w (A%
9 7 wherA s oF 9.1% wiw (A% ) o|th,

ofw whgrala FAlelel glod, WRE e dslulele £3E a7 AT FE(lu) FAAE G2
Fol EgHT. AAT §5 FAAE 6 WA 1209 Ba 94F 2=, Db, w38 2 aEsy A9s 2
AERAYE AT Y AFZINE, BG9W BT 5 AYF 2 AFRAYS el b g A2
AWE W R s 9 AE AW 2R NN )AL= AR N N-HeE ob4
Eohl=, NN obAsols, N-G-HEgAdodsel=, & A%s 0 AFRALS ozde

g olamed vesuelE L ehe AR NN-U(AF )EEAelE A dAud SEAels; A,
A5t A W AFEAYE Gra A Nl T A E D ohE: A deols, Felaua FE A

GACIE; AWE A 74 ek 9 ehe-2at, a2 e AN, ARBEA 7 HEF e AolE,
A 7HE e Asals A7) 2] B3 58 EFshe, Vw598 Al4,573,96650] V1E® ASE
B

A7) AASE A v B AJEoth, of'l A-ellA, 7] 7197F B-2E v 59 g, 7] 7]
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vhgrel BEeE PR 2 SR A% (dAd, okuEUst, oee, mi, dd, e, A%
A g, AR eseols wEk, WA, dsuIl qd B3e W, 5., Belssd % ojopE
A4 (AT, ok % wAel T 54, okE-rAA 4EA4E, aFHE Fold @ Fol wu, K
Loy g wele aTHE A7), Fo A2/ B4, okE AP, Bl we debdm, whg sl
AFEE AY S5 37480 uet A7 Frbe

A7) ATE, Qe AW, A AE AW X BRHe] §49 & Ark. B #yel AFE S 7]
Sl BEA TEd AP e WHoE AgH. 53, Aol RaAE WE dolu-AAe Ay mt
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& A=l Al ZEnjd &= 2 A2 ZYud gase] ERES IR AedHor 224 FIAL o
AE] AT AEZe s, JHEAMYE AEZQ s, PWP/EENd a2, Z9dE, o4 vd
ok

=

ofw whgra g FAldlel Qolx, A7) WAL, kAsH o 5§k
FZA] §o) A2E, U5 53 A

g s o, Ee
sieh,

ofw wigrag Aol 9o, s olabel A% 71 (substance) & 7] AW AxHe] WE R WY H5
4% Qe A AW, A8 59, F= AelsH(funed silica)sl £8E 5 Ak,

ofdl whgrA g FAl QolA, 47 AFE Mol HgL s 49T P Ropol AR WA Y &
W, ZbeAl, FHEEA, AshAl, 2L nEAE T 5 ok,

ofw wigAld FAllol RlojA, A7) AW B-l(ball-tipped) 7] (€At], E(rollette) EE]), B
7, dlol2E 871, 71 8718 EFSE BAW o8 ks VTR olge], EE Fu mi JoEyE X

CIEEE IR E IS

ol wletA gt Aol oA, FRele]l HEL oG 4] vy Fo] Yee MuHor FuA e Fi
Aol @S Wt ME2 U AgelosA doulze TR, B wwe z42e wEAes A
o9%e] 7] = st ol el a2 ol &a|E A @eke o

E (o734, 0.0001% WA <F 99%)S E33)
ok
o}

4 =
vupA ¢S o) 50% (alzid}, 0.0001% WA 2F 50%), U5 vbgasiAl Hd oF 10% (9], 0.0001% WA

oF 10%) % 7Fd vk sAl Ao oF 5% (A7, 0.0001% WA °F 5%) EFHeet. of| npA g A el 9o
A, d7) B2AEEE s ol B A, JHEEHAl, T XA 2 ZkaAE o 238 5 o oW nke
gk Aol glelA, 7 2= ols H7H T sty ol e AW oF 206 = (47T, 0.0001%

