A= 100

%i;ﬂ; =
SEES35l 10-2742522 ‘-Iuﬁ
(19) e A=FE3F A (KR) (45) Fndx  2024d12€12Y
C == (11) S3HE  10-2742522
(12) 5533 & (B (24) 5E2UA 202413129102
(51) =ASs|&F(Int. Cl.) (73) S31dx

(52)

(2D
(22)

A6IK 9/14 (2006.01) A6IK 31/337 (2006.01)
A6IK 47/34 (2017.01) A6IK 9/06 (2006.01)
A6IP 17/00 (2006.01)

CPCE3] &+

A6IK 9/141 (2013.01)

A6IK 31/337 (2013.01)

=9 s 10-2018-7009100
ZAIA(=A]) 2016309€16Y

AAP LA 20219072019
(85) HYEAZEUA 20181403430
(65) F/NHZE 10-2018-0053676
(43) &ML= 20183054 23<Y
(86) =AZ=YHSE  PCT/US2016/052133
(87) =AT/HHS WO 2017/049083

=AFANLA 2017303¥23L
(30) AT

(56)

62/219,453 2015109L 16

A7 AHEE

1] =(US)

Fabiana Vas Tosta, et al., Journal of
Nanoparticle Research, 2014, 16, 2782

Tow Kuan Lem, et al., Selecting the perfect
silicone for your formulation, Silicones,
Personal Care, 2014, 45--48%

= QAR olstel dlg® BA

L

tjol ZH] &go}, AAH

v eaL
3909

(72) =gz}

76107, XE 92 Fd ~EZE

&L&, Ao
vlm w2 ETeY 27707, 2 HeAE 2R

3959

grzx ZHE

uls AE] EL ol 94954, ST

HHl= 1031

of w2 W B

(REe] 7<)

(74) A

Sl E 2

AA Z7Ed ¢ F 17 # AAb 23] 3
(54) o] A e Y=g FEA R o) AxWY

(57) 2 9

v U oE YngAe] IR JEE AU 8 24E 2 el #3 Zojth. A7 2SS &
FAY g AL, 254 BA, S A2 54 2 O UeidE 23 5 oln B3, 84 w94 e
254 FA T oFE YA A4 48E oAshs B 89 Zlelt. E=F, fZHed ke oE gtk
hezks FHrete 245 AMESte] S SAaKo R Agshe Wl w3 et

o X &- %1

Epidermis ugfcm2

Delivered dose [ug/cm2)

oo R

F1

-.—.I I Il
7 3 Fa £ F F7

Time Elapsed: 24hrs




(52) CPCESEF
A6IK 47/34 (2013.01)
AGIK 9/06 (2013.01)
A61P 17/00 (2018.01)
(72) gz}
&, Hlo
u=r AP Lo} 94954, HEYFr} kA
HHl= 1031
u-E3LE, e
nl= e ol 93401, A Fols Q)
E 240, R UE] =ge]H 231

W 2

E 29

z47), 3=

il B1R Bo)39) 697,

1527




g Al A
FHe
7% 1
AHA|
A7 2
A
2% 3
AHA|
AT 4
1A
ATE 5
AhA|
3T% 6
AHA
ATE 7
A
T8
AHA
A7% 9
AHA]
2T 10
AHA
7Y 11
AHA]
AT 12
AHA
7% 13
2HA)
AT 14
AHA

7% 15

SES0l 10-2742522



A
A3 16

24

A
A3 18

24

A1)
7% 20
A
A7 21
A4
AT 22
A
7% 23
AHA
A% 24
AHA
7% 25
AHA
AT 26
AHA
AT 27
A4
T 28
AHA
AT 29
AHA
A% 30
A4

A7 31

SES06l 10-2742522



A1)
ATE 32
A4
A7 33
A
ATE 34
A
A7 35
A1)
273 36
A
7% 37
A4
273 38
A
AT 39
AHA
7% 40
AHA]
AT 4
AHA
ATY 42
AHA]
AT 43
A4
AT 4
AHA)
AT 45
AHA
T 46
2HA]

AT 47

SES06l 10-2742522



A
T3} 48

24

A
273 50
A
A7% 51
A1)
AT 52
A
X 7% 53
A4
AT 4
A
2T% 55
AHA
A% 56
AHA
7% 57
AHA
A7 58
AHA
AT 59
A4
A% 60
AHA
7% 61
AHA
AT 62
A4

A7 63

SES06l 10-2742522



A1)
AT 64
24
A7 65
A
273 66
A
AT 67
A1)
273 68
A
AT 69
A4
253 70
A
AT
AHA
A% 72
AHA
AT 73
AHA
AT 74
AHA
AT% 75
A4
A7 76
AHA
AT 77
AHA
A% 78
A4

A7 79

SES06l 10-2742522



A1)
273 80
24
273 81
A
AT 82
A
27% 83
A1)
A% 84
A
37% 85
A4
273 86
A
3T 87
AHA
A7 88
AHA
2T 89
AHA
A% 90
AHA
AT 91
A4
AT 92
AHA
7% 93
AHA
AT 94
A4

A7 95

SES06l 10-2742522



2
273 9%
24
AT 97
A7
273 98
A
A7 99
A7
A% 100
A4
A7% 101
AHA
A% 102
A
7% 103
AHA
7% 104
AHA]
7% 105
AHA
273 106
AHA]
A7 107
A4
7% 108
AHA)
7% 109
AHA
7% 110
2HA]

A7 111

SES0l 10-2742522



A7
AT% 112
A
A7% 113
A7
AT 114
A4
273 115
A
AT% 116
A
A7 117
A7
A% 118
A
A7 119
AHA
7% 120
AHA]
7% 121
AHA
AT 122
AHA]
7% 123
AHA
AT 124
AHA)
7% 125
AHA
7% 126
2HA]

AT 127

_‘IO_

oin

=50l 10-2742522



2
A7% 128
24
AT 129
AHA
A% 130
A
273 131
AHA
AT% 132
A4
273 133
AHA

A3 134

A 136 gl

g7 Atol 2 2B EE Afe]

A3 138

A 135 el

A 138 ol

g7 dEkea

H| A4 A (amorphous) T A4 (crystalline) EB4F Y=g
=

. neat) 7 YPApolar, oW EHoe AFHol YA &=

Q1A

A9z §

A

A
.

Abo] 22w E|

1A,

SR EA

1A,

& gy, 2l

)]

SES0l 10-2742522

71 B YAk
Hom e oA =
s 2=



10-2742522

s=s4

A3 140

off QlojA,
AF(taxanes) W= X

&

A 135

I

)
—_—

g

3} 141

ey

o glofA,

&

Al 135

iy

0

N

4
)

p
"o

wr

A3 142

o $lofA,

&

A 140

all
el

3

N

ozel

Aq
I

i
o

Edo=

o

2

o]% 18 m /g%l A

HA(SsA) el A

A W E

s

s

A7) g

A3 143

o glofA,

&

A 135

AT 144

o glofA,

&

A 143

pi
"o

A3 145

o glofA,

gt
a7 2~ (helipath) 7}

A 143

Eal

=<k 10 RPM9] T-E

=

AR AZelA 45

A

RV

sWE e nEPs

Bels)

A
L

o
A

Ar

AT 146

o glofAf,

&

A 135

ke ;

23}

50% w/we

o ==
= 5

A

3

N

oy
N

0

4

I
"o

-

ol

A3 147

o $lefA,

&

A 137

-
N
N

iy
Nd

zel

5e
)l

—
o

9|
ﬂo
wir
el
w
I

ot
ok

o
;OD
2]

oy

zel

X
el

A7 148

ol SlejA,

A 141

ol

A3 149

_12_



10-2742522

s==4

Joll 1o,
Fu=dzp

)

Al 135

=0.1 ~ 5% w/we

1SN
=l

371

A7 150

244

7% 151

o glofAf,

&

Al 135

oy
Nd

0

4
)

.
o

wr

o))

A7 152

A

2Bl (paclitaxel) Yx=PAo]a;

e

HEE

L
a

47 e

)

al;

0.1 ~ 1.5 "fo] A& 0]

pu
L

QA2 7] (number )

A (SSA) S 74

-~
It

18 m'/g o4 H]

L
L

A7) e gl A

0.1 WA 5% w/we] FxEo]H;

A gl A

L
L

A

==A
g

o, HEZge (petrolatum), ™4

S

=

N

il

=

=

s

Lo

Xfo

el

umO

N

A

mo B

A

= A

.o

bl

o

o

= K

B F

=

o
o

T

8

4 2

qr B

B o

— of

N

o

kA 24 & (semi-solid composition)©]™,

al

g ©l

Y1~
ERt:

ol

=]
=

Ad B YmdAteln, 7]

L
L

3

e EE

o]
H
neat) /N8 JAfeli, o

-
g

-

yige] 41y

7l € & °F

[0001]

et

"

[0002]

Hl 4 7] &

wjr

[0003]

e

ket e Sl Al

3]

A Aol AF-g-

B
%

W

i} =2 AlAel] ARgEE o shrks e

3]

7AN7 9

LA

as

\

s

[N

o]

~d
A

=3

wK

H

"

_13_



10-2742522
%

s==4

AEagieh. e, of AlAel

=
=

EIE

9} S et ¢ CREMOPHOR EL-free A|A1] 7iwdte]

o

2

doegolEl= 72E 2 (polyethoxylated castor
(€]

3z
=
o

t}(Rowinsky et al., 1993).

(e}
v

(BMS) =

®

]2 A<l TAXOL

oil, CREMOPHOR® EL)3} €<% o gh22] 50:50 v/

3l

A

B

b2 e (paclitaxel ) ¥ EA1EH (docetaxel )

[0004]

o 2 70 3B T ﬁ o g oA ERE 0 %amoj z GG T =
_ _ r T T P T X T B oo =
AN Gk TR 2 S R G oo e o I N
Ko "X EWTBEL MR T Aew  wwE Yoo RgsEwE oM
T Py SHRBE FRgEF_ o W BooMg Ewla
X —
% CRE g 2N BE MR mE N P ® S8 pla g
By TS WM ETE  wmX o oz dT o R AT
E M~ T 2% o <N RS RR o ol s N os = = N
Ty oz S5 P ita o X yoaxge’
= o I Xooa- Mo 5o W E o e J 4 % Y I TR o
N_lu Mlﬂout ﬂnﬂ,mn(\ﬂL - o = q_moPLLu o Jmoﬂuﬂw]zowﬂw w
T G TE B EgrxdTERR wL ¢ Trofanm g
0| N o 2 o= of - N ~
\V)Wﬁ ﬂr%gﬂ n@.._u%m&o% %Vﬂ@ﬂ%%dﬂ%ﬂzo 4 OB zoom R o AT
i TTE 5o ﬂﬁ)%%%mﬁmﬁmﬂ {F W ooy W
T WETE moFET T TZdag  KNME B X R g oE S g
= X = = 2 i%alo(\myi] Ar oL o
mn_.u% wrmﬂedl %WW_MOUKM %u__/lxmmm.zommm WH,_TE o eﬂEiMMMﬂMWE
Ve B BE e TEIFLT e F TR N N
=K ,.lﬁ_w.._ ~xY X N ) ~ OE i i Lt Y m — HT NFL HT 0 q 70 ,XT #.i =
M N g 2T _ 5 e SX®m L *w P Aa wil  Mpl ™
= Jo o o SR ™ =% o 0 =~ o or 1 o
= = o w8 A ) o o) mO D w E AR
gD =~ X LR R GRS g F 8° - ﬂﬂad.ﬂ%]o_
o~ N oA < . o dr Lo W ®o 2 2 T amw© o W
X oo = DB T To < N 4y Mo g or L@ o B gy R oR
g% T o% RETE Kpofab_®m T 3 T B AV N
S o oy GO Wr 3PS B W = BKCHo 2D g o
e WS T w2 S C 2k MR g I I T
0 —_ g o 0+ ~ — ovM o o ‘m.ﬂa.
AHA ﬁ.,OIﬂ/;A;o C..ﬂwuws OHQE‘_lA\)hHT‘nlAa M N Jlo#anA_l OM‘NL_,QMM
N oF o s oz do =g EBF a5 wEB X = N — U % Gl
= H%E B ™ £ & mﬂﬂrmrwr,ﬂul NI i mﬂﬂﬁcﬂﬂuﬁzoﬂfr%
25 LBa TS g5 TS fFEtER pwEg S R pxPEEn R
S Shm Mgl Tox EEBMT ko w = W g Ea ] W R
ol [ny . — i
eis e g T 5 NE e O 7 Mol T oy ‘2 FE Do o
O W T e . o I~ < — X o o " B9
2 s M ey Moo WK M gy of g = T TR o W
g% X & B S o 2 A g% R Ay o = " T T P e
2 < @ % w5 éﬂ%m%ﬁﬂhﬂﬁzﬁ o} pw 2o eRT @
" HIET W B T E i A B AT ) =wm EANTE S
m_wmo Umdlzl o_.ﬂﬂl.Lﬂdl dlwrbmwovﬁa_.ﬂnﬂﬁ m_xﬂ._,mr Wl < T %Urzoqw‘_.mwﬂl
—_ o 7 ; [~ —_ o T )
. TS Iy 5P e BTN E L B ur Ny oW g
MI:‘_ E.ax_.ovl - o og S — Jlaa B3 = T o“#o]L.‘_k_uE e
Sx sl oMl g TAXwH® 3w i o )
o= N y° = N T S 5 plo g % N T B ol
o ah}bli%.m%l M E x Y — R I T~ - 3
‘m_vMM Wi . N oR ‘,Iﬁ_v.._ (&) ) X = oy F0 q — X i_._l =) ;o.._ El ET To —_—
Toan Kae, oFf s EREE@V AL §ed = R DA
du e mE YA o W8 L = % 0 AN it R = X il N do
Ny PTR EC 35 gV g EToNT T gL o = Wk o T
RGN R L N oy g % n o= Mo%o;m%maﬂ
gz Yaw wZs ¥, PoLirEVi Zeds G B ow mohwm T e’ g
HER L% g 8% e w P o N W FTOow R AW o w
R C Ly Eg B BN o, 2o w® WP TXE
P T W R T mSomT 2 Gy Rl S Ao o o A ~ e e I S
Wl MmN WoTMS HFHAEPEMNT 4T H o 2 W O® R oA o R W o
) o) = = = = =
(= (=] =] (=] (=) — —
(=] (=1 (=] (=] (=] (=] (=]
=) S S S =) S, =)

[e)
_14_

(cyclomethicone)

=

=L
pu

w/w WREe] AE L Alo]F R E|



10-2742522

|

—_

= W o
o o AR @1 W%
~ N . H U S
B T B B o R RN 2 i

— ~ = Lo
o W mﬂvaT m% T T gy —
® o Ao W /R E = X 0%
et ) W O ] N = K 3 X )
i X ) Moo o Ew -~ . ® i y

R Tz, sl s S g £ T AR of
x4 = R & o T o S o W %

To ©oF T CRA 0| . g o w9 iy _ fladg 1 - EK

W B = _ %R o o w s X o X = g T
i l ﬂDQ]N A e Hoxwﬁ 5 = £} ™ = A % %
N Woer b X o M L EX <2 e dlo B : . - w o
;oa E.E 53 R :._.‘W.A n_mo ‘@H o 11: P wnoM 7£ 1I o = m Wi ‘Dr . —~ — L.._ ‘O.I
LA Aflgftma o W + 4 S = G : = T 5 s % T
Ko nE Y ST s=m ¥ P = § = 5 oz S B = =

5 — — = f = —_— — — A N
Eg_JleT L7 m_xa«i o 5 oo Mﬂw B oA ® L s - xOA s o ® s 3
WD W Y = o X mﬁ}L oL E 5 2 - * 2 o WD 2 g B
= o ool wm N o S ) e - & X ° = T g > £ &
o Mo x B X T T 4 5 = = R ™ S oz s Wop 5 5 5

o I o 25 43 Wohr 2 S 5 A ~ = Z o £ % i = 2 £
T % W o R T8 o & BT Foos 3 N R T i S
o P Sa WS = T o @ & E T w0 CH o
B oor LA W o ol ¥ oar o g 2o = M mm W oﬁ RC o = = v W) o T T R
IR, - R 3 = " T D N E : = =
SEVI3 P B 7 s T uts T B Crow oy £ 4% 4 »
‘m o= ~ r umo — ﬂ ﬂ‘_ Q o :\‘L ol i \\%Il i~ o m =a —_

= o 3 0 o o < = rH = — boop W o > = o X

o N iy X0 ol 1_ ol = = X ™ ~ i N — o = = H — —_

%awfaiﬁiiﬂﬁ S 5ET3 TER OB L i i S T 9
~ f ! ~ i i —

- oo Xy 1E RO BB " do e © o 5 o X7 . MM Aﬂ A MT W o A
=E{E Bhp M o = %mi% q g = = ﬂ11¢ 1= RN -
ol ™ B oo M T R Nl < o X T B o = EE RN TR — o9
ao - A 0 W o N o x 4T E X L # < Yom m m X <® 5 PR of ol
o M W o o= s - W wm & ur = o T o @u m 2o mu i K < <0 <0 =T 7 o - =
X o ET X oy - E, i 30 o o1 — — 20 e mrv e =0 T T - . T w o P Uo
oo Fa 4¥ T G = 4 oo = 2 ° W L 5 T T = X T 5 S <
e A RO of X% BT m = X J o T Cl mOER T % & B VP = T =
BT g N oy ~ =1L p B9 ® 5 P B op 5 S E o T Tz

O A o) I o SN wow X i T mo B B g ® - T T
ey ol % = o B - =0 oﬂ 5 5o ! W o= = 1l 5 o o - B = =0 " D
C i 5o i D o CRE G o 73 EXNERE] El T2 LT = 5

W T il o9 7T o N o or .w_mu Gi . [ P B o “ Nlo SRR e B ) 9
nrEmL W pE Loz A =X Yoo s M T T o A L wox T T 0w
SEELG 2 4T 2w © il s st Tz - . 4445 S ®
N MoATR R T oo i > 2T 7 PEE K b o o T S S
oo H T e L B R I oo 5 0 w oo = : 5 5%
oo Ty GHE - s fuv i Y = ox © o~ o = = g i
o = B Mg BT T I ST M 2 2T - X X X © 7 4= o o Mo T
TE 0 S 5T 2Ty do MRS Hﬂm%@ - = 7T = mmmwwwﬁ%1m o 2
S ) _— L OJJFLH R S o e T - %mﬂbc X - ot
X o FN w T B R o 2o D N my R < T T oo~ o~ E A HoF ~ X T

oW B g mERA v P I P ST T T T L oA z = W
a T Pl _HW_ o = %o . ;7 0 2 iy <0 0o ) X Ma z = M M M 1A T H — s = i
G ﬁhﬂw@ o i IE N R 2 uLNMﬂ oo
oy W 5oz 5 0 R s oo < e T < T T
B s _ % = T T T 0 oo ol BRI = =3
_ W = %o B - = = =5 = ~ % - o) < - <
I § o = AR LS T T T - S =2 2 oo W X
3 = S NG S T T T a2 3 PIT
g 2 o N oo T T = = Moo A
[ = — I ~ - 2= F T — ©
S, S ey 3w ow s 2z = - - £y
[ s 3 = D W DD < T TR
S = % & Doow o« <
g c =3z 7 N o
8 8 3 Q - = S
= = = a g T 5 O
S £ 8 8 B S
2 =2 2 o o P o~
= =2 = g & g = =
S 8 8 S 2
= S =)
s S

-15-



[0033]

[0034]

[0035]

[0036]

[0037]

[0038]
[0039]
[0040]

[0041]

[0042]
[0043]

[0044]

[0045]

[0046]
[0047]

[0048]

[0049]

[0050]

[0051]
[0052]
[0053]
[0054]

[0055]

[0056]

[0057]

AAlel 19 AAjel 1WA 18 5 o= shte] WelA, A7) ofe e Aabs 80l

AAlel 20 AAlel 1 WA 18 T ol el WRlelA, 7] e Y dAs oF8A (poorly water

R =
soluble, Y& 4=84)olt},
Ao 212 AAJe] 209] WHAAA, 7] e YxegAe 8 Yy Rtelt).
B
-

AAlel 22 AAjel 21e] elA, 7] b deiabls S H A (paclitaxel) YmdAR,  EAEA

(docetaxel) W=Yx} H&= FMapA B4 (cabazitaxel) Yi=dAlolt).