Aok 20%), A <F 20% 7FE3A (AAG, 0.0001% WA < 20%), Hol ok 20% T HXA (A,
0.0001% WA °F 20%), 2 Hdl °F 20% 7FAl (elzdoh, 0.0001% WA oF 20%) ] Foz FFa 4 Ak, 47
FAEE AR B B ExE] Fedd Hdsta, $r14d0l sl e dAdska, A7) HeRRH
dupAQle]l ¥ 5w AR AgsAY BaR oldrbssith. vhEA o}ﬂl A7) 248 AY ok 15%
(w/w)el sh o]/del =84 7kl (e, 0.0001% W= oF 15%)& o a0, 7] =349 mE"A

]
el 2827 A5d vonpAcle 7183E ALY ded JEHR dolgls & %E}. B 4= AEg AP
4 Bl e G5 AY AlgEE 54 A Ad (dF EW, S8 Z2yd), Jgrd A8 a3,
oty 91x 9 e qEE WE Z2vddd ue gk 4 ok Y] 2AEL oo WE7](dispenser), vl
A5 A A7) ZAES BEREA AFsE WE72RE %% S o9la, ANFE w9 Zgo Aled
4 Atk A7) 2AEERNEEH UyuAQle = 77t 2A mE 54 WEE 5 9o
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=
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e, 2R A 32 o
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2284 (=22 (Eudragit) . E100), 9tRUS wWEaZeolE 2534 48 B (=4 RS, USP/NF), o
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S wWEI"YelE FEA 48 A (f=eksl RL, USP/NF), wElE Al 2EaHA|

L100, USP/NF), wlet=2lal 253 48 B (f=2k" S100 USP/NF), Zeju]yd ofago
HolE, Zgud o&F, ¥H|E, XHE Hd oMMEHolE, EFAZREE wE AEZ QX ’EﬂE%/\] ojel Al
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(Carbopol )" Al=RA ol g7bE sttt 2 AN 83 FUA 99 AREE s HA o= Co
w G ofAd ol EY, ofa™At, wElAHAt, H= o]5e] FE AE (5 G €F) J=HE T s o]
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APHoZ oF 2 WX oF 12719 ®hA: YXE st 9 tso dEH= 2 Yol JqEH=, <o 2 yA of
600719 THHAE Ffste EYolddl Z2F9 tujd odH= 2 odd o=, oF 6 Ux oF 20719 #a
UAE ZHe= g4, ﬂilEMlﬂEﬂEA oujd wlAl, Bjd 9 dd olE 2, o o]|FofAE LOoRFE MEy
= tuAdgA e For oF 0.25% WA °F 192 I3t
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we]l 248 ARAE TG 5 vk Y] AsAE el PR F sh) olgomyy A
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[0825]

[0826]

[0827]

[0828]

[0829]

[0830]

[0831]

[0832]
[0833]

[0834]

[0835]

SS90l 10-1955175

chakat oFo] AshAl, 7bE 7hRE(Carbopol) 971P, 7FHE 980P, 2/m WlEA(Methocel) KANS 4o &
gel FAAAT. Wolel-gle B 9e WA EFS ASst,

2 & A
A7] oFE fANE olF HAD] HItste] A FEakNo] HAYT. AY] BAbHe gYs, dES A4S dSurA
AL wwksleltt. YEE wepnfoldsolE H wEsgtgils o] % 4] Ae A& wwkslwA Hriekgick. o
G G F FIAE 7] Aol AS wRkstHA FUbeih. Ejoergoly]l W/EE QAo pHE o
H pHe

>
e
s

>
=
bl
=
=
o
=
N
Q.
-
—
=
iz
O
=
(@}
(¢}
o
X

I
e
i

= s
4 EeAOE 3doz ATH YA wus) @w 87+0.5C 2

Sk, ?%%ﬂ—% pH 6.8 == 7 3z )]

AR, 0.4 - 0.5 gnd] AS Xy FEO wjX s, dAFH Az HAe® FEFoREH 1 alE 4
Stal sds By N2 58 g0z tAsty] A FIE FAFAC. A *JEH oMo T} &£,
Jss (% #4)E8 gk AlEe Ao i3t gz Ay RE] 7|2r|2 Umoza Ay

A 6

o upAd A A

AE =3 % wiw
o] 5 8} ] 21 HC1 3 28 10.0%
=91 2T]F £ 10.0%
Jee £ 10.0%
ol £ 4 K4M AT F7HA 3.0%
Ezldggolnl pHZ3 qs
=Koy pHZAE q.s.
UE§ tlElHto] dviol E 3 34 0.01%
ol g w2hd) BEA 0.1%
A5 £ 100%7}4] qs.
P

ozl AL pH oF 7.3001A4 ¥ar, Frgstal A Aok, V] ke 5 (Jss) A4 FHelM ydE
E

gz oo A 1.0035 (mg/cn’/hr) 2 7] =5 1T},
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[0836]

[0837]
[0838]

[0839]

[0840]

[0841]

[0842]
[0843]

[0844]

wojuiA A A AP

AR 3 % wiw
ol = 5} A Q1 HC1 49 IE 10.0%
=g 22T £ 10.0%
qge £ 1) 10.0%
7+ E.& 980P AT F7H 2.5%
EJQ2FEP 23 224 5.0%
Egdggolnl pHZ3E qs
-l pHZ73 qs.
UYE§ vEjslo] Aol E B35 0.01%
o @z BEA 0.1%
BAF £ 100%7}4] q.s.
z

(=4
ulS o] R3le] pH 6.8 EAFOE

o upAd A AP

A2 pH oF 7.244A4 BaL,

e

%23 =3 % whv

ol ] 5} Q1 HC1 #4 e 10.0%
=g 2] F £ 10.0%

o E 4 K4M AT F7H 4.0%

ol o 2] BEA 0.07%
Tz dveld BEA 0.03%
A+ £ 100%7}+4] qs.

(m
a=)
-z
Ll
9
ofo
ol
a2
=
~
N
bl

Tkl wAd Aok, 47

2o E ghZolo| A 0.428 (mg/cm /hr)2 7125 e,
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[0845]

[0846]
[0847]

[0848]

[0849]

[0850]

[0851]
[0852]

[0853]

[0854]

[0855]

wojuiA A A AP

A 3 % wiw
ol = 65} A QA 7] ¥4 35 10.0%
zz29q 2 F 20 10.0%
AN £ 10.0%
ol £42 K4M AT F7H 2.5%
Erldgoln Hz3 qs
2t pHZZ i
UEE tlelEto] dviol E G5 0.01%
ol g vehd BEA 0.1%
A £ 100%7}+3] gs.
P
Qolzl AL pH oF 7oA Brar, Fsta g Ao|rt. 7] FE FF (Jss)S
o]kl pll 6.8 AT ol E FNoA 0.863 (mg/em /hr) 2 7] FE] AT},
Al 10
HfuAQl A AF
AR =3 % wiw
dl = u}A Q) 27 #4 GE 10.0%
T4 2 F 2o 10.0%
At 2o 10.0%
ol £4 KaM AT F7H 0.5%
7+ HE 980P AT F7H 2.5%
Egldggoln pHZ3E qs
Koy pH 23 as.
UEE vlelsto] dviol E B33 0.01%
ol g v} BEA 0.1%
A4 2o 100%7}+3] qs.
gz
Folzl AL pH oF 7oA whar, Frsta AT Aort. A7) = FF (Uss)2
ol g3ko] p 6.8 Fwo]E ghFololA 1.0143 (mg/cm /hr) & 7] =¥ ek
3l AQ) mro] AW A 2E]
AAd 11

_89_

SS90l 10-1955175



10-1955175

s==4

N
3o —
- 2 (>3
o._% Blo|lo |~ - 5
m.s.. % [1a} o, o o m
k] wvy —
IE)
=3
wi
< =)
m El
bl
R o =)
& dim=
W | T o’ o uwl w
20 | on| w ol &

Aol Ax:

USEELEEEIEY:

[0856]

vpo] g 2o H A

[0857]
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7HREA Aol
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7] wolA g el

[0859]