Aol 232 AAle] 219 WA, 7] EAF YiedAts sEEA =il

Aol 245= AAle 1 WA 23 F o= she] WRlelA, 7] v AWl Sl v 5ol

Aol 25 AAlel 249] Aol A, 7] Aol e i A ol

AAle] 262 Aol 1WA 25 F o] Fhte] WA, ART Ul &= (Franz) b AE Alz=wle] o&] 2

2, A AA FRo] 2HES HET ), 0.01 ug/en W] B thedxl Al AA WV-E Fa
ki3

jatal

Al 282 Al 289 WA, 7] whaA 2HE2 Aot

AN 295 AAd 278 A Ao 282 HWHolA | SC4-14 2T E 2 5rpme] 6R AW E 2

T 4% AT of9EE AMgste BEIAE RV(Brookfield RV) HEAZ Aeor ZHAA

12,500 cps WA 247,500 cpso]t}.

AAd 30 A 254 THA, 5-24% w/we] S o]l A AelE §A 2 H4 oFE Y AAE xg
d ZAERA, GE U2ty HEAAA 7] (15, number)E 0.1 vFo]ZE (micron) WA 1.15 #}o]

Agelal, A7 2482 6-C AYS dEs A den.

Al 312 el 309 A=, 7] e HeE A= Aol S 2HE 2ot
Al 32 Al 319 A=, 7] Al FEME|Z2 AlolE R HER = ARl

AAe 338 Ao 30 WA 32 F o= shiel 2YEolw, Y] 2YES FHHY AT FAAE LPA

A6 34 AAd 30 WA 33 F o shitel EAZolM, 47 2AEE F7AA WA guE eelA
Ol‘?—;p}_

5 1o

A8 35 AAle] 30 WA 34 F o= shte] 2FBelN, ¥Y] 2HBE FoHHQ AVBAAS TFHA @

Al 362 Aol 30 A 35 T o= shute] 2AEoIH, Y] 2HES FEolt.
Al 37 el 30 WA 36 T o= shube] A EoIH, 7] LA HAl WSROt
AAle] 382 AAlel 30 WA 37 T ol dfupe] AEIH, Y] agA HA= HSAolt.

AAld 39% AAld 30 WA 38 T ol e RAEH, AV 254 A B gaE £t

Aol 40 AN 399 2T, A7) Beliar MESY, v oo, FW S wE olne &

_16_



[0058]
[0059]

[0060]

[0061]

[0062]

[0063]
[0064]
[0065]

[0066]

[0067]

[0068]

[0069]
[0070]

[0071]

[0072]

[0073]

[0074]
[0075]
[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

SES0l 10-2742522

QA= 294 g,

QA= 4 A g,

Al 455 AAlo] 30 = AAG 429 2AEH, 7] FE Y=Y A= B4 A (amorphous) YA 2 A
) o] o

AAe 46 AN 30 WA 45 F o= shitel EABolM, AV OB el FFYAA/E

A 1AL ol nuT 9 27 i AR/ 208wk AAA B,

AAe] 47 AN 30 WA 45 F o= shtel EyBolM, AV OB el FFYAAIE

24 3 AY o4 nuT 9 27 i AR/ 208wk AAA B,

AN 48 AN 30 WA 47 F ol shbel 2 BoIM, 3] FE vhegae F8400d

AN 49 A 30 WA 47 F o= shbel 2 BOIM, 3] FE vhedabe A% g4l

AR 50e A 499] ZAFoIY], 4] oFE Qi Bl vhegdzpel)

AR 51 AAe) 509 EgEOIN, 47 B A B2eR hegid, SR hegd EE )

AR e gl ol o

A

2

o] 54 AA]o] 30 WA 53 T o= e 2AECIH, AV

| 52% AAlo] 509] 2AdECIH, 7] G4 Yx=dxte= IEE

U Z&=(Franz) EF A2 Al2=Ho] 9]

AAlell 555 AAld 549 AEIH, Y] WA 2HE2 Aaloltt.

AN 568 Ao 54 = A 549] A Eo|H | S(4-14 AWE

2 S5rpme] 6R W 9 2

=
zb= 23 AMZ o|HEE AFREe] B=IF= RV(Brookfield RV) HAEAR A Lor =AHA,

,500 cps WA 247,500 cps©]tt.

AN 602 AAel 57 WA 59 F ol shite] oA, 7] A
AN 618 AN G 600) B ozA, A7) Aol ZREl L Ao Z 2
AN 623 AN 57 WA 61 F ol shel wemA, 4] 24
e,

AN 638 AN 57 WA 62 F ol shel wemA, A7) 24
et

AN 64 Aol 57 WA 63 F ol shel weA, A7) 24

AAlell 65 AAld 57 WA 64 T o= shue] oA, 7

AAlell 662> AAld 57 WA 65 T o= shupe] WorA, 7
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[0108]

[0109]
[0110]

[0111]

[0112]

[0113]

[0114]
[0115]

[0116]

[0117]

[0118]

[0119]
[0120]
[0121]
[0122]

[0123]

[0124]

[0125]

[0126]
[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

(micron) WA] 1.15 wjo]a & o]t},

Ao 93 AAld 929 WWHo=RA, AV 47 dEF IPES HNxdIw
chloride) B W= EF Z=Ze}o|=(benzethonium chloride)o]t}.

A Ao 94

rlr

AAlel 95+

m>~

J

=061 10-2742522

Z 2 d}o]| = (benzalkonium

MAld 929 o2, 7] 7tal AjtE ofa g4l F3A= 7HRH (carbomer ) ©] T,

146 92 A 94 F ol shte] WA, 4] okE teglAt B Yiglajelt),

AAd) 968 A6l 959 MPEORA, 47] B gt B3P g, AR thegn w7}
1 O

M e AL LheglRpol e,

AAld 98E A Ao Ae B JHES wh HoR ARshs WHORA, A% 24 ©AlL 5-24% w/we
syt o] o] 3 AElE A 2 559 IE Uk JAE XSt 2 2AAES A 244 g4 Fo
st WAIE Xkl WEolH, oFE YAt HAJAAZI (U4, number)+= 0.1 #lo]A 2 (micron) WA
1.15 wlo]mEola, A7) okE yxdAe FEE H3k e Addd A7 JAE AlEsed Fad
FTrola, 7] 2AEL (-G AWE 4=S XFeHH e

Ao 99 AAe] 989] WPH O RA, AV 3 AYE fAlE Alo]E =M E o)t}

Ao 1002 AAldl 999 WO R A, 7] Alo] S 2H E]E2 Alo] SR EMA S ARl 0|tk

Ao 1012 AAJe] 98 WA 100 & o= 3hbe] WHo=A, A7 2AES F7HEA AF SXAE 2E3HA
=

Ao 1025 AAle] 98 WA 101 & o= 3hube] WHo=A, A7 2AES F7HEA IJEA s 25
=

Ao 1032 AAle] 98 WA 102 & o= 3ty WHOoRA, AV 2AAES FIHE AHEAAE EFEHA
q=

Al 104+ Aol 98 U] 103 F ok st WHo =z, AV 2AHELS F4Eo|T).

AAd 1055 AAje] 98 A 104 = o= Fte] WMoz, AY] 244 dAE B 3aao)t),

Ao 1062 AAldl 98 WA 105 5 o= 3] W o RA, 7] 25 EAle vSAolt).

AAld 1072 Ao 98 UX] 106 F o shite] WHozA, AV 254 HAe B3eas s

AAld 1082 AAe] 1079 WRoRA, A7 gieie dESTgY, g oA, g ga EE o5
5Bt

AAld 109+ Ao 1079 WHoZA, A7 AEZSHS 3N HEZEH |,

Al 1102 AAld 108 T Al 109 F ol s WHoz A, A7] wujuld 2d2 T vud 2o
=

Ao 1112 AAld 98 WA 110 5 o= st WHo=A, 7] dE Yxeaes 2448 YA,

AAlell 112+ AAlell 98 WA 110 T o= shte] WomA, A7) ofa vwmdab=

A EERCEDES S

1145 AAle] 98 WA 113 & ©]
D

o AN
ALoA 1 Y ol HEd o %7] Ho JAI7)9 20% Kol AX A &=

o 115%= A4 98 WA 113 = o]=
A2 3 Mg o] HAd of 7] Hyt JAAT]Y 20% BTt AAA =
AN 116& AAlo 98 Y= 115 =

AN e 1178 AAlo 98 Y= 115 =

HE YA

AN 113 AA e 98 WA 110 % o= shupel wpgo=A, 47] o el 4 (anorphous) Hhed
5 E

=
T

shutel WoEA, 7] oFE theqlde] Bl

el oA, 4] E edde) FEFWAANE 29E

24=

o

o



[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]
[0153]
[0154]

[0155]

AAld 1182 Ao 1179 WHoZA | 7] FE Yegate Bt dxegatoltt.

Al 119 AAle] 1189 WHoRA, 47 Bt vmdAts I Hd Yegdah, SASAA Yega B
TP B e g] Aol o

AAld 1202 A Aol 1189 WHozA | A7) 84 Yedxs gFe gl vegixlo]
AAe 1218 A 98 WA 117 £ o= dite] WHo
Al 122 AA]o 98 UA] 121 F o] slfe] Wy e

AN el 1238 AAe] 1229 WHORA, 7] WmAl 2B Aot}

Ao 124 AAd| 122 = AAld 1239 WA, SC4-14 2TE 2 5rpme] 6R AW 2L 2 B HFEP A7t
Szt A3 A oJHEE AR B2 RV(Brookfield RV) AEAR ALoix ZAHA|, AR AEE
12,500 cps WA 247,500 cpso]t}.

¢

AAe 1257 AAlel 98 WA 124 T of= shupe] WMo A, AAd 2Ao AW Ee FHe 5 d4d(nail

psoriasis)®|tt.

¢

Ao 1262 AAJo] 98 U] 124 F o= shfe] WHomA Zbd xx o] AH & e A 79 (fungal
infection)°]t}.

A e 127 AA]

2

| 1269 WogM Av] A 79S #HMFZ (onychomycosis) o] t.
1=

2

I 98 WA 127 F o= 3] WRoRA, AV 74d 2He &
BFo|t},

Ao 129 Al 98 Wix| 124 R AN 126 F o= el "WhHorA, Ay ZkE AL
Xt (hair)o|t}.

AAd 128 AR (nails) =& Ud W=

(nail bed) =&

il

AAld 1312 Ao 1309 ZAAEZA, 7] ZAHAES &

Ir
ot
=
lo
o
i)
lo
fu
R
2,

AAE 1328 AA e 1 WA 29, AAld 57 WX 79, & AAd 98 X 129 F o]
= ZAEY 50% w/wE Z13ht),

[e5

o 1332 AAld 30 YA 56 F or st HAEZA, AV A5 dAE 229 50% w/we

AAd 134% AA| 27, 28, 77, 78, 122 EE= 1239 WHowA AL Hi: g d|~(helipath) 7t )
= Aol a 2~'E o] BEUE RV AR AdA 45 = B¢ 10 RPMS] T-E ~¥EZ 5743 ), 25,000
cps ~ 500,000 cpso]t}.

AAld 1355 AAld] 54 i AA]d] 559 ZAERA, AR Ani A A(helipath)7} Y= Ao
2"HE Aol BEIE RV HEAZR A2 45 % F<F 10 RPME] T-E 2¥EZ AT w, 25,000 cps ~

Ao 1369 AAd 23, 59, 85, 97, EE 1207 o]x s} wkHo gl Ay dEFgletd Jn-9dxtE 18

m/g o] M| EHA (SSA)LS Zh=

AN 1378 AAd) 529 2AERA, 47 F2Eh A Jreda= 18 n'/g o)A B EW A (SSA)S ZH=r}

A Ad 138 AAld 599 WrHomA | Ay FEgebd U9ty 5= ¢k 0.1 ~ 2% w/wo|th.
AAd 1395 A 529 2AZRA, A7) BZEld YaeRle] Hrs ok 0.1 ~ 2% w/wo|T}.

Ao 1402 AAld 1 WA 29, 57 WA 79, 80 WA 91, 92 WA 97, 98 EE 129% o= 3¢
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[0164]
[0165]
[0167]

TR

2]

o

=)

I

7
i

[0168]

)

o

]

2o

SHEel B thegi Aol 31, 7]
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[0182]
[0183]

[0184]

[0185]

[0186]
[0187]
[0188]

[0189]

[0190]
[0191]

[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]
[0200]

[0201]

[0202]

[0203]

[0204]

B AYE A L Bl BB e AE ek 254 2YES B4 B Th Folse W
g Egah,

>
%
N
o
i)
oX,
il
i)
i
o
__)&‘
rlr
>~
>
o
4
fiu
A,
o
>
ft
=)
-0,
o
)

B vud £ 9Rue wdeA o
7] spgelEal Yaesiahs ok 0.1~ 2% w/vel sEolx, A Auel ARA AU BB,

Ane 1538 A6l 1529 WHoRA, A7) hEelea eglai oF 0.1 ~ 2% wiwe] FEolth.

AAe) 154 A 152 EE A6 1539 PHORA, Al ZRALAZA olele], x5y 2YEE F7}
49 R FF FAA B FHHQ ARy $9E 2FsHA 2o,
W) a5 ZAEe ANBAAE THHA v

Ane 1553 el 1389 Mo EA, A7) hZelea theglai oF 0.1 ~ 2% w/we] FEolth.

o5 YAret #FHAESE] B YA A AREEE &0 "YU A (nanoparticle, nanoparticels &
nanoparticulate "& °F% UAF] HAUAZ7] ("N (number) "2 BAHE 79 7FF AHE =X (the number-
weighted differential distribution )o] 7]%3)E Jujste, o= 0.01 ~ 1.5 vfe]=E (10 nm ~ 1500 nm)
T v s A= 0.1 ~ 1.5 vle] 2% (100 nm ~ 1500 nm)©]t}.

e

BAACNA AREE = Sl e A2l 10 mg/ml e ol SR E e Sees ovdn
[Ke)

=

o}

&

o,

T+ W84 (poorly water soluble)"& 22| 10 mg/mL °]3}2] &
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=
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tlo ofo
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5
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:oé
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e
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Aqre el 10 mg/ul olste] BolM LeLE zHs 3E, 2AHE ®

rlo
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>
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s
ojo
2
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-

Aol A ALE-E]
Eide
AN AREE = &1l "SR A2olM 10 Pa vnke] SYIbE b dghe, 24w Ee w9

of ] gy,

e
op
2
-

A "IN AEolAM 10 Pa o] TS e s9E, 2w Ee HAE
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N

e
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| 3% w/w v]RF, wlgRA A= %Wwﬂ@,iﬂﬂﬁﬂMﬂtl%Wwﬂ@ TE=E g =] 0
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= =
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B AR eA A gojel 'y

L

B AN AEHE Sojel A

(room temperature, RT)"+= 20~25CE <Jw| g},
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penetration enhancer)"t& IHF-(Z¥ % Z3)) 29 <5 FFE XA« gE, EE £ FEE 9ug
=
B oA AbgEE gojel "AHEAdA (surfactant =X surface active agent)"s =9 FW A& I3
A F A9 vEsd EE Aol AW FEHE AaAYE vES YERE 38E, 24 Ee auS 9us
=

] gAEHA e @, EolA vebd WE S ghe Skl o3 gholm, HAl 2AE TRkl ek grelvt.
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EASS =

=

7 25,000 ~ 500,000 cpselAY, HEi= 25,000 ~ 400,000 cps

= 25,000 ~ 300,000 cps B 50,000 ~ 500,000 cps B 50,000 ~ 400,000 cps HE=+= 50,000 ~ 350,000
cps = 75,000 ~ 500,000 cps HExE 75,000 ~ 400,000 cps H+= 75,000 ~ 350,000 cps HEE 75,000 ~
300,000 cps HE+= 100,000 ~ 500,000 cps H=+= 100,000 ~ 400,000 cps H=+ 100,000 ~ 350,000 cps HE+=

S|
h=

100,000 ~ 300,000 cps

A, A el A
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= , 2A ) A dJEgd Trxﬂ(emulsmns), ad, A, o
L H]oo]RFE AXgo 9 A EVH

2 [
fru
U
ol
)
_orh‘
o )
A=)

L
r1r

il 1
oo
4z o

)

12 ox 1#
o XN

i
>
2
fru
x
oz
N
BN
oX,
i
rlo
[>
[k
o)
o,
N
©
i
i)
Shd
4
N
i
D)
co
i
rlr
;1

= Aol Aed ole) 7| H P ® 717 (packaging) 2 = vk, HIAIGRHS] o
= W, E5(toddles), FH(LFE, F2E T udolE), &), t’loﬂoiii |
71, 32 2 ZA(packets) S EFFH. @ & E= ve 8F FoAE S& H7AE

e L

s Ty EH:E»E&FEFPE
o o
o
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e
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il
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ox 41 fr
metk N, -
—1>é,
¥ Qe N
; |k ox

theFeh PR EA, 2 I Y] 2AE
(anhydrous)e]tt. v&st Fo 2, 7]
A, A7 2EES
A=A, A7 AT
H = (bioburden) AFEj
o

go] ofE YwiAtE ofEfel w=ol®l A 22 4RI A7l &) 548%, 0.1 ~ 1.5 "Rl AE(100
~ 1,500 Y=mE) EE 0.01 ~ 1.5 vlo] A2 HAFYAA7I (U147, number)) S ZHe AJe|stq oz 4l ofg
’dit-(active pharmaceutical ingredients, APIs)o] xfeltt. dAAAZA, A7) & Y=Ygak= 0.01 ~ 1.5
uto] A RS A PAATIUF)E Zreth. e AN EA, 7] s U= 0.01 ~ 1.2 mlo]a 8, &
= 0.01 ~ 1 7¥ke] mlo] 8, B 0.01 ~ 1 #po]a R AFFJAA7| ()& 7. E vE dAdr gz,
A7 FE Yx=YPAE 0.05 ~ 1.5 wfo]3 & E= 0.05 ~ 1.2 vlo]a & = 0.05 ~ 1 vRke] uwlo]m3 2 E=
0.05 ~ 1 wlo]a&e] FHJAA7I ()& 7HATh. ohggt dAA A ZA, 37 Y=g 0.1 ~ 1.5 #lo]a &
T+ 0.1 ~ 1.2 vpo]3 &, = 0.1 ~ 1 9wk mlo|3 & == 0.1 ~ 1 vlo]a 8, == 0.4 ~ 1.5 wfo] 3 &
0.4 ~ 1.2 vlo]a &, = 0.4 ~ 1 V9] vlo]38, =& 0.4 ~ 1 vlo]aE, T+ 0.6 ~ 1.5 vlo]aE, &
0.6 ~ 1.2 vlo]a &, T .6~1umw1wﬂai T 0.6 ~ 1 vlo] A9 ﬂﬁ“ﬂzﬂ@%ﬂe»ﬂ%ﬂ
A ZA, 2 B A7 o YxAe ZYEA (2T, neat) NE iFtoln, oW B =
FEol dA k. 5B dHAAEA, ojugt %éE o yxdate] ¥ Aol SFFHAY, S&EHA %ED}.
EAg dAAdEA, A7 Ui FEYAE ofd Edo| asyA et AT dAAGEA, A7 v
SFE A= 5A FHANA o] who]AZFAl(microemulsions) % Wx-f-Al (nanoemulsions) 7} b T},

1

= EYHE 2} AAa7I= dAa7l #4971 o8 SAHM, SAHS F F3E(a number
distribution)el 7]3_2} HHAd o2 FAHEY. AA JAT7] BA7]= SPOS(photon or single particle
optical sensing)@}al sh= #4 7l&=S AR, A4d3 Ho Jhes dxar] BV E2EY F 2EL
Z(Port Richey)2] E]ZFAtold  Alx~®lA(Particle Sizing Systems)old U F e olFAlolA
(ACCUSIZER) ©] T},

O
12
o
P
% Lo

TeFd AR, 24 TdE o=
T 1=

) ALoA 17]¥Y oA, = 370
9 oy, m Holw 6 Y o4, 1 &

T o
A =
Aol 12704 ol E¢t By w, 27 FEddAAT= 200 ol

i



[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

[0236]

[0237]

etA ek, B dHddA oE Uil dRAvIeh #Este] ARESkE golQl "2V HadAar) =
AzH(AEY) F, 459 ojvle] YAATEA7E SH%, A= TYE =9 AddAAT| o, 27 3
TAAA71E 0.1 ~ 1.5 vlo] A2 (), EE 0.01 ~ 1.5 vlo]AZ(Fg) o}, vhaFdh daAA o, A7) %=
&L F4=4 (anhydrous) o] t}.

[e)
v 724 =™ (milling), who]Z2Ye]H (micronizing), w338} (disintegrating), &3
(pulverizing) @ %A olaldletA Uxa7] A (reduction) WHE EsIA| 4wk, ol IFALAE =
olelst xdA olitsletA JAAY] A WH(EFE FEul(anti-solvent) & PCAE A8 HdHo=z &
H4 Ae)S H= E%‘J A|5874029 F, A|583389135., A16113795%, A|7744923%5., A18778181%, wW|= F/H&XH
A12014/0296140%. 2 ZFA|ZQ APCT/US16/35993%5. o 7HA|H o] QUtt.

ol

ZA7 olitster A iRkl FAAHE SFES f] EWiet 22 §ufof Fol 2HA o) Ars A (-8, anti-
solvent)d] =ZA]A & =EH ¢ E o 1 FYPHA] &2 FE UJAE HAAZY., olitslerAi

(Fgm) et &= 78 Foll AARH, =

(i) As8A 2

Houbgol 2AHEL ALoM Eo 10 mg/ml ol3le] £EE zte ASFEA IFE AP 53 F&IT. AL
44 & HAEHQ oz I e (paclitaxel, BAE), FMpRIEA(cabazitaxel, EAE), TEEHA
(camptotehcin), =AIEH4(docetaxel, BAF), HAFH]Al(doxorubicin), TH$-=v}o]Al(daunomycin), Al=E
€ (cisplatin), 5-ZF2 292 (5-fluorouracil), wlo]EmrFo]Al(mitomycin), HWEEZ A o] E (methotrexate)
92 o EX A= (etoposide) 9t T2 LA, SE=wvElX (indomethacin), ©]HF-Z 2% (ibuprofen), AEZZH

(ketoprofen), ZFvlo|ZEHA(flurbiprofen), TlEFZW Y (diclofenac), IZAZ(piroxicam), EHIFAZ

(tenoxicam), WEZZFAl(naproxen), oF~3 W (aspirin) B oFAEol] =3 (acetaminophen) ¢ 22 FHFAl; of
o|Eg}t=YZ (itraconazole), A E 7= (ketoconazole), wlo] 42 (miconazole) 2L A e Al
(amphotericin)®  #Z2 XA, H2=EHZE(testosterone), A=E=Z7(estrogen), IZALHE
(progesterone), % oA=E#TE(estradiol)Z} T2 TEE;  d2yo]=(desonide),  GAHALE
(dexamethasone),  3SFo|=ZFAZE|E(hydrocortisone), ZHE=Y<EE(prednisolone), % EZIAEE
(triamcinolone)¥} 3 AH2o|=; J}EX L (captopril), ZFZH(ramipril), ElE}ZAl(terazosin), T]=5A]
(minoxidil), 2 ZFFA(prazosin)¥} & Fud¢A; M EE(ondansetron) 2 IPHYAER
(granisetron)¥} 2 ZAl(antiemetics); WEZYTZE(metronidazole), 3|24 (mupirocin), FA|HAF

(fusidic acid), Ale]ZF2Z2FEH(cyclosporine), 2 wlolHld tloldld tho]7}E2 Ak (biphenyl dimethyl
dicarboxylic acid)¥ 22 AA; 7 o).

(ii) B4 Y4zt

®ouwe] oAb o) 4584 oFEY B gAY k. B BeayAR 1Y Agdd. g
e SHEEEA(D, EASAID, FHIEAIID, 2 /8 B fEAS L

(1) shelga
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[0238]

[0239]

[0240]

[0241]
[0242]

[0243]

[0244]

SES0l 10-2742522

(1) =AEA

B edabs e dedat, SAEA YAt BE JHEAEA e gal BE o]ee] Bt f A
Yexd 4 v, sZejga 9@ =A et APIsE Ayt M o] slo]E uHlo] Q€3 LLC(Phyton Biotech
LLOCA 5oz 9443 5 drh. ZAEA APIsE Yedr s 4 T84 7|50z AXA, ZAE4A 90%
o]%, 95% o] Hi= 97.5% oS XTSIt I EA APls ¥ UkePgAts T FEA Vo ® AN, 3
A 90% ©), 95% o] HEi= 97.5% o]dg xSt FAEEAL WuE Jxd TAXOLE 93] Au=7]
T gt gFgde A5EA oEoltt. B o HFgAde &t AAld 1o 7" &= Wyl
o8 AgHoz A 0.05 ppm Wl Th B o] 1 goA, BMF i wEFE e YAl FZHEXA
ek iAol a; Bt i wEE Al Yngiale ojd Bk AFE o] glx gon; oudt AR g
b e gEe gl gangizte] 19 e FFEAY FAEA ¢ gl mE gEe g Yediaks 54
AEslEx] gom; il e FE g4 Yegxles oW EHEE I”EY X @i 4] g2l e 9F
e YregAs g B gEE g mlo]laReEd, ykeddd, wpolgEsdoe]l Hie XL
ofum; Bt mi= mEE gl JatE FEA(EE A AT FFA), @ud T ARl AggEAY A
w3 AY ZREA gon; FFA(EE AA AFY TFA), @Nd mE dRnE g e gE e
Uregdate] g3 ol FFEAY FHEA guv. dAAGR, A7) 2AES @uds dF mE 238K
et B ool o JElRA, A7 2AES RS 3 £ E9skA e

el Yega £E BT YngzE ¥ A7 BAF degdAE 0.01 ~ 1.5 mlo]a R, EE
0.01%¥ 1 mfo]a & w|wk = 0,01 ~ 1 #fo]a R, EE 0.1 ~ 1.5 wlo]ZE, 0.1 ~ 1.2 nfo]a R, &= 0.1
BE 1 wo] 32 mgk, EE 0.1 ~ 1 #lo]AE ) EE 0.2 ~ 1.5 wlo] AR, 0.2 ~ 1.2 o] AR, EE 0.2 ~ 1
nlo]ZE mwk 0.2 ~ 1 mlo]AE, BEE 0.4 ~ 1.5 ulo]IE, EE 0.4 ~ 1.2 nlo]IE | 0.4%F 1 wlo]aE
muk 0.6 ~ 1.5 #lo]AE 0.6 ~ 1.2 ulo]AE | 0.65-F 1 mlo]AE mvk X 0.6 ~ 1 wlo] AR Hirhe
AN E 7HE 5 k. vk AA] FEHEA, g4 B 2 Yedts 294 olibsEa A
27] 2 i (dEE e Ay B TR A Jd&)o2 AR, o wlar 53 #5,840,029%,
A|5,833,891%5., W= E3& A6113795%5, W B3] A|7,744,923%, v E& A8778181%, WH 53 FNT
X A|2014/0296140%, @ A ESHEY APCT/US16/35993% 0 7NAI=o] A},

297 olAbalErs QA7) h PHolA, 2AA ol sEka (e, anit-solvent) ¥ &, F Hol, of
AE EE oege] @ S4ste 9] BE oA 2YEA e B vhe 948 4sks | ARt



[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

SE50l 10-2742522

opptstEa B ofAlES Tk Foll AAEM(HW 0.5 %] IF Svli7E HoldE 4 3A5), °F 200 nm ~ F 800
nm =719 BAE e Ah S EXit. A Aol mEw SAE AU 2=(25T/60% dH F=)elA A
o 59 JHE E¢t B B H 7S (40T/75% B FX)OlA 670 SQt BaA] viold 58% dH=
Aoz Yepdtkal g,

1=}
[o
UL

~

bk QDA olsheia YA e wEel S8 AzE b A w4 Eis e ud

vho] AR uto] 4 (micronizing), w3i3H(disintegrating), %3t (pulverizing) &3 &2 E94 F4 =& &
HE AREsHE FAAR % A el o8 Alxw B umdxbel wlaste] 553 €94 545 /M
F 9,

Bogae] a8 FASHEY PCI/USI6E6993 AAE kel gol, oleld nf HAHS Ausluw
(bulk density, not tapped) 0.05 ~ 0.15 g/cm3 2 W] Z A (SSA) 18 m/go]/\Lo] grh(gEEd 9 =AgA)
Uwolzh2 23hsln] | o]= al7]o] 7]%® ulel o] ZAEFZY PCT/US16/35993¢ 7148 =

QA Z7) i el o8 Alzg).

47 ARAEE W dwson BgHe Fud o Azd g gae] drsuE ng wov], 4]
St BAAY el Slof Az B D4 e i oS nf SAe Selsl Fd A 43 o

z F

I} vjnEte] E/MerS mtjol(nedia)dl Ao &8 £EE #AAF ZUAT. B
Z(SSA) "2 &17] W] wE BET(Brunauer-Emmett-Teller

dAre] F Aotk A 200 WA 300 mg Ake]e] FA]
(loaded tube)= E# 2 WE| 2 YA Porous Materials Inc.)2] SORPTOMETER®,
U BEIWIN® &ZEO] H71A5 Abgste] Asstd HAES Fdsta, 7 :
AR7IAE 542 2294 B9 (tap)shA €3 vWgk 2 Yx=dxE 55 95 Adged 23 AR7AEE
Arksroza FaEd 4= Q).

o

AR ALgEE

i rﬂé
dn O R4
= b

A ES S PCT/US16/359930] 7HAlE ufet ?%01, T ZA3lo] wzw, vl3(Deco)-PBM-V-0.41 & oA 5
mm T& 27], A2oA 60 ¥ F<¢ 600 RPM o2 vF|gAs LHAA AZRI GFegd YreYgas
15.0m/g2] SSA % 0.31g/cne] AR7|UE e B} wE, PCT/US16/359930 7MA1E shite] wo mt=aleld
Uiefiabe o el mE Al oabsiebA el os] AlxAl, SSAZE 37.7 mz/gO]_TL AR

0.085g/cit & 7FATH: 65 mg/mlo] S LA ofMEC R AZSHGTE. BEIE Microlhirl® ¥ 1w
Fog Nozzle, Inc.)¥} %&3} ¥ % (sonic probe, Qsonica, E49 W3 Q700)Z ¢F 8mm {FZ o2 ZAA3}F Ano
HiAAZT, JAAE sEEed d=gasE 2or] 98, tiEf 100mme] E(hole)S 2zt ZHJIH = =~

dHE ZAs A FRAZLAT. 24A oitsteAE AxgA e HAs Z“HM] Wi of 38CelA ¢ 1200
psi % 24 kg/AIFS] FEHEow FFAT. 257 %X;JL 20 kHzA FuagoA F 39 60%= =3P, 9F
getds iate obAlE & S oL/ fEHe R =& Fi FFAZAG. deEd =
7 olatslea whgel ola) AxF F1AQ Be BEeea At 089 SSA g 2T 22.27 n'/g,

2 2
23.90 m/g, 26.19 m/g 30.02 m/g 21.16 m /g, 31.70 m/g 32.59 m/g 33.82 m/g 35.90 m/g 38.22

mlo
12
w
(o]
>
=
ol
O
,p

=

m/g, 9 38.52 m/g.

=A5s=4 PCT/U816/3599301] WAl mpel grol, ATt Aol wew, wls(Deco)-PBU-V-0.41 & HolA 5
mm TE 27), Aol 60 ¥ FeF 600 RPM U2 EAEAS WyAA AxF ZAE Jredais 15.2
m'/ge] SSA B 0.44 g/cm] 712&71%“: UERATE. B3R, PCT/US16/35993¢ AAlEl SmAlEAl thegiabs vhg W
ol wh2 A olidsteka el os Az, SSAZF 44.2 mi/gelal, HRIIWE 0.079 g/ars 7HHTH:
79.32 mg/ml =ML §AE dEER A Liﬂr v BAS 7ReE 7heE AW el oF 90mm E
AN L= XA, AAH o7] 918, thef 100nme] E(hole) s 2t ZEIdElA &
g vl dEEs A3 Al 7 Wﬁ}ﬂ*e Azgxe] 243k Avfel] i oF 38T
°F 1200 psi % 68 slpm®] %o & 20 kHz9] Fuhgell A F &) 60%= A
FEAEAS Eotehs ol

el 29 vH dEE

4

H
Shsic. AR heqiAhE RRAE M 9w, AHEE WHZRE FAa.

k1
o
)
RN
b
2R EE
* e
PN' E.lg -
nx i
ﬂ
EN

12 oy

ﬂll
©o I
o
M
s Off
o
0,

Xll

FAEF]EY PCT/US16/359930] 7WAIE whel 7o), 5 mm & A7), ALoA 60 ¥ 59k 600 RPM 2o
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[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

Deco-PBM-V-0.41 & HolA sZggtd 94 =AgAS Baste] Azxet gdZ2eAd 2 SAEA Uxe=Qizle) 1
wate], & (dissolution) A& FAESEA PCT/US16/359930 714¥ A ojakslera Higol] 93] A%
9 wFg et 2 A e Y xte] weke /A mld (nedia)ol A F7FE £ £=(dissolution rate)E H

Atk &3 x5 AAS] A8 AR dake o 2k g2 gAY A9, Al (material) B HEE
2 HollA ok 1 A7F =<t HE= (tumbling)dted oF 50mge] AMBEE oF 1.5g9 1mm 2] v]=o] =8 ST,
H =2 ~gelds 29 w3y Agold= &7x 37C, pH 79 #ee/E 50/50 (v/v) "ld (media) 2 75 rpmol
A ZHEsk= USP Apparatus II(HE)E 7HA= &alxed ¥Avk. 10&, 20 &, 30 &, 60 & % 90 2o, 5uL
HAFS A, 0.22 m DEE B3 oJFslar, 227 mmollA UV/VIS B3 FeA=z 2435150, g9 54
S AR A, &3 wHdA Az xF &N FHE F AEo FHEE @S vudnk. =AE

Aol 7S, ok 50 mge] =4& 37C, pH 79 wWHEE/= 15/85 (v/v) uiA 75 rpmoﬂ/ﬂ 2Hg sk USP

IR

Apparatus II(FE)E 7HA= &3 xd A4 9Art. 5 &, 15 &, 30 &, 60 5‘—, 20 B @ 225 B, 5L
TAFS AASA, 0.22 m BHE T3 oFstar, 232 oAl UV/VIS &3 FEA= 'E‘”—‘wé]'oﬂq 239 54
o] && AAstr] 93, &3 wjHAA AxF xE &A9 FHE @dF AEFY FFHE @S Hurt. gEg
gl A, &3 Sv YA oistE A Mo Az YA A9 30 F EF 47%7F & EH A
e S Fal Ax® J=dAe] A5 32 el 3207F & EHAT. mAEAY A, &3 v 2UA olits)
g o Az " Yegare] A9 301 e 2797 LA EHAa, UHE S Axd deYAe 30w §
QF 9%7} &3l = At

AN, AFGEA hedAe Aol% 18n/s, HIE 0n/g, AoI% m/g, ql% 2n/s, Aol
22m'/g, A% 23m'/g, A% 24m'/g, HolX 25m'/g, AHolL 26m'/g, A% 27m'/g, HoJx 28m'/g, Ao
= 29m'/g, Fol% 30m'/g, Fol% 31m'/g, Fol%E 32m'/g, Fol% 33m'/g, Hol%E 34m/g, B HoXE 35 o
/g9] SSAE 7}xIt),

e A ddzA, FZeed edd= 18 n/g ~ 50 m/g, EE 20 m/g ~ 50 m/g, EE 22 m/g ~ 50
mz/g, T= 25 mz/g ~ 50 mZ/g, T= 30 mz/g ~ 50 mZ/g, T 18 m /g ~ 45 mz/g T= 20 mg/g ~ 45 mg/g r=
922 m'/g ~ 45 m'/g, = 25 m'/g ~ 45 m/g, == 30 m/g ~ 45 m/g, = 18 m/g ~ 40 n'/g, TEE 20 m'/g ~

40 m'/g, TEE 22 m/g ~ 40 m/g, TEE 25 m/g ~ 40 m/g, TEE 30 m/g ~ 40 m/ge] SSAZ sHATH,

AAA ) ZA, FFE e 2= 0.05 g/em ~ 0.15 glem’, EE 0.05 g/em ~ 0.20 g/em @] AW WE
((not tapped)E 7}Zlt},

AAA G A, gEFebd Y=gt 75 RPM, 37C 2 pH 7904 Zssts USP I 9=
/50% <= (v/v)el &<l 30 & ol &als=, Aolk 40% w/we] &3 HEE Zhatt.
A 2N, ZAEA Yiedxls Hol% 18m'/g, AolE 19m/g, A% 20m'/g, Aol 21m/g, HoJ= 22
m'/g, Fol% 23m/g, Hol%E 24m'/g, Fol%E 25m/g, AE 26m’/g, Fol®E 27m'/g, Hol®E 28m'/g, Ho%
29m'/g, A% 30m/g, Aol%E 31m'/g, Fo=E 32m/g, Aol%E 33m'/g, Ho]%® 34m'/g, T HolxE 35 m'/g,
T Holk 36 m/g, B HolxE 37 m/g, B FHolxE 38 m/g, T Aok 39 m/g, TE Fol® 40 m'/g,
w= Aol 41 m/g, i HOl% 42 m/ge] SSAZ ZFATh thE AAAdZA, SAEA 9= 18 n'/g

A=) st A 50% W B

~ 60 mz/g, b= 22 m/g~60 m/g, T= 25 m/g~60 m/g, T=3 0m/g~60 m/g, = 40 m/g~60 m/g,
T= 18 mz/g ~ 50 m/g, = 22 m/g ~ 50 m/g, T+ 25 m/g ~ 50 mz/g, T+ 30 m/g~ 50 m/g, T+ 40

m/g ~ 50 m/g«] SSAS zte=

AN A=A, =B thed A 0.05 g/en ~ 0.15 g/en ¢ BR7] DE(not tapped)E ZHETH,

AR g 2A, EAERA 9= 75 RPM, 37C 2 pH 794 ZEstE USP 11 A5 & slolA] 15% WErS

/85% E(v/v)el &dof 30 & ool &=, Hok 20% w/we &3 £2E ZET).