3. plE 6 W

el

e

5+

E ERSEEE EEE

3
=

940 (1% w/w)S A &3}o

3Z
=

2l

3a
od
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1% wiw

E=7F 5% w/wol == JIH
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[0868]

[0869]
[0870]
[0871]
[0872]
[0873]

[0874]

[0875]

[0876]

[0877]

[0878]

[0879]
[0880]

[0881]

[0882]

S=50ol 10-1955175

w5l uk# 2l KOl 10% Ae] A%

My % wiw
O] | Bt A| @1 HC1 10
HPMC K4M 4
=23y 222 10

o 2 fap 0.7
Zzmat 0.03
z=24 100 77t X| q.s

w3 upAIR] HCL HPMC 10% 9] A% e 98,993t
A 13
WALl HCL A9

ok gy 8o A HHY

l

53l S AZRE 98 LTHE %o HEAEH™ &2 9 NEuIZZ 1000 39U}
WA Ag shebm g oA seus HAste] 8 st EFEUG AV HRES S§3n EFSUL
AauAd HClS SFrell &eiA7]aL 45C7hA] 7hdsgint, Aol =23 wrb od s A% kst g
A gl s 3] BEA 9 @18 RS ARk 11 ES REARA ARG A2k
I1 B 24 debEditd $adol (30%), Wdstehdl (11%), Z2d shehil (3%) ¢ Z=IA 2T (56
%)% ]

A9 Hloj&o] g Ay

f
i

N M EAHOHE ¥& 80%
o3 AA = 20J
NEDI2ZZ 1000 ®
R 30%
N o 4| w2} 35%
390 il otet 35%:
A 1A T2t
2 70%
38 e esten 30%
3P s AF
N HuHiAQl HCL 3 &
org 10%
feten _—
ExQoY B
HZ0p4 IE 0.1%
g 100 %7t X| gs.

w3 EAQ HCL 10% A 2] 248 S 99.2%0] At

B g A" AsE, 4g 29, shelamelwA, vhed, £, 9, tedd, Fol =3 Axd %
)
Fugol wud g Fof e Azl Qe AT, ANE AL i dmnAele] fod F= =
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[0883]

[0884]

[0885]

[0886]
[0887]

[0888]

[0889]
[0890]

Ao 14
Aol 11, 12 3 139] wInpAQl vbaLA] Fof dEje] HAAS A4
1, 3 2 6 71gellA 30C/65% RH % 40°C/75% RHOlA] 33| whEo= 37
xSt A AEg HAAS e
A Ao 15
Ny % wiw

Ol o et A 2l 5%

S 10%

E2I80 40%

n-HELS 25%

= 100%7HX| g.s.

72 E 940 0.90%

Ezjoj=ord qs.
7] AL g LA 2 WA 3 A Z HeiHT.
Al 16

PSR % wiw

o m A 2! 5%

E2l80 13%

PG 30%

7t E 940 1%

22|A 2 0.08%

Ezjoj=or Qs.

s Q.S. (100%71t X|)
ol 2AAYA gen, T3 o] pH 7oA FgHAe 7] A2
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[0891] AAe 17
g % wiw

| ] i 4| ©1 5%

=2 e

E80 30%

olErE 30%

It E 940 1%

Eelo 2ot Qs.

= Q. (100%77HX])
[0892]
[0893] g EAA YA o, T Aol pll 7914 FAHIo 47 AL 5 d HE Hai
[0894] A 18

e % wiw

| ] Hp 74| ©1 5%

= 5%

E280 30%

OlEtE 30%

O|LIE& EDTA 0.1%

oo 0.1%

G| EfHHO] 2 IHO| £

FHEE 940 1%

Ezloj=ord Qs.

g Q. (100%7tX])
[0895]
[0896] 7] A piE 5.002 zdsgloy Add AL 7 pllld FHHA ¥ 5 9l
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[0897]

[0898]
[0899]

[0900]

[0901]
[0902]

A Ao 19
e % wiw
0| ] 6t 34 @1 5%
g2y 5%
E2180 30%
ol 30%
O|LIE & EDTA 0.1%
LIEE 0.0%
O Eftito] 40| £
7t & 940 1%
E2|0j ot Qs.
= Q-S. (100%77}X|)

pHE 8.02= xH3lglont Ade A2 71 pHollA FAHA

AAldl 20
Hg % wiw
Ol o et A 2 5%
g 5%
E2I80 30%
olEtg 30%
O|L}E & EDTA 0.1%
LIEE
0.1%
O|EfHIO| 20| E
I E 940 1%
E3|ojotal Qs.
= Q-S. (100%7}X])

pHE 6.0-7.002 243, Bha, 3 ALEA

SFATE.
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[0903]

[0904]
[0905]

[0906]

[0907]
[0908]

[0909]

[0910]
[0911]

[0912]

[0913]

[0914]

[0915]

A Ao 21
q4& % wiw
Oj| I B A| @1 HCL 10%
NEAHOIR 22 [72%
NEOI322 1000 |1.8%
oA mt2p 10.50%
A4 1 T2t 10.50%

Mo

Q.S. (100%7}X])

WA 27 AFel AR Tei, oz & d Fo MAHY
ubdl 11 B9 232 Ao UldS ZEE b AYS ATt (AA
Al 22
g % wiw

Oj o 5t A| @1 HCL 10%

HPMC K4 M 3%

PG 30%

= QS. (100%77}X|)

B AR o, £k o] pi-6olA FAEATG. e, ofe] A

AAldl 23
g % wiw
HEEAQ HCL | 10%
HPMC K4 M 4%
PG 10%
= Q.S. (100%71t X|)

s==4

10-1955175

thal EARAYA gon, Fwg Aol pl-6ollA FAFHAUCH. v, olRe Y gatn =24 =AU
efdle] 3o mEApL AL AFTHUH(AA G 12 Fx2).

2o 24

Rl Hge g wtuxl Fof e ule Al AsE olssly] i B Fo FdHE
AzsTh. 47 Fol FEE o] F: (i) 7}*]7H ﬂi“ﬂ o3 o]59 Z87 & (JAY, FHE 2 A
A 2 FEA; D) pll; (i) % 2 F ;o (iv) &l g A pHel a3 2 (v) A 2 (ex-vivo)
T oisl H sk,

471 A Al pHE pH WEHE o]&3te] SAHIUTE. 1gne] 2SS 100 mle FFHFol &3A7]2 UAE pH v
HE 1%5}04 =5kt

A ) okEe] A4S 98], 100 ml F3 Zeh~a Ul pH 6.89) PSBell 308 B¢t & shlA 0.3-0.5 ¢
483 AFgE Ae &3A7|aL o] o]&3ste] RFIE Hu 100 nLE UEST. Y EIES JEW
(Whatmann) ZE Fo] (0.2p)E T3 od7sit. A5 FFEE 263 nmollA] EFsH oz ZAs3T. vy
A s HAggAde] sAYAN 2R Assit
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s==4

2

3.14 ecm & F=

(0.22um)=

il
2]

<)
o
N

%
o1

BiHE 7=
W(in-vitro) & W&

3L
s Y

18 mLe] €A A

=i
=

W=

2

[0916]

Fith. 6-8

pH 6.8°] PBSE Al
[¢)

ol ufjA]

\

=
A
e}

=

3]
gl

S8%
:rL

0:11;}_.
Ul

=l

A

3kt 0.3-0.5 gno] AL =

A&

-

s

2]

<
h=

wy A
I} &7 37 £0.5 CTE

Ao

3l 263 nmol A

270 s

i

k)
w

B

[0917]

P A

3ol ¢

ST
X

7] 35
Y2 ARE 7] F8A FHORVE Aol 7]

)=}
=<

16 mLAt}.

[e]
%]:T:

&
Ptk 1 mLe]

°©

18e 44

B

7l %

1+
=4

<

pH 6.8)¢}

2}

2o 3.14 cn’olAT}F. A T8 9
<k

&

A7 FEA

e ST

KelueR
o=

&= 8l

—
(¢}

ojm
W

"
BN

990, 6-A7F A®

2

png/cm /hr)

Fel 263 nmoll A UV &3

9

¢

o]Q.