S e e fixl A2 AIE AT mEl B Ee 4 g9 dedoa FFste] & vl A4S 3
= e Aoz T, 44 A AFE Fdsgln, o

of th. AA EFA Yxdx Aol Ak g Aoz dE AT, X3, EHAE Ynedx A2AS W

=

d3FEZ ol =(benzalkonium chloride), CARBOPOL ULTREZ 10 Hi= EFAMH 4079 F&AA 4314
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[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

SES50l 10-2742522

okt
B. 244 9A(Hydrophobic Carriers)
2 oatgo] x4 HAE AE, 55, g9 A 2/ B A fH EXERHY S 233 4 Qv A
7] A GAe 2AEY AdE Aot dAAdREA, AV AFA BAle vaAd 2/EE 3ot b
Al d2= AW, WY, I8 X(grease), &2, &u) 2 2 vulE o AEAY oY, AESHH;
284 #7] dxdHz 2 EmZgAgels; 9 &3 33-E(fluorinated compounds)S XE¥shy. E3, A7)
A GAE YW ElE(dinethicone) & A& E4S £33}

Ft2u-guf e ideE) g 1)

Ae o =] nARARl d2e ok (1
4 Aok, sl e, w29
ol oA o9, ou:Mx i AW oo

= 0}‘ |
to

e,

T

ut

jaba)
S

il

to

e,

=
L9, WAdR, 3v(jojoba)t, PHtTHH| oL A
[e)
o

2
QY SlZ(safflower) 24, 7 (sesame) &
3]

d, &¥H Y, & ot A oA, Fx EX

d, Alo] HEH, F71E, AT Y, HEZ o4, oFAll(vegetable) &¥ 2 a3t AEAY o4& xFsh

=

TE FH 229 vASY odq2s "W (S g @ A o) gl g7 (cod liver)fr, ol (emu) ¥, 2=

(lard), "= 24, o3t (shark liver)fr, &=F<d, 2574 2 X (tallow)7F Jrh. FFepAA E29 H

A2 2 oliAdetd | vA AdAZA L A(microcrystalline wax), =2 HlU& 24, Ad vy od, &

ZA 2ol E (ozokerite), HEEZH (petrolatun), WA HEEZZY 9 dgtd A8 ¥,

7] olz"E 2 EgZAgtel=e] HAEE 2= C12-15 42 #iZoo]E | o]AX 2T ug|AHo|E, o

X2y Zdule ] OlE, F3t AME EfZgiAgels, Be- H o- FEAgels, Eg-d(trilaurin. 5—3 E

g sto] == Al ~H| o} (rihydroxystearin)< X3F3kt).

=3 stEY ]xﬂﬂl,,_] dE HEZFoE ZFNHZ(PFPE), <& Eo], & AHAdE ZW= (Solvay

Specialty Polymers)2H-H FgA o= 44 7k 3k FOMBLIN®HC040] T},

2 o] A Al AT A5 EES X 4 v B dye] gkdt FAdOA, A5 g

E HESEY, Mg 2d e gy e olEe EFES st i FAd A, vuE 2deE F

A vug e dojt.

A FA A, 2AHE T 25A BAY e F RAE FTHY 10% w/wE 23et. thE Ao 2 A,

ZAE T 2544 FAY TRE XAHE F Y T 15% 2%, Eve 200 =¥, 5 25% 2, EE 30%

Z3, B 35% 2, v 40 9 23, EE 45% 23, EE 50% ¥, EE 55% 2, EE 60% 23, Ee

65% il}, TEE= 70% 23, B 75% 23, X 80% 2, Ty 23 82% o)At T 85% %I, EE 87% X3,
J8 =

] 95% w/woe]t}.

g AdAANGEA, ZAE T 254 FA T 11% w/w WA 95% w/w, = 12% w/w WA 95% w/w, X
13% w/w WA 95% w/w, T 14% w/w WA 95% w/w, =X 15% w/w WA 95% w/w, T+ 16% w/w WA 95% w/w,
TEE= 17% w/w WA 95% w/w, EE 18% w/w WA 95% w/w X 19% w/w WA 95% w/w, X 20% w/w WA 95%
w/wolt}.

HEEZGH S HEZHGHENYH @2 A 23} 8sleid AR EFEo]H, ofFf SuboA w2 Al
7HA] opekeitt. WAl HEZHEHE AAHORE e ALY gAro] IH A et Ao] thdsitt. ¥
EZgYHE O%s 884, A5 9 d#AHo] EAo] r}. w3, HEEZGHE Ak A e} 22 MGgAE &
3 & ot} HEEZE ] oAy 53 (Pharmaceutical grades)-> ﬂﬂE%%““% USP Z18]a WA HEZE
USPS Eg3tt}. S EwH(ULTRMA), 73 (SUPER), 222=$-(SNOW), =]A1E(REGENT), H=2(LILY), ii%i(CREAM),

SF(ROYAL), EE=(BLOND) % <iB](AMBER)Z}+= AEw oz g = =y g o] A (Penreco Corporation)ol A thok

FAESANS FYH0R TUE 5 Ak B, OGP ST AESAYS FEFYOR 2R mwdol4
(Sonneborn Corporation) o Z5-H FAH o= 4 7bssit): Eul(ALBA), 73 3}o|E X2 E(SUPER WHITE
PROTOPET), 7% $}o]E 5= (SUPER WHITE FONOLINE), sle]E >~ =23 1S(WHITE PROTOPET 1S), 3tolE ==
3 2 L(WHITE PROTOPET 2L), 3}le]E =2l 3C(WHITE PROTOPET 3C), 3}o]E X == (WHITE FONOLINE), ¥
EF(PERFECTA), =% X =ZE3I 2A(YELLOW PROTOPET 2A), 9429 X =-(YELLOW FONOLINE), Z=ZE™
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[0270]

[0271]

[0272]

[0273]

[0274]

[0275]

[0276]

[0277]

[0278]

[0279]

[0280]
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(PROTOLINE), A3 #4(SONOJELL #4), A7 #9(SONOJELL #9), wul€ A] #10(MINERAL JELLY #10), W=
Al g #14(MINERAL JELLY #14), wuvlg Z“F/] #17(MINERAL JELLY #17), 2 Zhdlo]d EJ2Z 18] 2 (CARNATION

TROUGH GREASE). T3l HEEZZIEHL ~AEZ Au|Z Mfg AH(Spectrum Chemical Mfg. Corp.)ZFHE & 4
ATt

(ii) "viZE 2o

g Y-S HEESHHZEEH dofd AA g3gie] E3bEeltt. PuE 29 AE vuE oY, 4
g o B dxEg FA uud ody e gyt A SFoE AFdErt. AA v 2de FHE
(viscosity grades)™ 40TColA 33.5 AE]~E A (centistokes) ©]dloltt. mu|&H oA XA AAAS i
g Q. MulE 2 9 FHAE T2 vuE edd vvlEd oY USPet AR wvlg e.dQl golE
e oA NF7b EEHEU. vulE ode =gAI(DRAKEOL) HEWoe=m #Hdzm =X o)A (Penreco

Corporation) &.25-H Addo=z 44 71e3s, W= (BENOL), HeHE(BLANDOL), H2]&(BRITOL), Zhdlo]A
(CARNATION), ol =(ERVOL), ==&|oF(GLORIA), 7Fol&(KAYDOL), Sdl&(KLEAROL), ZZE(PROTOL) % F&
(RUDOL) ol &t AEH oz AvlE2 FH o] (Sonneborn Corporation) &.24-E FFHo=z A4t 4 ). v
Ug oA w3 ~HE- AnZ Mfg AH(Spectrum Chemical Mfg Corp) Z2%-E 3¢ Xﬂ, o2 st £ Q).

(iii) J=4 g2

gt gas HEZHHEEYH Qo 1A mslrid] FAR EFEo|tt. wgh, dASIEAY FARRH
Zu|F o2 delyl e@3lrid TERE AIHE IM-EES (Fischer-Tropsch) &4 93] d4dd o=z %
2 dvk. S grole daksAZE 2FEC & ¢ ATt Fetd &0 ofAIEA Tl Ik NF
2 sk sleldl NF7F 23y, e %*i ~HAEY AnZ Mfg. AH(Spectrum Chemical Mfg. Corp), FH

>*_I‘=L~

A$-4l Al(Koster Keunen, Inc.) % =@ B AF(Frank B. Ross, Inc.)ZF-E Addoz 3 4 Q.

g Y AEE L9 U AA Ao, 3 ke AYPor I A EFHAFAAA £ I
o}, Jolth. A3 3y A FAE ZUHEAFAE, X eEn AL 3 SEHEE
g AZE2AS ¥3Ish, thg-z:d Q7-9180 AFE A 0.65 cSt(Dow Corning Q7-9180 Silicone Fluid 0.65
cSt) = -3y Q7-9180 AelE A 1.0 cSt(DOW CORNING Q7-9180 Silicone Fluid 1.0 cSt)eo] HEHo=
T I Al Folth. & I A fA= AWty o g Alo|FRMEEoR dEA Q).

(i) Aol 2=2HElE

Aol SR HE]Z2 3tk (IV)9] WHE 995 st ¢hds| wWEstd Ato]E8 A=A <l (cyclopolysiloxane)
olth

(1v) [-(CH3),Si0-1,

ne 3, 4, 5, 6 LE 70l1; EE o]E9 EgEo|th, Alo]FEUWEEZE 7RI A Ik odf AE o
doltt. Al FEHEZE FRAsA Y] EAS AYaL 9low, 7§77 A IR §4 AFe] s
ATk, oFAIEHA o] Alo] S RHEZE Ato]FRWEE NFE XE3eth. Ato]EE | B NP 3heh2 (1
Vel Al nol 4(Ate]ERHEGAFAL), 5(Ae] S R2AEPAFAE) B 6(Ao] ERIAAMAFAH R A F 315 EE o
9] EFEo|tt. dytdEAlo| FRZAEEFAL, Alo|ERZHEIE D5 B Alo]Z 2 EE 52E 4EZl AtolE
ZHEME *& ne] 5(FMEF, pentamer)§l 34 (IV)E FAIH = Alo]|ZE2uE]Fo|m | 17|, dhvt o]de]
T2 Alo] 28 Al do] Ao]FrElE 5 A3 (dubdoz 1% mvh) S i = dut. Al ZF2 e EA
& 5 9

(Cyclopentasﬂoxane)% Aol 22 W E]E NF(Cyclomethicone NF)9F 78 ofA|d% T3o2 +¢ .
OlFRHE|ZLS h-ZY-STAFo| 2 E]Z 5-NF(DOW CORNING ST-cyclomethicone 5-NF), TH9-FE-STAlo]E=
W E]= 56-NF(DOW CORNING ST- cyclomethicone 56-NF) % A]o}u]¥] PMX-0245(XIAMETER PMX-0245)2}+= JE™H o
2 g5 ZdA Ald Folg. mek, ~HAEZ AnZ NMfg AH(Spectrum Chemical Mfg Corp.)ellA Al
Zolt}. Alo]EZFMEPE FAES 25Tl A oF 20 ~ ¢F 27 Pad] 57| Ze

AN ZA, ZHE F Aol ERWEIZY] FE= 25% w/w H|Rholth. thE AAANLHZA, ZHYE F Alo|ER
HEZ sEs 5 WA 24% w/wolth, tE dAAAEAN, 2= T AllERME Y] ks 5 WA 20% w/w
ojtk. T tE dAAdEA, £AEE T AllERAEFY] s 5 WA 18% w/woltk., e dAAdRA, %
Ae T AelE2RHEZY] = 13% w/wolth, Te dAAd 2, Ale]SRmMEE] sRe AT A F
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s=<4

= = 5% w/w, 5.5% w/w, 6% w/w, 6.5% w/w, 7% w/w, 7.5% w/w, 8% w/w, 8.5% w/w, 9% w/w, 9.5% w/w, 10%

w/w, 10.5% w/w, 11% w/w, 11.5% w/w, 12% w/w, 12.5% w/w, 13% w/w, 13.5% w/w, 14% w/w, 14.5% w/w, 15.5%
w/w, 15.5% w/w, 16% w/w, 16.5% w/w, 17% w/w, 17.5% w/w, 18% w/w, 18.5% w/w, 19% w/w, 19.5% w/w, 20%
w/w, 20.5% w/w, 21% w/w, 21.5% w/w, 22% w/w, 22.5% w/w, 23% w/w, 23.5% w/w =X 24% w/wo]T}.

B = A Q1o H

J

B

i

Alo]| EF &

°
T8A 7|4 ZAE(Aqueous Based Compositions)

==A
T

2A, 7] Aol 2 2mE

D.

[0281]

A Al (aqueous

[0282]

i

"

formulations):= 4 %

BH A= B

&

]

A

, 7 EAC ¢

[0283]

il

o
T

o]
~

K

A7hE el 2

Ak 1889]

3Z
=

o] A=A,

23
el

[0284]

ins!
ol
T

E

I

:3

=1
=

%1-

By st

oF
=

7

AR 407, 4

11 Yelyiey, &

-
it

Ale] 82]

[0285]

M

[0286]

0.01 WA 1.5

‘_
T=

A=x=717F 0.1 WA 1.5 mlo]a &

M

=
=

??'jl-

By g
3z
=

o}
=

ESA 407, 4%

=)
=

AR 407, 49 SEE =

=HAE

A A ok thegiae] A4

=8
=

7t 587

JJ)

B

Za, TS, (IV) 79 £E 47§ A4 Fol Gl

A=Ne}
=

A

3

N

R
™

=
=

= F7kAlelaL, 4n dEE

S

Al

&g FZgto]=(benzethonium chloride)©|t}.

(carbomer) o] t}.

[0288]

T
W
5
<
<0
9
W
50
ny
gy
%
o0 of
A A
- T
= =)l
)
~
o
X
i
o
o+ H
—_
N
25
H
~ y
0
x ME
= W
X w
!
I
)A -
o
oF om
- A
wwq
wr RV
B W
W
~
cl
23
0
o A
ul
o
<
wK W

gl zpel et

s

e BARE edd, SFelRd teda BE AR tedgelt,

HEEER

1A efoll A, oFe Y=

o dAA el 4x}

Zefolt EE HlzdERF 2o =olt,

ol A <]

x

o}
=

& gl A, =84 1A

g o)

2

[0290]

|
&

T

=
=

té]—

3
g hesiae)

SAb) 407, 4% SR

7}

AEZUNF) T 0.01 WA 1.5 vfe]ZE () o]},

i

0.1 WA 1.5 whe]
]
]

YA A7 +=

3

bar, olul, o

H7Vs

el

x

el

o}

/;_j]-

[e]

7} 8. (carbomer ) ©] t}.

El A
El

pu
.

A F7

=g A

EF SEpo]=oltt,

N

= rhe

EECIEREN

=
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[0291]

[0292]

[0293]

[0294]

[0295]
[0296]

[0297]

[0298]

[0299]

[0300]

[0301]
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(i) Z=AMY 407(Poloxamer 407)

Zepin 407& 3@, 254, Holed, Be (N2 EAHE ddASAE 2 weus Aol FA
2=
= 1

(V) HO(C:H40),(CsHg0)1,(CoH,0) H

4714, a & 1010]aL, b 560tk E=AH 4079 Hot A 9840 ~ 14600°]th. §of "
FA e vEHAQ Aot EFAME g B4 dH 9 o A BAES Z2E oY A 73
2 84 7ks P‘ﬂr 74 Ze] B4 EFAM F82 ¥5HAA WA "EFAY (poloxamer)"dl 9
A w FA ZESAIZ2 I FiEe] gl P EA
ZE SAl g FEe] T WEge gl&gith. TEAHE oFA
THeE AFdY. FAsH T3 ZFAH= USP/NF 2 PhEur(Pharmacia)g} T
ﬂ@%zwkééﬂLH+ AT, USP/NF 9 PhEurel] =W A 43k gbstAl7E F7kd 4= vk, E5AH 4072
PLURONIC” F1270]e}i= A¥ o méﬁ(mgwﬂﬁ At Folth, 484 wAle] EHAb 1889 A7k B
Yiedzte] 24 A4S AASHA R E2FAY 4079 HAH FEE 2% w/w o)A, E=E 0.1 WA 25% w/w,
T 0.1 WA 20% w/w, H= 0.1 A 15% W/W = 0.1 WA 10% w/w, e 1 LHX] 10% w/w, =& 2 WA
10% w/w, B 2 WA 15% w/w, %= 2 WA 20% w/w B 2 WA 25% w/wolth.
(ii) 4xF 925 3= (Quaternary Ammonium Compounds)

4 24 dEE e (de TS 3ok (VD] do= shdd 47]9) Add dafmalolt.

(V1)
F\)’l
|l|+
FQE;»z' \:‘-~ 4 :*{"

o714, R, K, R, and R'E B98AL 08 5 9o, $27) obd S% Ak, X & 9383 g2 4949
Soles yedt., F43 4 F dEF 3 FEZZd°]=(Benzalkonium chloride) ¥ WA EFZ
22}o]=(benzethonium chloride)E X8ttt HMzAdmFEFETo)| == 100% B = 50% FL&HNow A =
ojth. 4+ gty SIRHEY TE de IA SPFE Aw AR 2 A, 12h (2008 )l 7] A E o] 9o,
& WA FHas ZIET. MP%E%‘?%&J@@ o1 0.05% w/w o, Bz Aol 0.1% w/w
o], T Hox 1% w/w o, T % 0.05 WA 5% w/w ©]%, == 0.1 WA 5%

w/w o1, T 1 A 5% w/w o), E

(iii) 7t Agd ol=a8AF S8R (Cross-linked acrylic acid polymers)

7hal AgtEl ozt FAlE EEUAd ZElolHER st AgE ofma kel uEAES] 5F (homo) T EA
2 FFdAelth. gt stul AgE olmdt FEAE JFEH(INCI %), ofmdwelE FFFAN(INCI B)
ol ddolE wxl F3A| (crosspolymer )-4(INCI %) 2 Zoladd#o|E-1 wxt F3A|(INCI B)E Egsr),

A7) FRA= =% 2HeZAHLubrizol Corporation)ol A CARBOPOL” FEWo= Alg Fo|t}, 2uaZAlz
FH 44 7Fs3 7R (Carbomer) ] o] 2% CARBOPOL 934, CARBOPOL 934, CARBOPOL 980, CARBOPOL 941,
CARBOPOL 981, CARBOPOL 2984, CARBOPOL 5984, CARBOPOL SILK 100, CARBOPOL ETD 2050, ULTREZ 10 % ULTREZ
307F Ytt. FHRISAIREYE U 713 oladdolE FEdAle o2+ CARBOPOL AQUA SF-1 2 CARBOPOL
AQUA SF-1 0SE 233ttt FHEEIALRRE 5 71t ofaH ol E/C10~C309 dZoladdolE wat &%
A o] o 2Z+= CARBOPOL ULTREZ 20, CARBOPOL ULTREZ 21, CARBOPOL ETD 2020, CARBOPOL 1342, CARBOPOL1382, %
CARBOPOL SC-200= 3stalt). ofmdeolE nxf £8A|-49] o2+ CARBOPOL AQUA SF-27F dt}l. Z@ol=mdy
olE-1 W3} F3Ae) == CARBOPOL AQUA CC7F Qlth. 7bi Add of=2ah §Ale] Ader sri Hojx
0.1% w/w ©]%, == 0.5% w/w o1, =& 0.1 WA 5% w/w, == 0.5 WA 5% w/woe]T}.
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[0302]

[0303]

[0304]

[0305]

[0306]

[0307]
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E. 7} A% % AJ}AI(Additional Ingredients and Adjuvants)

2 ige] 2AAES AT ZAENAY Aol AFES 7 Aws FUIR 2T 7 k. viASA
dze SFA, 2AsAl, ddA, Fatst A, AgA|, AABEA(biocide), €A1, HZ A (bulking agents),
A7 A AAA, AHElEA, A, @A, FskkEA, dF FHA, F=, F&A, LA (ytic
agents), ®EAA(enzymatic agents), EFW3IA, AL3Al, pH 24A, 71AaA, WE-A, U4, ¥ A3 A
tJA3d A (emollient skin conditioning agents), ¥|% H<5 A A A (humectant skin conditioning agents),
BEAl, AUSGA, F3kA, APA, LEA, sto] =R EZ (hydrotopes), &, FEA, H=FHA] (rheology
modifiers), MEZHA(FA]) 2 FZA|(propellants)S Xttt B HAMd 7|&w 7154 A& dod
3k = gl R 223 (monographs)E wAl SR AW AR B A= (INCD), A2, 2008 (3 A
of FuZ A&F)el MAE A