=

=

b, 4

o]

OX]

H

2 Ea30 =24 pHe] PBS

1 37C=

9]

o=
=

ST, Al

5

o) F 17 szl o

o

ok, 0.25, 0.5, 1, 2, 3, 4, 5, 6, 7, 8, 24 A

oFo] g wiAH= oA

(PBS pH 6.8)

b of

KR
=

)

s
a

i
E
<)
o
W]
e
B

bt

o

g

H

10
10
10
255
qs
0.01
0.1
100

A
2]

10
10
10
2.5
qs
0.01
0.1
100

7124

10
10
10
25
qs
0.01
0.1
100
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10
10
10
0.5
235
qs
0.01
0.1
100

& (% wiw)

10
10
10
25
qs
0.01
0.1
100

}
10
10
10
25
qs
0.01
0.1
100

A

MH14 (MH15 MH16 (MH17 |[MH18 | MH 19 | MH 20

10
10
0.5
25
0.01
0.1
100

O |’} A| 1 HCl
olaz=z=
0|2 AH|0|E
EMHAFREP
7} & 980P NF
0| EtH}O| 2 I}
O] 2t 2f el

LES

2o F (pg/en’) o A7H(hr) <]

A¥ 14 WA 20

[0918]
[0919]



[0920]

[0921]
[0922]

[0923]

AY 21 WA 27

48 M (% wiw)
MH21 | MH MH MH MH MH MH
22 23 24 25 26 27
Oj| I 5} | ! HCl 10 10 10 10 10 10 10
Zz 222 10 10 10 10 10 10 10
=X 10 10 10 10 10 10 10
2tEaLE 0.5 1 2 5
g2 05 |1 |2
7} Z 980P NF 25 2.5 2.5 2.5 25 25 25
ezjojergopm |95 |as  |as  [as |as  |a4s  as
LIEE 0.01 0.01 0.01 0.01 0.01 0.01 0.01
Oj|EfHO| 20| E
o S m2}l 0.1 0.1 0.1 0.1 0.1 0.1 0.1
== A 100 100 100 100 100 100 100
oTrT 4SS
A 28 WA 36
4= HE (% wiw)
MH 28 | MH MH MH MH MH MH MH 35 | MH
29 30 31 32 33 34 36
oj| I B3| ©! HCl 10 10 10 10 10 10 10 10 10
mzo 22 10 10 10 10 10 10 10 10 10
S 10 10 10 10 10 10 10 10 10
d-2|2u 0.5 1 2
Azt g 05 |1 |2
RZUE sl b -
JeEogopNF |25 |25 |25 |25 (25 |25 |25 |25 |25
Ez|o|Et2otnl  [4aS q.s qs qs q.s qs qs qs qs
LIEE 0.01 0.01 0.01 0.01 0.01 0.01 0.01 0.01 0.01
0| EtH}O| 2 10|
E
oj| ! m2pe 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.1 0.1
24 qs 100 100 100 100 100 100 100 100 100
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[0924]

[0925]
[0926]

[0927]

S=50ol 10-1955175

Ay 37 WA 41

48 HE (% wiw)
MH37 |MH38 |MH 39 | MH 40 | MH 41

Oj| I B} | @1 HCL 10 10 10 10 10

mzzga 2218 10 10 10 10 10

oErE 10 10 10 10 10

wE 05

HE 0.5

fA=E -

O7I1E2E2 0.5

Brij 35 0.5

45 E 980 P NF 25 25 25 25 25

E2|0j s 0Tl q.s q.s qs q:s qs

HES 0.01 001 001 |001 |o0.01

O EfHO| M fo| E

o ! mape 0.1 0.1 0.1 0.1 0.1

z24qs 100 100 100 100 100
AAldl 25
vhakst A ol Felziy WuuA HC1 FEagel tE phel dFS B, 3.14 on o) FE EUA
218 mLY A AE FIZE zle TH=-4 AEE o] f3le] UAE 6, 6 9 (0.22um)S £33 A AFPo
ZRE AP U e HES AFednt. F85E pH 6.89 PBSE A A x4 wwtyl A 37+0.5
T2 FAsAT. 0.3-0.5 gnd] A ol A 7]