NI

T

i

2
)
~Int
ol\
™
2
Ir
el
dr
it
ol
=
12
n} m{ﬂ
.
=
it
Jho
™
>
N
rlr
ot
%
|, Mo
A

.ol 3¥E == AF(materials) TE = (substances)> ¥|H FipA o

A P84S FMA AT F5E FVHE 7 dolA, FAEE(diffusing species)e] EIHA]

e A3 (effective escaping tendency) D % FH|E Z7IX T, o]l Z3A9 FH ave zZHdZ9]
%= (degree of hydration)E S7MAZIAWY Akl d vfE- X (lipoprotein matrix )& 33l Zold,

$ BF FE(FFEA) kel it A Aol A FTH((Remington, The Science and Practice of

Pharmacy, 22nd ed.).

i
rlr
o)
It
Y
o,
e
4
ok

ol

i HE A0 HAEZ oAd2E Fuld dFS(oleyl alcohol), oA = wg]2e]|o]E(isopropyl
myristate) % TRANSCUTOL P.o] Fx o= 5 7Hegh Heldd Iy Z R ol Dol =(DGME) & X33}, v
AE F3AY g 2= 1997 9 11 €9 Osborne, David W. % Henke, Jill J., Pharmaceutical
Technology, Technical LiteratureoA] Q&% "3¥ 2% ZZA(Skin Penetration Enhancers)"olA 2& 4=
ATk, o9 dE& v Fadtl; AW d3S(aliphatic alcohols), HI7FE, #9Y 43 (=HIHE),
dEdd 242 dZ8EWNerolidol), n-x=3&(Nonanol), n-S&S, &g &= XU A2, FE oA
HolE, Aegteo]E(Cetyl lactate), 4 N N-UZd ojn olAHo]E | H4 N N-tHg ojnj o]AZ=E
g oyolE, togdl Zg]Z S#o]E(Diethyleneglycol oleate), Tlo|EAu}#A|o]E (Diethyl sebacate), Tlel
g A d)o]E(Diethy]l succinate), Tlo]AXZZIAAMulAo]E(Diisopropyl sebacate), ZH]A N N-tjHEolw]
obAlEOlE, =dd (N N-tHeoli)-FEdolE, Ed4d NN-UHE ojuix o] L 2T O Yo|E, =dH2-
(e goln] ) Z 23] 0 Yo|E | E0-5-d Y o ~H Z(E0-5-oleyl ester), o€ olAlHo|E  oEolAE olAlH]
o]E (Ethylaceto acetate), o€ T3] 9 UY|o]E(Ethyl propionate), =& AZ(Glycerol) ExoEHZ, A
5 Exglf-do]E(Glycerol monolaurate), SE|AE Ex=E# o] E(Glycerol monooleate), EIME HEiZ&E
ol o] E(Glycerol monolinoleate), ©]AX 2 o]iH ol o]E (Isopropyl isostearate), ©]AZEI &g
o o] E (Isopropyl linoleate), o)A 2H wu|g]~E|o]E (Isopropyl myristate), ©]AZZF ujg]2Ho|E /X4t
Al m-ZElAlgte]l =9 %% (Isopropyl myristate/fatty acid monoglyceride combination), ©]AX =X njg]x
Ho|E /et /L-2tEAN(87:10:3) ¢  Z3%H(Isopropyl myristate/ethanol/L-lactic  acid  (87:10:3)
combination), ©¢|AX=2d IZuHo|E(Isopropyl palmitate), HHE olAgo]E, HE J}Z#o]E (Methyl
caprate), e TS olE(Methyl laurate), e Z 23 Quo]E (Methyl propionate), HWE w#HHoE
(Methy!l valerate), 1- % 7}Z2Y A= (1-Monocaproyl glycerol), Ex ZEAY=(F3 Zdo]), U=
g odagz2id), SE oA HE, S NN-tHdolu ol H o E, £HY &H ] E(Oleyl oleate), n-3
g N-olME ZE g Y|o] E(n-Pentyl N-acetylprolinate), Z2IdI#ZT Zx}5-#o|E(Propylene glycol
monolaurate), =28 U] S#o|E(Sorbitan dioleate), AEZH|eF R :-o}$-# o] E(Sorbitan monolaurate), &
2H)ek -2l o]E(Sorbitan monooleates), AEZR|E EZ}9-#o]E(Sorbitan trilaurate), AZH|E E

2ol E(Sorbitan trioleate), FIAEA FIIAY AW oAHE ZE3E(Sucrose coconut fatty ester
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mixtures), A2 BEx}9-# o] E(Sucrose monolaurate), 222 Bx=E# o] E(Sucrose monooleate) 2
HEZ A N N-tJdEolnz oA H o] E(Tetradecyl N,N-dimethylamino acetate)$} S AW &4HZ(Fatty
alcohols); &7t 4k(Alkanoic acids), 7ZFZZ4H(Capric acid), ©]4HF(Diacid), olESEd7I=AF
(Ethyloctadecanoic acid), #AHit(Hexanoic acid), F4FiF(Lactic acid), #$-8AH(Lauric acid), &4+
(Linoelaidic acid), #l&#dAF(Linoleic acid), W dZFik(Neodecanoic acid), 4k, Zwjelal, Ayt
(Pelargonic acid), Z=Z3I|&AH(Propionic acid) 2 WAl4H(Vaccenic acid)9F 22 AW4iH(Fatty acids); a-
R ME ofHl2(a-Monoglyceryl ether), E0-2-&#|d oE]|2(E0-2-oleyl ether), EO-5-& ¥ oEHZ=
(E0-5-oleyl ether), EO-10-Z#¥ o€ Z(E0-10-oleyl ether), ¥ Z|ZeAdlE 9 43&e] JHZ {4
(1-0-dodecy1-3-0-methy1-2-0-(2', 3' -dihydroxypropyl)$} 22 AW &3E oHE,; L-a- o1 =2, #HAE
(Lecithin), 1A (Phospholipids), AF¥W/AA]A | At WA ZFH o] E(Sodium deoxycholate), Atlg E}b
F-ZZ el E(Sodium taurocholate)®} 2 A& A|A| (Biologics); A= EAIE}A(Acid phosphatase), 72
ZUAl(Calonase), 284 (Orgelase), 33491 (Papain), ¥2Z2]9}A] A-2(Phospholipase A-2), ¥~Z|3HA|
C(Phospholipase C), % EZoldaZgAlE slo]==Z A (Triacylglycerol hydrolase)$} 2 &4 (Enzymes);
ol Eolntol = F S A (Acetamide derivatives), o olulo]=(Acyclic amides), Nolthvte p-gFholulol=
(MAdamantyl malkanamides), ZZ3|HZAF olmlo]=(Clofibric acid amides), N,M-T]JZt]2 oA Eolnjo]=
(N,M-Didodecyl acetamide), Di-2-ol€&Xo}ql(Di-2-ethylhexylamine), tlol&wd Wl =o}ulo]=(Diethyl
methyl benzamide), N,NTloE-n-&Folvlo]= (N, MDiethyl-m-toluamide), N, NTlWE-n-&F-o}}o]= (N, -
Dimethyl-m-toluarnide), ©lEW  S12 [H]A-(2-8lo]=EA)oEd)&# Lo}7l](Ethomeen S12  [bis—(2-
hydroxyethyl) oleylamine]), &Alof&@ g}$-o}ln}o] = (Hexamethylene lauramide), #H-$-E-o}%l(Lauryl-amine,
dodecylamine), SEolvfo]=(0ctyl amide), 2o} (Oleylamine), E¥3} Alo]&2 S o}(Unsaturated
cyclic ureas) % S#lof 22 ofql d ofmfo]lx; - 9 y- Ao]ZFEYAEY HIA(L- and y-
cyclodextrin complexes), SlolEZAZgdme AEZ QA #EF, UZEd tjojufo]= tlojuj= | 7 )X
g fo2HE foln= e Bk, wjgZAte]a8 % (Macrocyclic lactones), AT, F45(HZHay-
16), & Bx3} Alo]EE $-do} 2 uja2AFo]EZE (Macrocyclics); Brij 30, Brij 36T, Brij 35, Brij 52,
Brij 56, Brij 58, Brij 72, Brij 76, Brij 78, Brij 92, Brij 96, Brij 98, A€ EguWeEdry HIZnlolx
(Cetyl trimethyl ammonium bromide), 3% (Empicol) ML26/F, HCO-60 Al A, slo]=FAlZe]o]EA =
ZF(Hydroxypolyethoxydodecane), ©]<4 AWAZAA(ROONa, ROSONa, RNH;Cl, R = 8~16), o}-=d A= =A

(Lauroyl sarcosine), H|o]&A AWAEAA, X=xAlE(Nonoxynol), =EAE(Octoxynol), F|IAFXYoE
CA(Phenylsulfonate CA), ZZ=Y F68(Pluronic F68), Z=Z=Y F 127(Pluronic F 127), Z=2=

L62(Pluronic L62), Z#]&do]E(Polyoleates, nonionic surfactants), Rewopal HV 10, At]e #9-dolE
(Sodium laurate), 2tls 2H%H A o] E(Sodium Lauryl sulfate), &tls =dl2 Adso]E(sodium dodecyl
sulfate), &t & O|E(Sodium oleate), AZH|gE T]gtf-#o]E(Sorbitan dilaurate), AZH[E T]&# o]
E(Sorbitan dioleate), AEZH|et F:2}9-2|o|E(Sorbitan monolaurate), AZH|EF F =8 o] E(Sorbitan
monooleates), AEZH|E Eg|Z}9-do]E(Sorbitan trilaurate), AZH|E Eg]&# o]E(Sorbitan trioleate),
2% 20(Span 20), =% 40, =% 85, AI# =Y NP(Synperonic NP), EZE X-100(Triton X-100), EH
20(Tween 20), E9 40, E9 60, E9 80, 3 E 859 # AP A AUEAGA; N-Ale] S 28 -2-7] &2
=, 1- FE-3-EdA-2-7 &Y=, 1,3-tholdg-2-o|nth&H =, 1,5-Tho|HE-2-9 &g &, 4,4-tho|HE-2-3
oA -2-FAEd (oxazoline), 1-d€-2-9 &=, 1-AA-4-vEFA7IER I-2-9 & &, 1-d4-2-F &=,
1-(2-slel=F Ao g) 3 &2t = (pyrrolidinone), 3-3o|EFA-N-wd-2-9 Zgv], 1-o|AhZed-2-fulA-
2-oln| &R, 1-#¢E2U-4-2d KA 712 d (melhyloxycarbonyl)-2-9] 2] =, N-vl€-2-7 &=, Z(N-v]d
yEgE), YEIFFELA o A Z(Pyroglutamic acid esters) % 2-¥EgE(2-YEYt=)3 2 N- #HE 3
Egle 2 olet A# BE; olxzEHAMY (Ascorbate), WEA o]l &3} S-o](Amphoteric cations and
anions), Z# EleZ@Feo]E(Calcium thioglycolate), ME EZvdE dRF H=Zwlo]=(Cetyl trimethyl
ammonium bromide), 3,5-T] QL E=AAAHO|E AU (3,5-Diiodosalicylate sodium), F-ZAdFH 2 =3}
& (Lauroylcholine iodide), 5-WlEAIAE]AHolE A& (5-Methoxysalicylate sodium), Eix &7 X3 o]
E, 2-PAN SFEZol=, 4-PAN S2ZlJEN-MEIFdE FE2Ho)= F=Al), &vw ZFESA ] E(Sodium
carboxylate) @ AT 3|LFZUo]E(Sodium hyaluronate)® #-& o] &4 33tE; Alo]F8] HZalol= | )
Ave A3xAlol= | Tud AZALO|=(DMS0), F 2-3fo] =AUl wlE AExifol=e} 22 tud M EHAlo]
= 9 oole} HE SjHE; obAlE, n-¢FH(n-Alkanes, AQl Aol 7 ~ 16), Aol EI -1, I-viHLol|gE, T
W g ol Eolulo] = (Dimethylacetamide), TlWEXZEFo}lulo]=(Dimethyl formamide) of&F2, oeh/d-2]&l
(d-1imonene) <] Z3, 2-g-1,3-2kt] &, of| Z-A) t] =2] = (TRANSCUTOL ), =AM E, =22 Z,

v
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Eoln|= | 2-H e 3-¥Hd-1- TEFE 3-Hd-2-TEA-1-&

, =l Hg Rdae 2, Zzagdd 82, 13 43E&(EuitE),
g, 274U, EoNE, EERRAqEE, EIFoRdqurs, Efudd I¥E 2 X
(Xylene)¥ #& guf = ole} #AHPY FFFE; N-olx-FAlslo] = 2-2-- 4 -1H-o}A| A (N-Acyl-hexahydro-2-
oxo-1H-azepines), N-&Z-tjdlo]l==2-1 4-AAH-57- T>(N-Alkyl-dihydro-1,4-oxazepine-5,7-diones),

[ B

1=
O (1
o M

=
N-LAFAF -2 3-t]2(N-Alkylmorpholine-2,3-diones), N-& ¥ Z3-3,5-1]-2(N-Alkylmorphol ine-3, 5~
diones), O}AAlolEF 2 YT FEA(Azacycloalkane derivatives, -ketone, -—thione), O}xA}o]EFE A=

F=A,  1-2-("AE ) o e)olxAto] F 2 AMeH-2-2(HPE-101), N-(2,2-tslo]|=F Aol E) mddoll (N-(2,2-
Dihydroxyethyl)dodecylamine), 1-=E|7}=d@ A} F}o] =2 -1-H-o}A| 7 (1-Dodecanoy lhexahydro-1-H-azepine),
1-Z A ofAAbo]l 2 FEh-2-2(1-Dodecyl azacycloheptan-2-one, azone HW+=laurocapram), N-=H|AT] el gh&
obvl, N-Eu|d-aAtelo]| =2 -2-E] 2 -1H-obAl A, N-EHA-N-(2-H 5A]dE N-ZHA-N-(2-H FA] &) o] A5
2olulo]l = (isobutyramide), N-ZH|A-3]32]d-2-E]2(thione), N-ZulX-2-3¥ g d-2(piperidinone), N-1=
g29 22 9-3,5-12, N-=d4 9 Zgd-2-t]2(dione), N-Zd4 3] &2 E-2-E2(thion), N-EH-2-9 &
2] = (N-Dodecyl-2-pyrrolidone), 1-3Ho}x}A|Z 2§ E-2-2(1-Famesylazacycloheptan-2-one), 1-3}dolxl A}
o] ZF 2 A ek-2-2 (1-Famesylazacyclopentan-2-one), 1-AlgfdolAtAlo] E &2 3 EF-2-2 (1-Geranylazacycloheptan-
2-one), 1-AlgtdolrtAto] S ZAE-2-2(1-Geranylazacyclopentan-2-one), A} O] =2-2-& -ofA|H-1-0}
MEAL of 28| 2 (Hexahydro-2-oxo-azepine-1-acetic acid esters), 2-(1-x=4)-1,3-t%&&(2-(1-Nonyl)-1,3~
dioxolane), N-(2-3fo]=FAo|d)-2-F &=, 1-TF-HolRAlo]Z =g, 1-N-SHolxpAlo| F 23 e-2-2(1-
N-Octylazacyclopentan-2-one), N-(1-&2Ed8|4) - x5l e] = 2 -1H-o} A 8 (N-(1-Oxododecy | ) ~hexahydro-1H-
azepine), N-(1-SA=d2)-2 2% (N-(1-0xododecyl)-morpholines), 1-&Adlo]|=27F2/-X3kE ofx}A}o]
S =28 4F(1-0xohydrocarbyl-substituted azacyclohexanes), N-(1-SAHEZHA)-AXs}o]E2-2-84-1H-0}
A A (N-(1-Oxotetradecyl)-hexahydro-2-oxo-1 H-azepine) % N-(1-E]=d|4)-E2Z 3 (N-(1-Thiododecyl)-
morpholines)®} &2 o}&E(Azone) 2 ol¢} #Hd 3H3tE; AW B (thiols), & NN-TEZA-X3t o}r]
olMH o] E(Alkyl N,N-dialkyl-substituted amino acetates), ©}uZ 2 (Anise oil), FFAA kAl HAA
(Anticholinergic agent pretreatment), ©}=g|7}g]& (Ascaridole) 7FE|E, oY FFA] oF, 24 & F=A
(Biphasic group derivatives), H]AFEE(Bisabolol), 7Ftb&#(Cardamom) 2%, 1-7}F2 (1-Carvone), A=t
& (Chenopodium, Ascaridole 70%), Ax=Xtd 2, 1,8 AUl (Cineole, FZHE), dFIHHF(XHAE
FEE), AtdESAEYd-2-2, A EEFA ol SAlolt tlod AL HAEZ AT O|E, T]E ALY
Ay ¥t Hlo] E(Diethyl hexadecylphosphoramidate), N,N-TJHE Zo|2-N-FAlo]= | 4 4-U]v|E-2-2 0|2
-2-2ALEY, N-2u7hed-L-olu =2 WE o 28] 2 (N-Dodecanoyl-L-amino acid methyl esters), 1,3-t%A}
S 2 93H(1,3-Dioxacycloalkanes,  SEPAs),  TE]QEzo]E(Dithiothreitol), FZHE(Eucalyptol,
AE), FZEE2 2Yd, FA=(Bugenol), X FEE(Herbal extracts), ZH N-olHEAL o xyH =
(Lactam N-acetic acid esters), N-3}o]|=F Ao @olA|olnle] = (N-Hydroxyethalaceamide), 2-3}0]=FA]-3-&
o d A -1-3] 2 F ZEPE S A] X 2 3 (2-Hydroxy-3-oleoyloxy-1-pyroglut amyloxypropane) , HE HE
(Menthone), ®E® F%A (Morpholine derivatives), N-SAlo]=, HlZ2]&(Nerolidol), SE-B-D-(E2)=
23T geA}o] = (0ctyl-B-D-(thio)glucopyranosides), AFEE|Y+=(0xazolidinones), I F=A, =
A A4, EZYUdEAsA, EF2-(dEAdad)dE ofadg#HolE](Poly  [2-(methylsulfinyl)ethyl
acrylate]), Z#ZEAH(Polyrotaxanes), ZH|IHATHE L AS R S2gol=, ZZN-HI-N-HE o}A]
Eojnjol=), AUlS Y ZZFEE|Y o] E(Sodium pyroglutaminate), El23 2 o}x}Alo]ZF 2 Y 3145 (Terpenes

and azacyclo ring compounds), PlE}9 E( a-tocopherol), @ Uz-Ad= @ A(Ylang-ylang oil) ¢ &L v &

RnE
A7) AFGERA Fe HAE A9 F7ldlE= "Handbook of Pharmaceutical Excipients"#l] 5 o o 2]
IAFE, gud, B2 g oY, vgxE A SESAdqEdddoHE2 9 EE(thymol)S EFSTh

R oagel 2y AR ¥HAQ WA §uE SR XY S AW, A54 2B FAHHA A2
4 &lE 7 B okdn. A &l "FAE R (fugitive)" &R el Aok, A o] A
pd3 [e] |
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oin