A

FEA THoREH (B Ax" 4
Fo] Ry A o dAsdth. Al W ke ¥E Add
o2 FAE. pll 1 AbAle] ¥ 2 XAl EAelA 9] plle]
A 72 (0.5%)°] FHr7E A flo Fsglth. AstA A J)
HE 3%0] AMEEE 7, o= 5 vinke] pHel A o] usith. pH 8.5914 HPMC A AP 7] A=
daubAQle] Fdes ARt 2ed el 2FEsta el g Aol 5w, wEbd, AlY wa

= et gtk 4] AF pirt PAE = S =Y gaEg. Ad
F Ak e ol= pll 6.8914 @2 fFrEET fFeHoR v A ok, ol#d wynb
Qle] A AFE AT HAH Fol o 6 =3 R oF 8 vvk, B wHHSA, oF 6.5 23 % of 8 vinte|n,
B

i)
Lot
2
fru
>
)
ae]
=
(ep}
=
W
=
w
=N
il
~

>,
oo
ol

ol
£
re
ot
il
),

)
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[0928]

[0929]
[0930]

f&d U3 pHe a7

0| ) B A| 21 Yow/w =& PH A 1953_“\_
Sowlon (mg/cm/hr)

2 . 45 0.4095

10 05 45 0.4251

1 . 55 0.6000

10 03 5.5 0.5847

= - 6.8 0.7531

10 0.5 6.8 0.7245

10 ‘ 7.5 0.7442

10 i 75 0.8035

® i 85 | MAstR 28
° o2 85 | MAISHK| %8

Al 26
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[0931] g7 A ARl Eelstey Wrte]l AsE shrlel yErig

S0iZ | SLETA 225 o 234 | M| aguz
)

MH 14 IPM 0.5% Eg 2% 7.24 1 99.65+0.12
MH 15 IPM 1% wey A= 7.15 |1 99.74+0.32
MH 16 IPM 2% 20 27 6.90 | 99.5+0.52
MH17 |Ea0AFREPOS% | £ 2= 7.25 |99.25+0.45
MHI18 |Ea4A3EP1% |28 =9 2= 7.10 | 99.45+0.68
MH19 |EaAREP% |8 £ 2= 7.15 |99.40+0.89
MH20 |EaA3§P5% |28 E9 2= 7.24 | 99.86+0.78
MH21 |gzEgimoss |oe. =9 2= 7.32 | 99.25+0.94
MH22 |aiuais g% g g 2= 6.90 [99.63+0.58
MH23 |a=ats29% olg =9 2= 7.10 | 99.32+0.67
MH24 | 31=21E 5% e =0 2= 7.25 | 99.48+0.72
MH25 |2aAb0.5% £g 2= 7.10 | 99.63+0.41
MH26 | gaAt1% geq 2= 7.15 | 99.45+0.64
MH 27 S AH2% 20 2= 7.05 | 99.75+0.83
MH28 |g4zguose% |otg. = 2= 7.28 | 99.24+0.76
MH29 (42|24l 05% =2eo 2= 6.85 | 99.84+0.55
MH30 |43/0u05% g2eo 2= 7.20 | 99.55+0.49
MH31 |72t & 0.5% %8. 59 2= 7.15 | 99.76+0.84
MH 32 A2 e 1% e 2= 7.20 | 99.63+0.63
MH 33 A2 g 2% 20 2= 7.28 [ 99.54+0.56
MH34 |gzialg05% |%g =9 2= 742 | 99.47+0.84
MH3S |oziaig g9, geq 2= 7.15 | 99.74+0.91

[0932]
MH36 |oztaig 29, zEeo 2= 7.20 | 99.64+0.63
MH37  |oug 0.5% uE g 2= 7.24 | 9921+0.15
MH38  |ois 5% e o 2% 7.15 | 99.82+0.30
MH39 | @7 05% e =3 23 el s
MH40 |(yj2m05% |og =9 2= 7.25 | 99.25+0.45
MH 41 Brij 35 0.5% ot Eof 2= 7.10 | 99.65+0.25

[0933]

[0934] Ao 27
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[0935] A7) A AR F5 L Fop A HolEl e Awst olste] vrehdtt,
S0 |3 ZTA o8 R4 HA S} 714 Kp (cm’/sec)
AEHOIA Jss
(mng/em /hr)
MH 14 IPM 0.5% 1.0796 21592 x 10"
MH 15 IPM 1% 0.9652 1.9304 x 10~
- TN Ho| A2 EHYT| W2 0f Tt
S| g
MH 17 EAMAFEPO5% 0.7799 1.5598x 10"
MH 18 EWAREP1% 0.8968 1.7936x 10"
MH 19 EWAREP2% 0.9076 18152x10°
MH 20 EWAREP% 1.1092 22184x10°
MH 21 2HHRHE 05 % 0.8614 17228x10°
MH 22 2tEEE 1% 0.926 18520x10°
MH 23 BpHEtE 2% 0.950 1900x10°
[0936]
MH 24 BHHatE 5% 0.7232 14464x10°
MH 25 SAH0. 5% 0.8729 17458 x 10~
WD g3At1% +HSHK g - A 85Y
NEL 234t 2% +HSHR| LS - 2 BFEY
MH 28 d-2|2905% 0.8566 17132x10°
MH 29 d-2|24 1% S| L2 -2 RS
MH 30 d-2|124 2% 5K g - 2 25 Y
MH 31 A g 0.5% 0.9340 29745x 10"
L Azt g 1% +HR| g -2 B5EY
W Azt g 2% Ho| 2|Ho2 LI RO A
351X 2.
MH 34 SUUE05% 0.8617 17234x10°
- RLUE1% |sUK Ug-RERY
. RLYE2%  |FWSK U2 -2 ERY
i AE 0.5% SYSIR| g - A HEY
el WE 0.5% SHUR| 2 - A YT
MH 39 QA= 0.5% 1.078 2.1560 x 10
MH 40 O7l2=os%  |08503 1.7006 x 10
MH 41 Brij 35 0.5% 0.7732 SAA Al
[0937]
[0938] AAldl 28
[0939] HZuAQl 01 A AFE 93 53 FHAZA 0.5% FA=E L 0.5% (-) 7F2EE X§35t= Fo FHE o &
ato] A 9] A FYHUT. = 13 B = 143 Fo] FE M 39 %M 409 FAEE vEpdn
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EH5
250
=-=H|5| 2
«®=2 mg/mL
«O=4 mg/mL
200 4
— =2=8 mg/mL
=
K
ﬂ- 150 1
E]
o J -
100 1
0
of=-d 0 8 10
e AlZH ()
=6
- H|5| 2
D=2 mg/mL
=O=4 mg/mL
=1 -ty 8 mg/mL
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K0
E)
o
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EH7
a0d | —*vleE
=O=2 mg/mL
2504 «O~4 mg/mL
=
K
ar 455
IEN
ol
210 4
190
okrE-H 10 20
=8
11
== H|5| 2
O 2 mg/mL
P 4 L
'\K_'l, " «O=4 mg/m
~
EF
K
[E)
o 74
H]
otE-H 10 20
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-f=H| 5| 2
«O=4 mg/mL

-=8 mg/mL
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£of e

- 1|5 2

Rx-d 3

100 11 12
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2.5

=7
W 1.5

o
ol

L
Ik

0.5 4

MMHESPH TS

MHLBpH 7.5

MH4T PN 68

MHi6pHES

MéS5pN 5.5

M eGpH 5.5

MMeIpH IS

MHE20H4S

A )

o 0.2 0.4 06
o 5 mg/em2hr
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40.00
35.00 -
30.00

25.00 4
20.00 -
15.00 -
10.00 -
$00 -

0.00

MH 39

y=3.3852x+ 7.6021
R« 0.971

25.00 +

20,00 -

15.00 +

10.00 -

Y = 1.4685x + 2.43%8

E!E ?? R*=0.9527

- A2 = 1
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