—~

o]l A 2AEC AHSEAE FUIE 238 ¢ AT, 274 S0 AUGHAE §
Yo}k, 8o "AW &AA (surfactant)" &= "A ==
WSEAL S vEsd B Alolo] AW FYE aAIE sEE UEhE F¥E e
=4 (substance) & oJu|slH | Fol27d, FolA, Hlo|A, ¥FAF L/E+= AAE A
HEAAAS 233, AASGA L] v AGHAQ] == —‘é WA Aol g Q8% McCutcheon's Emulsifiers &
Detergents, 2001 North American Edition ® 2008 d 12 €% =44 3FF A& AP 2 A=E(INCI) oA 2+
< F AT olElg o= vhgo] EFEA T ol E.Lf‘}ﬂx]t etk B FEA, A& 5o TIFAMH 1245
AEAO]E LF-E2(ethoxylated alcohols), AE]Z=-2(Ceteth-2), AEoFe]l2~-20(Ceteareth-20), eF5-22=-
3(Laureth-3) 52| ol&5A|8} &3 &(ethoxylated alcohols); I o]%|-40 slo]=2 A H|o]E] =72~ 2 A (PEG-40
Hydrogenated Castor 0il), ] o]X]-36 7|2=H U (PEG-36 Castor 0il), 3I]o]#|-150 tT]2:d]|o}#] o] E (PEG-150
Distearate) 52 NEA8 Wik o 2~E]2 2 @ AU(ethoxylated fatty esters and oils); Zz|EeAE-3 ¢
ol ol o] E(Polyglyceryl-3 Diisostearate), A BZE|oleo]E(Glyceryl Stearate) 9 ZAE
ol ~H Z(glycerol esters); =& ol=HZE(glycol esters), I o]*|-12 T]Z&o|o]E(PEG-12 Dioleate),
LEXEMUL P; A¥ X2 o]E(Cetyl Phosphate) &2 XEX2FHO|E o 2E|Z(phosphate esters); PVWM/MA ZEg|H
(Copolymer), — PVM/MA &9 (Copolymer), o}ZHHOIE/CI0-30 L7 olTHYo|E AZxZEFH
(Acrylates/C10-30 Alkyl Acrylate Crosspolymer) ¢ =3 AAEAA (polymeric surfactants); MEZEF
S22 2ol =(Cetrimonium Chloride) &< 42 A&/ Al (quaternary surfactants); T o)A/ 3 2]-20/6 T]H|E]
$L(PEG/PPG-20/6 Dimethicone) &2 A&7 AWEAA(Silicone Based Surfactants); AEZH|ErAE|olgo]E
(Sorbitan Stearate), &]|A&EWo]E 80(Polysorbate 80) &< AZH|g %A (Sorbitan Derivatives); ]
A-20 Mg SF 372~ FH2=Hol o] E(PEG-20 Methyl Glucose Sesquistearate) 52 A2~ 2 FF A~ o2
Eﬂ_E'. 2 %4 (sucrose and glucose esters and derivatives); % ZHIHMIEF (Sodium Lauryl Sulfate) &
2219 (sulfates of alcohols). Xt} dwtdog  AWIAA = o224, Uo]24], Hjo]2A T
= < *éﬁr 2 ol FEoE FRE g Ut olE2 ¥, EF FHA, IE5AIFH (ethoxylated) %i%,
|58t Aol 2~H2 2 od, FEAE dEHE, FEF dEHE, X2FoE JiHE, F3 AWLA
AREGA, A2 7Rk AHEAA, /‘E'H]E]r fFEx, FazRzet FF I~ (sucrose and glucose)

sloBl2 9 o] fiEAl, W ksl Bkl (sulfates of alcohols)sh & H8H4 pxol ola ¥rd + 3

m&?L u
ra
o
oX
2
=
w
=
-
=
o
o
D
o
(@]
—t
<
D
o
0Q
D
=
=
N~—
s

L

lo
0
HJ)(
m}o
1o,
o

ol &

] g3 g ok, o#d e re 74N £33, ’3H7] A7), A7l B2 T ARE-

3 X = gkerh, W) AlgHA o 2= LIGHININ Z=2e] wlx, CONLES &37], IKA ULTRA
TURRAX %}&ﬂ(dlspersers) SILVERSON 2 7], LEE 9-3] A 2] Alo]= A3 ula  olgpe]l 2
-4 2 & 7] (rotor-stator homogenizers), 3-& 4, di7](ointment mills) ¥ FHA}-31
stator mills). A Alol= 273 wixe} 5 ] 7247|7F = "dAA(all-in-one)" 31
ALgsE = Q). o]E gk A= OLSA A, FRYMA-KORUMA ®JA] 2 LEE TRI-MIX TURBO—SHEAR 7] (kettle)
7b TFET. 2 e 2453 AP B PE AFRSte] 2 R ARA R WX EREH oiF A
Ab ajRlel] o2 7R A"+ tt.

RIS AR T
A2 E(rotor-
3‘_6L }\]/\Eﬂt‘_

H

II. 48 FA4 AL W (Enhanced Topical Delivery Methods)

Ao @ dEelA, A& A BA, sy ol A A 54 % 549 s W=dAs Eote)
© e 2EES Y5 ®dd Exskes WYeR, ofs yxdas 3 WE JFES AsA7l= el A
AlEol Aok wFdE dAA A, 7] e FAE NS B/ Es vgEAeln. dAA el A, AT &
T4 HA= gl as x9n. g2 dAAN e, A7 & SAs dESEHY, vl od 9 vk
S E§eth. dAAd 1, 71 Mg ede T mulE ootk A A, I AlA RS A
st Algd W (in vitro) Z&= b AIE(FDC) Aol ols) 24w npep 2 32 Hel2 A7) sle
At wastel, 2w 24 $o IR AT FAC s oOw UmAAe] vN JAFEE FEATIEE
Bl Foltt. Agde AlF ¥l k= (Franz) b Al AJAREE 8h7] AAlell 9ol 71A= o] glvt. A
Alefell A, et ool Fd Al FAE 5 WA 24% w/w TR AT, g A e, s o4
of A A A FE= 5 A 200 w/iwelth, vhE AN, sk ool IR AEE FAY =

_37_



[0316]

[0317]

SE50l 10-2742522

= 5 WA 18% w/wolth. T thE dAAAA, st o]l I HE|FE FAY FEe 13% w/welth. TR
A A, sl o]l Fuby AHE]E FA9 s 5% w/w, 5.5% w/w, 6, 6.5% w/w, 7% w/w, 7.5% w/w, 8%
w/w, 8.5% w/w, 9% w/w, 9.5% w/w, 10% w/w, 10.5% w/w, 11% w/w, 11.5% w/w, 12% w/w, 12.5% w/w, 13% w/w,
13.5% w/w, 14% w/w, 14.5% w/w, 15% w/w, 15.5% w/w, 16% w/w, 16.5% w/w, 17% w/w, 17.5% w/w, 18% w/w,
18.5% w/w, 19% w/w, 19.5% w/w, 20% w/w, 20.5% w/w, 21% w/w, 21.5% w/w, 22% w/w, 22.5% w/w, 23% w/w,

23.5% w/w, ¥ 24% w/wd T U3, e AA 2AE $F T 12N H FEd F Adv 4o #HESE A F
ATH, Thst Ao A, s} o)) A A2 fAle Al F2YE|Zo|th, tE A, Afol
S2YEZ2 Alo] S 2 eI F A (cyclopentasiloxan)olth. AAd A, L4 2AAES F7HI AT 5
AAE TohalA] geth, b2 AN A, A7 254 2AES F71E 3 gus 3 ged
T tE A A, A7 T A4S Tesl#] et s A9

e}

J o
R =4 ’

ZAEL d3L TE (G ~ G AWE 3L (aliphatic alcohols)S Z&aA] FAL, wE= E3sich,

oA 7] kB2 g4 oFEolth. thekst A oA, Y] kB gaAlo)a, wFE A, ZAE

] fe) = 3|

gAY S Qe QAN A7) SFE HE st e
o ¢

A

A 150,500 cps oltk. &FA, WAL 2AEY HeE SAHE] T E v
FE 2HsdA HEAE RV HEAE ] s

£ 543t Aotk dAA oA, 7] LFd 2SS AE XFsHE BhaA 2dE|A, AV die
1204 45% F<F 10 RPMO] T-E 2T E dloA BEH= RV AEAZ SHA], 25,000 cps WA 500,000 cps,
W= 25,00 cps WA 400,000 cps, = 25,000 cps WA 350,000 cps, HEi+= 25,000 cps WA 300,000 cps,
50,000 cps WA 500,000 cps, T 50,000 cps WAl 400,000 cps, =& 50,000 cps WA 350,000 cps, F+
50,000 cps WA 300,000 cps, E& 75,000 cps WA 500,000 cps, Fi= 75,000 cps WA 400,000 cps, T+
75,000 cps WA 350,000 cps, B+ 75,000 cps WA 300,000 cps, i 100,000 cps WA 500,000 cps, T+
100,000 cps WA 400,000 cps, T+ 100,000 cps WAl 350,000 cps, T+ 100,000 cps WA 300,000 cpse] &

3

HUoa2 = Hu oox mx

20| =
U= RV(Brookfield RV) HIEARE A-2olA -
2]

>,

LA Ao, A7 2 2R 2Eo7E obdn, h-E 4 jluh. gE dAAdAM, Y] e U=
PAb= Al W L= (Franz) S4F AlZ Alaslel] ofs) A4 g vpeh 2o IZb AlA] ) 5-o] HEHAY, =

ol Az AlA Mol g v Az AR WEE Fal AEekA 2L, 0.01 pg/en’ o] Az AlA
A9 FRBLEAY 5 o B, ARE ADT 0 L2 (Frany) S AE AR 7] A6 9o 7]
Aol gk
Boue] ® O gueld, WY 2 S JEGAE A% 2sA7E el ANl glen, o dd%
A4 A, S olgel AuA AE fA 2 R UedAE TPSE £84 2HRS WY Ee 48
(EE)3E AS LB QANelA, 371 254 BAE HFA L/EE ARl T AAA
oA 37] B A B2 ga v, SARA dndd Bl e daegddeltt, A
oA, B e 2R guegaelt. te AAAddA, A7 244 BAE wEias
Tt e AN, A7) a5 BAE desed nig oo @ Rebng zgach. LA
A, A7) g Qe FA ng edolth. the AN, 7] a54 2B AA WelA 47 A
4 ARE fAe] BEE A AA P ALGekE AT Ul Z@=(Frans) FA AZ Azl s A4
dhel e I AT GAF Qb a4 2AE AA) vaste] B U gixe] 9y AEE B
i &9AQ) olrh, AR AF W k= (Franz) 34 AE AzRE a7 Axe] 9ol AAEo} gk,
1 2 QoA st of

10
>
2
2
R

o
o,
i
-
o

, 1o
ok

T

T
roox
10
AC)
H
Ho

A
A 5 WA 24% w/w FER ZAgT, 2 9
5 WAl 20% w/woltk. the AAAA, St o]kl Fid Al FA9 F
= 5 WA 18% w/wolth. E thE dAA A, shut o] I AEE fFAe wEE 13% w/wolth. vt
A A A A, B} o] ate] I HElE &A1Y sEE 5% w/w, 5.5% w/w, 6, 6.5% w/w, 7% w/w, 7.5% w/w, 8%
w/w, 8.5% w/w, 9% w/w, 9.5% w/w, 10% w/w, 10.5% w/w, 11% w/w, 11.5% w/w, 12% w/w, 12.5% w/w, 13% w/w,
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s=sq

13.5% w/w, 14% w/w, 14.5% w/w, 15% w/w, 15.5% w/w, 16% w/w, 16.5% w/w, 17% w/w, 17.5% w/w, 18% w/w,

18.5% w/w, 19% w/w, 19.5% w/w, &= 20% w/w¥ I
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23 e =42 (cyclopentasiloxan) ©] tf.
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F-&(aliphatic alcohols)
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iy

2]
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T+ 12,500 cps WA 247,500 cps HEE= 25,000

]
™

)

2ol A SAHA

]

o] HEZ = RV(Brookfield RV) HE=AZ

cps WA 150,500 cps ©]t}.
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N

0SS
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o
0

X
Ar
ée

M
KA

2]

[0318]

25,00 cps WA

25,000 cps WA 300,000 cps, 350,000 cps UX

EE

RPMO] T-E 2= E 3tolA BEIE= RV AXEAR Z4A], 25,000 cps WA 500,000 cps,

‘_
T=

25,000 cps WA 350,000 cps,
50,000 cps WA 400,000 cps,

‘_
T=

400,000 cps,

50,000 cps WA 350,000 cps, H+= 50,000 cps WA

‘_
T=

‘_
T=

500,000 cps,

75,000 cps WA 400,000 cps, ¥+ 75,000 cps WX

‘_
T=

75,000 cps WA 500,000 cps,
75,000 cps WA 300,000 cps,

‘_
T=

300,000 cps,

100,000 cps WX

‘_
T=

100,000 cps WA 500,000 cps,

‘_
=

‘_
T=

350,000 cps,

3|
=

100,000 cps WA 300,000 cpse]

‘_
T=

100,000 cps WA 350,000 cps,

‘_
T=

400,000 cps,
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(Franz)

Aol 24 AF A ¥H (Methods for the Inhibition of Crystal Growth in Formulations)
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IV. AX9 =4 X & (Topical Treatment of Psoriasis)
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)
2
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o
o
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2t
e,
m} M
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R
u}
>
<,
v
s
jine
Ry
o o
)
X,

e

gZ FAE 5 WA 24% w/w %
5 WA 20% w/wolth. thE LA
2] 18% w/wolth., T o2 AR A, st o]k 3dg A fAl9 FEE 13% w/weltth.

2
i
£
o
i)

S OE Aol A,
_]

off ©

>
N s 2 M oox

AGAQelth, thg AuAdelA, A7) &4 BAE FAH AE SAAE A @AY

S it
o o2 fo

o

o > I
5o
i
N
Sl
o
7
ﬂ_u
& o
o
N
X
o
o i
oL
(g
o Mk

UL, = 7] il vyt |

0.1 WA 5% w/w & 4= dar, T A7) BaF Ao F2E 0.05% w/w, 0.1% w/w, 0.15% w/w, 0.2%
0.25% w/w, 0.3% w/w, 0.4% w/w, 0.5% w/w, 0.6% w/w, 0.7% w/w, 0.75% w/w, 0.8% w/w, 0.9% w/w, 1.0%
1.1% w/w, 1.2% w/w, 1.25% w/w, 1.3% w/w, 1.4% w/w, 1.5% w/w, 1.6% w/w, 1.7% w/w, 1.75% w/w, 1.8%
1.9% w/w, 2.0% w/w, 2.1% w/w, 2.2% w/w, 2.25% w/w, 2.3% w/w, 2.4% w/w, 2.5% w/w, 2.6% w/w, 2.7%
2.75% w/w, 2.8% w/w, 2.9% w/w, 3.0% w/w, 3.1% w/w, 3.2% w/w, 3.25% w/w, 3.3% w/w, 3.4% w/w, 3.5%
3.6% w/w, 3.7% w/w, 3.75% w/w, 3.8% w/w, 3.9% w/w, 4.0% w/w, 4.1% w/w, 4.2% w/w, 4.25% w/w, 4.3%
4.4% w/w, 4.5% w/w, 4.6% w/w, 4.7% w/w, 4.75% w/w, 4.9% w/w, 5% w/w, 6% w/w, 7% w/w, 8% w/w, 9%

o
;7] A ARl FAE AlelEEAE etk thE dAAdelA, 7] Alo] SR HEEZE AlolE
)

=50l 10-2742522

o
o

Ir
oz

—

AL
u
oo MR G

o
=)
ol
to
e
i
s
o
B

sht

LBt olel Awy AuE fAl

294

A, EE 37 B vhedAe] FrE

w/w,
w/w,
w/w,
w/w,
w/w,
w/w,
w/w,

EE 10% w/wolAY, e F 2A8E TF T 1 oA FET F e 49 #WEgo. dAA A,
7] 84 yedae gEggd Yegah, EAEA Yzl B FEEA Yieqizlelth, thE YA A o9
A, B Yedabes 2 gA YdegRteltt, dAAdelA, 7] B YA FEE 9 0.05 WA 3%
w/w, TEE= 9k 0.05 WA 2k 0.2% w/w, == 2F 0.05 WA °F 0.15% w/w, == 9F 0.1 WA °F 2% w/w, =+ oF

0.1 WA ¢F0.2% w/w, T== ¢k 0.15 WA <F 2% w/w, T= ¢k 0.15 WA ¢F 0.2% w/wolth. T2 A A9
A7) G2 Ed JegdAte] 5= 1% w/wel 80 ~ 120% (2, 0.8 ~ 1.2% w/w)oliL, &= 0.05% w/we

ollA,
80 ~

120%, %+ 0.1% w/wel 80 ~ 120%, & 0.15% w/we] 80 ~ 120%, X+ 0.2% w/wel 80 ~ 120%, H+=0.25% w/we

80 ~ 120%, =X 0.3% w/we 80 ~ 120%, W=+ 0.35% w/wel 80 ~ 120%, =X 0.4% w/we 80 ~ 120%, T+
w/we] 80 ~ 120%, T+ 0.5% w/we 80 ~ 120%, T+ 0.55% w/we] 80 ~ 120%, =+ 0.6% w/we] 80 ~ 120%,
0.65% w/we] 80 ~ 120%, ¥ 0.7% w/we 80 ~ 120%, H¥ 0.75% w/we 80 ~ 120%, H¥ 0.8% w/we

0.45%

-
T

80 ~

120%, H+= 0.85% w/we] 80 ~ 120%, H+= 0.90% w/we] 80 ~ 120%, H=+& 0.95% w/wel 80 ~ 120%, X+ 1.5% w/w

9] 80 ~ 120%, X 2% w/we] 80 ~ 120%, X 2.5% w/we] 80 ~ 120%°]T}.

QA oA | A7 254 ZAEE Hi(sterile)olth. o2 AN AN A7) A2FA 2L vEHo|t),
g2 dAAddA, 7] a5 2PES WS AEH YFw(bioburden) S ZHeEth. dAA A, Y] &S
A ZAES Tl daAldel A, A7) AeA 2AES wtaA] 2Bt o A A, A7) wt
IA 2AAES Aitoltt. T thE AN, AT A 2AES AIE XS MaA 2AdEola, o
T St4-14 2=3E 4 5rpm®] 6R AW H 279 Y AE e 4AF HE oHHE A&l BEIEE=

RV(Brookfield RV) HLEAZ -2 A]
150,500 cps ©]tt. A=A, wruAAd =24
FH 2"zod BEIE= RV HEAS A}

545 ol

i
ol
>

5

4%+ 12,500 cps WA 247,500 cps HE=+ 25,000 cps
o HEE 45 9% ® v e A Best gEe

QANGGIA, A7) 254 2HES ADE TiEE MaA 2ARlD, 4Y) Aat ALAA 45 2 F

=
gato], AeolA 452 FeF 10 RS T-E A5 S ALgdte] g

]

a7

QF 10
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SES0l 10-2742522

RPME] T-E £2FE SlolA BEIA= RV AEAlZ SHA], 25,000 cps WAl 500,000 cps, H+= 25,00 cps WA
400,000 cps, T+ 25,000 cps WA 350,000 cps, H+E= 25,000 cps WA 300,000 cps, HE£50,000 cps WA
500,000 cps, T+ 50,000 cps WA 400,000 cps, T+ 50,000 cps WA 350,000 cps, Hi= 50,000 cps WA
300,000 cps, W& 75,000 cps WA 500,000 cps, H+ 75,000 cps WA 400,000 cps, Hi 75,000 cps WA
350,000 cps, i 75,000 cps WA 300,000 cps, i 100,000 cps WA 500,000 cps, H=+& 100,000 cps WA
400,000 cps, T+ 100,000 cps WA 350,000 cps, HE=+= 100,000 cps WA 300,000 cpsd HEZE 717},

oA, & #Ee &8 Jd WE(nail bed) ¥ 2 ¥l A %
T =]

7)
ol w3k Zojtk. v FEiEA, & BE2 A4d 24 AW B AHe w4 ARE AT

2] Fol AL vk oheker AW 2 Aejol] ®miztsith. 244

gL HAQA QL =, &5 14, E0%)54 (onychia), +=02)5WAd (onychocryptosis), &
0] 4= (onychodystrophy), <&('%)55% 5% (onychogryposis), 32 S (onycholysis), +=()F=e
% (onychomadesis), <& ()55 (onychomycosis), 2 Y= Z A2~ (onychophosis), SUFEA 2
(onychoptosis), ZEHZ (onychorrhexis), &% 9% (paronychia), FY=EY7]o}l(koilonychias), =F4
S (subungual hematoma), SLUZ"EZ Fv}(onychomatricoma), A (laminitis), <& HEZ(nail
pemphigus), ol@EZY7]o}(erythronychia), %% (melanonychia), = 3¥-AMd+#3(dermatophytosis)S 3
grelt.

m

a4 2HES EPHE B owe] 2R 44 240 OF R e T AW % 24 249 4
g% el Aol fEelt, AAeelA, £8Y 2HBE A% 254 BA, 5246 v/l S ol ge] R
A ARE FA R ok GegAE mEath o AN, 47 254 RAE nFH R/EE 6
eItk AUN A, 47 254 VAL BRriolt. e AN, 47 A5 dAE AEs
9, Vg 29, 2 seldelth, AAA A, Hud ede FA wud odlelth

QANNA, A7) 254 2AZE FA49 AT FAAS EdelA @AY == gt e QA oo
A7) agd 2AES FAAQ AN S8 B8 QA B 2P0 dE QaAddA, ) &
P AR AL EE o A GO ANE dmee TP @AY, = EFAT. e AN,
A7) aad 2ABE ANBEAT A A Er TRa. okd AAAdelA, 4] Huy A
FAE Aol ZRoERolth, thE AUA A, 3] Ao FRME L Ao]Z R ALY Ael o]}
QAN A, 7] 254 2ABES Wi(sterile)olth, the QANGA, 47 254 2HEL wEFlY
O AAAedA, 7] 254 BARE Be ARSA P (bioburden) S Tk QAN B &
q ZABS Regelt. AAANA, 7] 254 2HES WAl 24, E the daAddA, 3
NEEEEVE A E

DANANA, ) 254 2AES AnE T
K

= e,
2 5rpme] 6R AW =W 28] HFY A7FE = 42 AT

2=
=
BN
oX
i
9
z K
9

SC4-14 ~WE 2 2F =3
RV(Brookfield RV) HEAZ HA0Ax FAHAl, HAE+= 12,500 cps WAl 247,500 cps T+ 25,000 cps W
150,500 cps °lth. &4, WHIAE 2= HdEE 5457 9% = oE He dy savr FEE 4
FE 2Rz A BEFIE RV AEAE AFESt, ALdA 45% F<F 10 RPMO] T-E 2=AES AHE3t %
FAskes gloltk. AFA, RtaAd 2AEY] HAEE SA] 99 = vE e dy davt e dy
B 2Rl=oA BEIAE RV HEAE AREste], A2l 45% ‘&<t 10 RPMO] T-E 2953 ARGt H=E

ot Aok, dAA A, 47 2 =4 AILE
A 45% F<F 10 RPME] T-E 23 & 3stddlA] BSF= RV AEAZ S4A], 25,000 cps WA 500,000 cps,
25,00 cps WA 400,000 cps, H+= 25,000 cps WA 350,000 cps, HE+ 25,000 cps WA 300,000 cps,
50,000 cps WA 500,000 cps, H+= 50,000 cps WA 400,000 cps, %= 50,000 cps WA 350,000 cps,
50,000 cps WA 300,000 cps, %= 75,000 cps WA 500,000 cps, %= 75,000 cps WA 400,000 cps,
75,000 cps WA 350,000 cps, H= 75,000 cps WA 300,000 cps, HE= 100,000 cps WA 500,000 cps,
100,000 cps =] 400,000 cps, HE+ 100,000 cps WA 350,000 cps, H+= 100,000 cps WA 300,000 cps<]
=E 7Y

RO R E WD
e o (o o o | VA O A VR U S o A R )
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[0340]
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AAA oA, 7] 254 ZAES 2Xg o7}t ol BREA )

A oA, B o]l A HEE fA = 5 UlA 20% w/wolth, TR AAA A, sl o] g 3]
w4 ARE 449 FEE 5 A 186 welth E The QaMelA, sht olgel A el fA9 BE
= 13% w/welth. thFEh AAAlCA, St o)ke] Fbg AeE fAS sEE 5% w/w, 5.5% w/w, 6, 6.5%
w/w, 7% w/w, 7.5% w/w, 8% w/w, 8.5% w/w, 9% w/w, 9.5% w/w, 10% w/w, 10.5% w/w, 11% w/w, 11.5% w/w, 12%
w/w, 12.5% w/w, 13% w/w, 13.5% w/w, 14% w/w, 14.5% w/w, 15% w/w, 15.5% w/w, 16% w/w, 16.5% w/w, 17%
w/w, 17.5% w/w, 18% w/w, 18.5% w/w, 19% w/w, 19.5% w/w, 20% w/w, 20.5% w/w, 21% w/w, 21.5% w/w, 22%
w/w, 22.5% w/w, 23% w/w, 23.5% w/w, T=E 24% w/w 4 F 3, Ee A 2AHE FH T I125H F:=E
T e g9 NES A F Urt.

Aol A, ZHE U &F4 FAY v F 2HE T T 100 w/iws 203 AN, 24E
U A7 254 gAY sEE F AR T T 15% wiv 23, 20% w/w 23, 25% w/w 23, 30% w/w =3}
TE 35% w/w 23, EE 40% w/w o)AV, EE 45% w/w =23, 50% w/w 23, EE 55% w/w 23, EE
60% w/w 23}, T 65% w/w 23, EE 70% w/w 23, v 75% w/iw 23, EBE 80% w/w 23, EE X3 82%
w/w o)A T 85% w/w 23, T 87% w/w 23, EE 90% w/wE 233, tgE dAAGA, ZAE F

2=

2T

4 HAY e & 2AE T 10% w/w WA 95% w/wolth. thE dAA AN, 2AAE T AT HA
= 1
T

Y

% A
FTEE E T T 11% w/w A 95% w/w, T 12% w/w WA 95% w/w, T=E 13% w/w WA 95% w/w, T 14%
w/w WA 95% w/w, = 15% w/w WA 95% w/w, TEE 16% w/w WA 95% w/w, T 17% w/w WA 95% w/w, EE=
18% w/w WA 95% w/w, = 19% w/w WA 95% w/w, == 20% w/w WA 95% w/wolt}.

A el A, 7] ke YegixtE BaF degiateltt. daA oA, A7) Bk v
A2, =AM Y gal, EE A EA gyt g2 dAA A, 7] Bl Uy
Qi Atelt. o2 dAAlde A, 7] B U Ao FEE 0.056 WA 10% w/iw 4 T
s EEE 0.05 WA 5% w/wd AW, = AT B YegAke] s 0.1 WA 5% w/w
T dar, TEE A B YxgdAe] sxE 0.05% w/w, 0.1% w/w, 0.15% w/w, 0.2% w/w, 0.25% w/w, 0.3%
w/w, 0.4% w/w, 0.5% w/w, 0.6% w/w, 0.7% w/w, 0.75% w/w, 0.8% w/w, 0.9% w/w, 1.0% w/w, 1.1% w/w,

%
ins
2L
rir
B)
roly
L)
)
i3
L C

1.2%

w/w, 1.25% w/w, 1.3% w/w, 1.4% w/w, 1.5% w/w, 1.6% w/w, 1.7% w/w, 1.75% w/w, 1.8% w/w, 1.9% w/w, 2.0%
w/w, 2.1% w/w, 2.2% w/w, 2.25% w/w, 2.3% w/w, 2.4% w/w, 2.5% w/w, 2.6% w/w, 2.7% w/w, 2.75% w/w, 2.8%
w/w, 2.9% w/w, 3.0% w/w, 3.1% w/w, 3.2% w/w, 3.25% w/w, 3.3% w/w, 3.4% w/w, 3.5% w/w, 3.6% w/w, 3.7%
, 3.75% w/w, 3.8% w/w, 3.9% w/w, 4.0% w/w, 4.1% w/w, 4.2% w/w, 4.25% w/w, 4.3% w/w, 4.4% w/w, 4.5%

w/w
w/w, 4.6% w/w, 4.7% w/w, 4.75% w/w, 4.9% w/w, 5% w/w, 6% w/w, 7% w/w, 8% w/w, 9% w/w, T 10% w/wo]A
.

CEEF AR FF F T4 RET £ dE o BRaold.

A A, 7] FE YaegAe XA YedAteltt. &5, vlduls 2 Bk 2e 7 270 A s
of A33et XAl (antifungal agents)® oFEAl FXFAE ov|thE, EjotE: 9 EolEd £ ofFA &

ZZ d(polyene) X TA; Gl A, ol X =7t (echinocandin) FX A, Wz, A|E2
=~ (ciclopirox), ZFAEA(flucytosine), LA ZEH (griseofulvin), 23X ZZ (haloprogin), &L}
Ho]E(tolnaftate), LdlAdAF(undecylenic acid), & 2gvlo]L 2 (crystal violet) @ #HF22k(balsam
of peru);olth. Zgal XA vATAQ oz, WEH ] AB(amphotericin B), ZFtJAW (candicidin),
A (filipin), 3h7to]A (hamycin), WEb}o]Al(natamycin), vro]2~E}E (nystatin), 2 XA (rimocidi
n)< X}, olmtpEe] HASAQl o2, H|EUZ(bifonazole), F-EFo}=(butoconazole), FZEH}
Z(clotrimazole), ol&o}Z(econazole), HE|Zo}Z(fenticonazole), ©laFolZ(isoconazole), FAEToIE
(ketoconazole), E&|o}Z (luliconazole), W|Zo}E (miconazole), L FFLoFE(omoconazole), SA|ZLo}E
(oxiconazole), ME}Zo}ZE(sertaconazole), &0l (sulconazole), ¥ E] 2ol (tioconazole)S E e,
Egolze] HAZIEQ o ZE, odHlEolZE(albaconazole), ol ¥ UFolZ(efinaconazole), o EFAE

(epoxiconazole), Z=Fo}Z(fluconazole), ©JAMF-Fo}Z (isavuconazole), ©|E#}Fo}Z (itraconazole), 2

o
-

ke

o owE 2>l

Fo}Z (posaconazole), X =3 FZo}Z(propiconazole), BFF-Fo}Z (ravuconazole), E]Zo}Z(terconazole),
R ZolF (voriconazole) S EF3T. ElolE9] BIA|SHAQ] o2&, opul#E I (abafungin)oltt. <ol g
Aol HlAgHo] dZi=, ol=EZH(amorolfin), F-EHU(butenafine), WZE]F(naftifine), % EJH|
(terbinafine)&  Xgatt}. o X:=Ztd(echinocandin)  &ZltAle]  BIAEH] 2=, ofYEe}s
(anidulafungin), 7F~3EAZ (caspofungin), % "] FFAZ (micafungin)g Z33t). & A3He A TAE=
= 53] A|7,214,506 500 /WAl @rgo] stEES e, o] B 5o = A&HT.

T
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25,000 cps WAl 150,500 cps ©|t}.
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12,500 cps WA 247,500 cps
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o)

10 RPM9] T-E
10 RPMY] T-E 2% 5 slol A

25,00 cps WA 400,000 cps, H=+ 25,000 cps WA 350,000 cps,
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Mo oMW
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50,000 cps WA 400,000 cps,
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T

50,000 cps WA 500,000 cps,

75,000 cps WA 400,000 cps,

L

75,000 cps WA 500,000 cps, T
75,000 cps WA 300,000 cps, H+ 100,000 cps WA 500,000 cps

=
T+
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_
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100,000 cps WAl 300,000 cps

w
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EE
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(nail bed)

=

[0343]

7}

B

ojp
%)

X

N
iz

2]

p
.

A&t

SEgeY, vy

L
L

4 7

ny
‘OI —
C
ol 9
&
= w
= .
sy
R s
Mo mn
o)) 2
P
of
oA
T T
T
T
~ ™
<Y
o =
i~
WoNo

0
m
ﬂw] KH
T
K X
N
— N-

0
of o))

BH

A gL

sy gule

=
=

Al 2 A

(sterile)o|t}.

o}

3

9]

24

=]
=

Kb

5rpm®] 6R

=i}
=

olal, o]& SC4-14 ~AE

to] BE3F= RV(Brookfield RV)

S

BH

o))

)

W

]
=

ox

25,000 cps WA 150,500 cps ©|t}.

BE oPEE

[}

(e}
S ZAeE &

Eds

]

& A

,zrl

]
H
KH
o
el

0

¢

o
=T=

12,500 cps WA 247,500 cps

B 2"z BEFE RV HAEA

i

Z_l

oF 10 RPM9] T-E
¢k 10 RPMY] T-E 295 3&}o

e

=

45

A, 25,000 cps WAl 500,000 cps, HE+= 25,00

[e}
cps WA 400,000 cps,

=

25,000 cps WA 300,000 cps, HE=E50,000

w
T

25,000 cps WA 350,000 cps,

w
T
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[0344]

[0345]

[0346]

[0347]
[0348]
[0349]
[0350]
[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

SES06 10-2742522

cps WA 500,000 cps, Fi= 50,000 cps WAl 400,000 cps, T+ 50,000 cps WA 350,000 cps, =+ 50,000
cps WA 300,000 cps, HEi= 75,000 cps WA 500,000 cps, HE+= 75,000 cps WA 400,000 cps, = 75,000
cps WA 350,000 cps, ®i= 75,000 cps WA 300,000 cps, Ei= 100,000 cps WAl 500,000 cps, =+ 100,000
cps WA 400,000 cps, i 100,000 cps WA 350,000 cps, HEi= 100,000 cps WA 300,000 cpse] A=E 7}

FE el

A,
QAN N, 7] 254 2ABE 2xdolst ohyr] BRE 4 gtk QAN 3]

B thegdd wi g dngdaelt, AaN A, 7] 44 24 £F, WU (nail bed), B/
Ei maelth, AAAdelA, 4] Ad 29 A% Ei Jes SREe] A#F L Aol

A&l AeH= Aol

)
=
theket viAskAQl detuE R A

[dA4]

e 54 Aajdel o) mrh dAs] Awdith. 8] AAjdls @A ARl 5
o, Bougg ojw WA ogE AFelud s AL olUth. FPAE 3
A% Zlolv, ol BAAom TUF ANE EISEF WA Ee FAT ot

of os thFe gwjelA FAHs3:

ZF gl ohel, °F 2go] &viE FW el (glass vial)ol A

7z} e oo 2417k Tt wuly|Ae] wukHl(stir bar)$ EdarAT).

72 9 1.2 A2 v Aetel, gole] FRs HAYEAS A5,

W dE 7 el is) F 48 A7 Fe A S,

i

ZF o] &S HPLC WHE AMSste] IE8Ed w8 AN
AM(2002)¢] Z=ebA 2 Agilent Technical Application =
227 mm A& L AHESIEE A4 PTH(227 nn T2 USP = EA

sz A%, o 0.1 go) e

A7) HLPCH-S-"HPLCOl <&+ el #
Z gen, 283, 204 nm7b ofd
By J#Zo|A AlgEY | e wuE

F1
£ FZHg4d &I = (RD)
A =S8 F (Hexylene  Glycol) 4.07% w/w
doll gl S8 Exold oH= 33.10% w/w
(Diethylene Glycol Monoethyl Ether,  NF(TRANSCUTOL P))

Z =234 7}3 Y] E (Propylene  Carbonate) 4.74% w/w
% AA S 4H(Super  Refined Oleic Acid, NF) 0.041% w/w
= A SUd g2s 0.38% w/w

(Super Refined Oleyl Alcohol, NF)
Hol A2 oftjfo]E 3.51% w/w

(Diisopropyl Adipate (CERAPHYL 230))

=4 EgZgAgtel= 0.32% w/w

(Medium Chain Triglycerides, NF)
2 AW F2] = (Propylene  Glycol, USP) 0.88% w/w
Zgog A== 400(Polyethylene  Glycol 400, NF) 22.30% w/w
Wl 2 ¢3S (Benzyl Alcohol, NF) 17.02% w/w
oA 23 wg]2E|o]E(Isopropyl  Myristate, NF) 0.048% w/w

vyl @ A (Mineral 0il, USP (53)) 0.3 ppm

g o] 4 4ulo]=(Dimethyl  Isosorbide) 38.22% w/w
A4 (Purified Water, USP) <0.05 ppm
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[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

SES06] 10-2742522

AA 2 - g 23 E EF 9949 F2HA Y= A 2 #5

e Yuedahs vks E2 9 B2 8 RaARa, A S A, 2 29E ® 2
of vhebdict.
¥ 2
3 = T dr|F o= S #F
- i FHo] AFo] FEAAR
T/ 71A 2A
AA T 100% #2E, >5um, @ 59, RT & 60C
Zg i 20 E 80 0.5% ( in water) #EE, <5m @ 22%, RT & 60C
PEG 400 10% (in water) #EE, > 5m @ 229, RT & 60C
Wl zd A EFEeo] = (50%) 2% (in water) P ote, <5um@ 7Y & 21 Y, RT
ul Ty FUo EdolE 5% (in water) g, >5um @ 3¢, RT
T E 5% (in water) 2= > 5um, @ 79, RT
AEHE 5% (in water) HEE, >5um, @ 79, RT
8] & (Povidone) 1% (in water) TEE <5um @ 7¢ & 219, RT
A€ (Lecithin) 1% (in water) #2449, > 10um, @ 2447k, RT
20 g dFelE 2% (in water) #H2E, >5um, @ 79, RT
dEF #9E AFoE 2% (in water) AHE > 5nm @ 39, RT
o Aol E 0.1-0.2% #H2E, > 5um, @ 74, RT
(in water)
At XA olE 0.75% (in water) g, > 5um, @ 79, RT
H-#] o] 2] (monobasic)
A oA H Ol E 1.2% (in water) ##E, >5um, @ 79, RT
I =22 (Proline) 3% (in water) 2= > 5um, @ 79, RT
slo]EE2AjoE AEZo = 1% (in water) HEE, >5um, @ 79, RT
CARBOPOL ULTREZ 10 0.5% (in water) #2 ot® < 5pm, @ 8Y & 21¥, RT
(FoAEA FASARE ALE)
Slol=2A] 22 YeEeAdEZe R 1% (in water) H2E > 5um @ 39, RT
2] (Saline) 0.9% NaCl (in water) 29, > 10 um, @ 79 . RT & 60T
Z g aHoE 0.5% (in Saline) #2448 >5um @ 7Y, RT & 60T
(Polysorbate 80)
ZZAbH 407 2% (in water) P ote, <5m@5 &7Y, RT
ZEZAF 188 2% (in water) #HEE >5m@e ¢, RT
MaE Uz F4ste ZE24 40 1% (in water) HEE, < 5m @ 6%Y, RT
(KOLLIPHOR RH40)
v Elql E TPGS 0.5% (in water) H2e, < 5um @ 6¢, RT
A2FA G4 (Hydrophobic Carriers)
vy 2 USP(F 2, heavy) 100% Az okel < 5um @ 39, RT & 40T
A4 mu _g%l(L)ight Mineal 0il 100% B2 ot < 5um @ 39, RT & 40C
NF
FOMBLIN HC04 100% A2 oktg, < 5um @ 4, 7 & 13 days, RT
ST-Ato] S Z v E] 25 NF 100% 7z ot < 5um @ 24 AIZF & 13Y, RT
Y H E]E, 1000 cSt 100% A2 okl < 5um @ 24 A17F & 69, RT
M oY 100% Dz ke, < 5mm @ 24 AZF & 99, RT

sE e ezt A4 254 "SAAM ARk @kt £, daeddae WlzdagsSedols,

CARBOPOL ULTREZ 10 HEi= EZAIH 407 4= do A AAslA] ko)
AAd 3 - FEH8gA Y=g dx37], SSA 2 ARV 2= B4

¥ 3% ¥ 16 ~ 199 €A9 Fa2le AbgE g Uaeda 2E(lots)e YA =Z7]S ACCUSIZER 7805
AREse] B17] 4R ALY] WHo R A ST,

7171 273 0 HAY F%:9000 YAH/mL, &7] 34=(No. containers):1, A4 WA, 313 H=
4::30 mL/min, ¥4 314=(No. Analysis pulls):4, 4 IF4 A|ZH(Time between pulls):1%, #4] F3](pull
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[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

==
[

Jm
Qu

10-2742522

!
&

volume) : 10 mL, €7] %3 (Tare Volume):1 mL, =&}l EH(Prime volume):1 mL, SEFF= HAE =

(Include First Pull): A&l <t3},

BE FH) ¢ ARE 200l FEHe] BZUEA vhedA ALY FAE WS, APIE 287 (ret) As) ol
)3

(0.22 um)® 0.1% w/w SIS §1% oF 3 L& F7he vhe, FeMe] UnA P22 DS §4= Ak, 1w
WA, 5~ 10 ® B B Esa SemeA 1 B 239 Aesch,

W o]70.22 um)E 0.1% w/w SDS fNo T ZgliaE WS ANy WAL BATE wEkA7|AEA], 0.1%
w/w SDS &oleo] ol zhe g wFE|gdl ywdat A NS 100 pLrwte s I8 (pipetted)dtaL;
ACCUSIZER ¢ FHE ®Wd €, 7|71& &3 Al5g FHAZT. d8d wet o 22 SDS &9 =& g&59
gl A7 dedg Yrtste], 9t A8 FX=(run concentration)Q! 6000 ~ 8000 YA Aol =EEA A
o},

A& 371 A3 UFEAIVE dE A BEE Ve R §) 0 X 39 v e AlAlel AMeE HEE g vs
A RE(lot) @ HH : 0.861 mm, ZE(mode) : 0.572 mm, F7Fgk(Median) @ 0.710 mm. 3 16 ~ 190 A=
2o AHEE FEEA YA 2E: 310,83,

X 3 2 3% 16~19d EA"E AA AHEE FEYYA YAt ZE9 HZWHA(SSA)S HolA i
BET(Brunauer-Emmett-Teller) &4 WHoOZ BEASSY. & 3o dA"E AA ALgd S ed Y=gt
RE= 41.24 n'/g9) SSAZ 7HAUH 6 ~ X 1991 GAH k2 AAol AeE wFee Yngla RE:
SSAZ}F 26.72 m'/go|ATt.

E 3o 71AIE AANA AR dGEEEA Uy ZE HHZ|UE(bulk density, not-tapped)¥® 0.05
g/en oIk, & 16 ~ 199 71 AAAA AR sHEEEa thegid 2Ee] 2Ry WE(bulk density,
not-tapped)= 0.09 g/cm o] %It}

AAlY 4 - 2574 FAE TS FSHH/A Y= YA FF 2T =AE

a4 BAE TIE BF g heside B4 254 24S E 39 tehhain

* 3
AE(% w/w) A A HZ(formula number)
F4 F5 |F6 F7 F8 F9 F10 |F11 |[F12 |F13 |A B C
ut= e e Al 1.0 | 1.0 | 1.0 1.0 0.5 2.0 1.0 1.0 1.0 1.0 | 0.5]1 0.5 0.5
el
FOMBLIN HCO4 - - - 15.0 - - - - - - - - -
nuye 2 USP 10.0] - | 5.0 - 5.0 | 5.0 - - - - - - -
ST-Alo]| &&H E] =25 - 5.0 13.0 - 13.0 | 13.0| 13.0| 13.0| 18.0 | 15.0 | gs qs qs
NF(TH$- 74) ad | ad | ad
100 | 100 | 100
= das - |5.0] - - - - - 1.0 - - - | - 15.0
oliaxed wgxd | - |50 - - - - 5.0 | 1.0 - 3.0 - | 35 5.0
o]E NF
o E & - - - - - - - - - - |5.0]5.0]5.0
#e9} S I R - | - - | - - - |5.5]5.5]2.8
Aezdergeaag | - [ - - [ - - - -1 -los| -]-1]-7]-
NF
g &2 NF 5.0 1 5.0 5.0 5.0 5.0 5.0 5.0 5.0 5.0 5.0 - - -
3lolE HEEZZHEUSP|qs ad| gqs |qs ad|gs ad|qs ad|qs ad|qs ad|qs ad|qs ad|qs ad| - - -
(Spectrum) 100 ad 100 100 100 100 100 100 100 100
100
I 4
TE 4 (579 %) b2k
A4 |10 |49 248  [3A49 |10 liAg |2 74 3 A4




10-2742522

s==4

e e
i oS~ S~
o = ™ o = H T ) B o) o, o) o, o) o, o)
W.N_l i Mﬂ W.N_l i Mﬂ mmﬁ i ,mu = =t = =t = =t =
" " "
T = T [ |[Tom [T [Ta [T [Ta |Foe [T
T 3 A TAT L AT AT AT AT AT A AT S ET S
TR AFT T 3T 48T 0T YT 8T g 3T 4
T T T T T T T T T T
=~

T = 2089 T o |T o [T |Fomr [Ta |[Foar |[Toa | |T =
ToREs iz AT A AT AT S AT AT AT AT T o A
L A I -1 - ool I~ L [ oo e L1 [ oo - L - oo I L1 - o
=Y =] DA = H =Y = H =Y = H =Y = H =Y
B m.U\m.m_u m} B m} B m} B m} B

= = = = = = =

-~ ) w ) w ) w )

N ZE = K H H H H H H H
gFe S e L I - [ R R
= = = - AN - AN - AN -
Lok R = ° = O = ° =T =T =T =T
P 2s . = = = = = = =

" " " " " " "
o S <t
. o . [al) [a T [al) [a T [al) [a T [al)
o) S 0 = = = = = = =
> = >
o] ] > ™~ — ™~ ™ > - =
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= = > = = = = = 3 >
© & © ke 2 RE x ® « <
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o] ™~ ™~ ] < © © © o 1
o) 0 o~ 0 5 o) 0 o 0 ©
()] ()] (o)) ()] = ()] ()] ()] ()] (o))

X (e] — N o
<t Lo © © o0 (o) — — — —
e 29 &9 49 2 £ = e = e

#% repeat batch
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el wwzﬂwzww_zp
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SES06 10-2742522

F8 107.6 99.9 103.0 NP 1] AR o] A - Y ] 2H of A ] A o] X NP
AL kA kA
Ax Ax
F9 95.6 101.4 101.9 NP ] A of] A] 1 g A ] A of] A ] A of] A NP
Ax A Al
A A
F10| 98.6 100.9 102.9 NP 1] AR o] A - Y ] 2H of A ] A o] X NP
AL kA kA
A A
F11| 99.8 99.8 99.1 NP ] A of] A] 1 g A ] A of] A ] A of] A NP
Ax A A
A A
Fl2| 98.7 99.8 99.5 NP 1] AR o] A - Y ] 2H of A ] A o] X NP
AL kA kA
A A
F13| 96.5 95.6 96.5 NP ] A of] A] 1 g A ] A of] A ] A of] A NP
Ax A A
A A
[0375] #% repeat batch
X6
[0376] TE HE (cps)
F4 F5 F6 F7
=0 87,500 44,300 49,500 81,800
1 /1Y @25TC 90,300 68,800 57,000 NP
3 71€¥ @25C 101,000 47,800 38,000 NP
1 /149 @30T 123,300 49,300 50,800 NP
2 71€¥ @30T 112,300 53,500 38,000 NP
3 714 @30T 121,300 60,500 54,000 NP
[0377] AA 6 - &FA FAE X3 FF ZAZOA Y FSFHHA YRt JEEY
[0378] ACCUSIZER R 770 / 770AS Ab&3F Q=224 Wy
[0379] 7171%71 (Instrument _parameters): AlA:LE 0.5 um ~ 400 pm, AA HY Ak (summation), 3F3F A=
A:0.5 pm, 8 A|ZF:60 X, AE 47:128, Vessel Fluid Vol:100 mL, +%:60 mL/min, o SA1A (Max
Coincidence):8000 YAF/mL, Sample Vessel: Accusizer Vessel, AMZ A ¢S, A #A=7]1:10 V o)A, A=
X AANo, X W91:5000 ~ 8000 YAH/mL, AHs vlole] A:Ae® | Subtract Background:yes, AHE &
g 3,
[0380] AMZ F1] 0 F9 AP (glass scintillation vials)ol A& AAe] EFS HA7MsEATt. k=4 (spatula)<

ARgsto]l el WS wel HES AT el ISOPAR-G™(C10~11 o] Autebd) &-e
= =
o

A7rek 3,01 & 5 fEHe 2239 Agsgith. AEZo] &9 HH3] BAky o 3}

[0381] W ISOPAR-G 8ol oJ3}E(0.22 1) 2% #AAES BZ &7 A A BT, 93AS AFEE]
ZH)g AZo] gue whHlalaA €712 $AT. 5000~8000 YAH/mL Alole] UX| =S AFTEr] Y& Faol
wel AEE ALY HUE. 7171E B 2SS ARt B8 98 A 4250] 5000 ~ 8000 YAH/mL
s gelgint,

[0382] Qe B4 AAE 7] & 7(25TAA dAA7] FgAd) 2 3 8(30ColA dx=7] eHgAd) el et

*7

[0383] T HAd&=7], m ()5, number)

A A %71 1714 [3/14 l6714 l12714
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[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

SES06 10-2742522

F4 0.77 0.71 NP NP NP
F5 0.72 0.71 NP NP NP
F6 0.72 0.71 NP 0.71 0.72
re” 0.70 NP 0.70 NP NP
F8 0.71 NP 0.71 NP NP
F9 0.70 NP 0.70 NP NP
F10 0.69 NP 0.69 NP NP
F11 0.69 NP 0.69 NP NP
F12 0.70 NP 0.70 NP NP
F13 0.69 NP 0.70 NP NP
A 0.72 NP NP NP NP
B 0.77 NP NP NP NP
C 0.84 NP NP NP NP
*x% repeat batch
Z 8
T8 BAART7], m N5, number)
A A Z7] 1714 3g 6714 1270
F4 0.77 0.73 NP NP NP
F5 0.72 0.70 NP NP NP
F6 0.72 0.70 NP 0.70 0.73
F6** 0.70 NP 0.72 NP NP
F8 0.71 NP 0.71 NP NP
F9 0.70 NP 0.71 NP NP
F10 0.69 NP 0.69 NP NP
F11 0.69 NP 0.70 NP NP
F12 0.70 NP 0.71 NP NP
F13 0.69 NP 0.71 NP NP

**% repeat batch

A= AL (25T) 2 30TColAM 1 70 AA

F6e] mHEelehd vpgizte] QA 7)E A2(25T) 2

30Tl 6 AL 2 12 AL S AF S90S W, 7] BF 9A 2719 20% Boh AXA LYTh AR F6

F8-F13¢] AZe|8d U=dxte] daa7]= A2(25T) 2 30T
a

i
AAd 7 - J2YHA Y=g F84 7 =AHE
*/F‘

B2 e

Lo

X9
AE AA 1S
(% w/w) F1 F2 F3 D E F G H
s et 1.0 1.0 1.0 0.5 0.5 0.5 0.5 0.5
=9
DGME 5.0 5.0 - 5.0 5.0 5.0 5.0 5.0
(TRANSCUTOL P)
PEG 400 5.0 5.0 5.0 5.0 5.0 5.0 5.0 5.0
== A= 10.0 10.0 10.0 5.0 5.0 5.0 5.0 5.0
Ziu|oE 1.0 1.0 1.0 0.1 0.1 0.1 0.1 0.1
80
Z 211407 2.0 2.0 2.0 - - - - -
SZH]=(Povidon| 0.15 0.15 0.15 0.1 0.1 0.1 0.1 0.1
e) K90

_49_



[0391]

[0392]

[0393]

[0394]

[0395]

[0396]

[0397]

[0398]

[0399]

[0400]

SES06 10-2742522

RIS 0.5 0.5 0.5 - - - - -

w2l (Met | 0.15 0.15 0.15 0.15 0.15 0.15 0.15 0.15

hylparaben)
iiﬁljra}tﬂ 0.02 0.02 0.02 0.02 0.02 0.02 0.02 0.02
W= TH5 - 1.0 1.0 - - 0.1 0.1 -

EE}O]‘:(SO%)

CARBOPOL 974 P - - - 0.75 - - - -
CARBOPOL 0.5 - - - 0.5 - - -
ULTREZ 10

EZolW(Trola| gs pH - - gs pH |gs pH 5.5 - - -

mine) 5.5 5.5
£N(10%)
sho]| = F A2 - 1.0 1.0 - - 2.0 - -

g;vﬂxﬂ 20

(K200M Pharm)

A A5 gs ad |gs ad 100| gs ad | gs ad | qs ad 100 | qs ad | gs ad 100| gs ad

100 100 100 100 100
AZe gdZegd Yredxtel 434 A4S stk 2 A3E 7] % 100 YERAAC.
F 10
AA HE B8 gn| Aoz {9k #F
- vl o] FHo| AFAR
D Az otE | <5um @ 24 A7 & 69, RT
E Tz 0}%], <5im @ 24 AN 7F & 64, RT
F oz okEl ) <5m @ 24 A7 & 69, RT
G Az ok <5um @ 24 A7 & 69, RT
H A= >5um @ 24 A7 & 6, RT
Jolelel o8] & F d%o], MzrUdzmHFZelo|=, CARBOPOL 974P X+ CARBOPOL ULTREZ 109 &A1= 84

UH el 2o %

AAld 8 - FEA 7A BN
ACCUSIZER R 770 / 7T70AE A}&-

[ele}

o
JA-S o

7171 ZZ (Instrument parameters): AA:LE 0.5 um ~ 400 pm, AA HEY : FAH(summation), 33+ H= 3
A:0.5 um, T/ A7:60 =, AE F:128, Vessel Fluid Vol:100 mL, 2:60 mL/min, H A4 (Max
Coincidence):8000 AF/mL, Sample Vessel: Accusizer Vessel, AZ AL gle, A A=7]1:10 V o], 4=}
T ALbNo, X H$:5000 ~ 8000 YAH/mL, AE dlolE] AH7F:Aeld | Subtract Background:yes, A-E <&
g sl
M= 0] 0 f2 AP (glass scintillation vials)ol A& Al BFE Hrbsldivt. F5AE AREsl o
o Y-S wet AES HId. 0.2 pn= 934" FHFTE F 20 nbg ol HuMEY. 1 & 5 fEEs =
=3k A slrh. o] o HHd3] FAkE o] JEA FRlgt
W o oFE0.2 um) FHTE AE 8714 A2 MAS AP, F30E ARSEte] FHjE AEe dFE
ks A 712 &2t 5000~8000 HAF/mL Atole] AA & AlFEtr] f18] dad wek ARE 543
U A7 71718 FE A4S AlEkeka A4S 913 LA o] 5000 ~ 8000 YAF/mLele AT
A7) A AFHE 7] % 11(FEA8 71A 2459 A 27D YRtk
M 11
A A Ao 92 F7], m U5, number)
z7] 6 NG RT A)
F1 1.06 0.82
F2 0.74 0.77
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[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

SES06l 10-2742522

F3 0.70 0.77
D 0.80 NP
E 0.79 NP
F 0.85 NP
¥ 119 334 F1, F2 2 F39] dHolEeoA & F 9= uiel o], MizdzxIF=alo]= CARBOPOL 974P &+

CARBOPOL ULTREZ 109] &R 484 714 24 €ﬂ17ulﬂﬂgaﬂ4q,§g o] Ao 6 A mob
Axd w g Ywedate] HEJAAY7F 271 HaYAA 7] 209 Ry AXA FEE SSIY

AAd 9 - A HF AFE X A (In vitro skin penetration diffusion study)

X &= (Franz) EAF AlE A AE1S AFEslo] 273 QIZE AlAl 3o FlolA F137b4]9] Alg# U 3 =
et ARE AAste A9s FIdss. FEg g s tYdst A Al kA 87 Ay
SAsATE. gk o] Ui IH= HolZE HAHA %

[e) =] [e2]

¥ 12
717] Agilent 1956B MS (TM-EQ-011)
=k XBridge C18 4.6 x 100 mm, 5um
o]} (Mobile Phase): A: ofA|EY o] EH (Acetonitrile)
B: 0.1% Formic acid in water
AE: AZE () % B
0 50%
2 5%
5 5%
T 1 mL/min
AP LE! 30° C
MS 7<= (Detection): SIM 854.4+ Frag 180, Gain 20
THF: 20uL
AFAIZE: ~ 2.86 min

X A= FAb A E(Franz Diffusion Cell, FOC) Ad - WiE

L& o7 AJA] ¥ 4= NFFTB(New York Firefighters Tissue Bank)olA #+13ich. o

= AFZAA Bom 22 289 93] ~ 500 ume FAZR HAAES vA Wtk 24 234 IRE Bk
S, A% o}H7H] IFEE -20 CoAA] Y5 BAIT. AEsH7] ol 55 YeaoA Ade] A4 &
A PBS &30l @7FA F sAWNAA 2 HEAE AASS Y. AdHoR
] ol ARESIITE. 2 Adel tiE] 2 e Ho 7R ARgssie, 74

)
e o
Ak gehe 3 sl BARE A

¢

b

83 HA AZ(Receptor Fluid Preparation) : o|¥] £3]% do|egel ZAzd 7]5;}0% pH 7.4°04 96
% PBS(phosphate buffered saline) @ 4 4 dlo]|==Z2 I ZHH|EfALo| S 2 AEH(HPBCD) Y &4 ﬂ%
e O}Oﬂ‘ﬂr SA FACF 0.4 ng/mb)olA 7] Salee A8 Bt A=A (smk) FEHIE FA 3]l
TS E?iﬂr. F&A FAE ZapCap CR 0.2 um & T3 TS BV &< EHID o224 Er|AZ .
&3 FAE DTS FAATIHA F72 20 & Tt wukste] hdgk )7 BAEEE ST,

182 @ AAle] BRE YEaelA ZAulel 30 ¥ Hok AAl ¢hd FroA slEAAL. A7AE
g ksl alEAZT. A IFE A Ada ZhEdFHe] 9w EE% RBA d F=
E Feto]l Z(Kimwipe) 2 71ZA] wal g
& 3 ¥ o wkgdte] v golsls IH =& AR, olojA FEA %‘(receptor wells)S &7]®
FEA FAR At vEE FEE wwt GE 2 F8A Do AHUbskelek. s A IRE AR
& B9 ARgst. HEE ~ 2 om x 2 cm AHE o R Fgk
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= 712 Ao Skl fAslaL, AdS (S0 de] A= o, JF
FUY. 2t ToA 2 s8] dS AdEste] SlZE A4
A

A FAZ AT, s BE JEE A J1golA AAH] 7 AT TES wY wAYIES
ATk, ololH, AL AEE Wk BY sl Wa 20 ® £k 584 $ARRE A5 (rehydrate) A AT B
= SEHE Agdon avena A9 Fa 32004 §AHAT. 9RE 20 F 5 I 74 9% %

Qo] A ¢bd A (the barrier integrity of each skin section)& Al¥3Ftt. = 944l AL A3 (membrane
integrity check study)7} &5 %W HA 84 AW AHo] &4 FAZ A=
283

A Z-& &} (Formulation Application Procedure) : A dS ¥ o zZ+d=o] HLsAr). 1 3 T 29 S
o] Aol AFESISIY. Ald E4ES A XE YA= r‘H‘\H(Nlchlryo pipetter) S AR&3}e] )Xo 10 p &
Foz HEeTE. olojA, 7] WMiFES 8 & AFES IF 1¥d BT, Alxe AE EFe A

FEA E2 AHE 9A TG AET dFeEAAe o4 Fo| & §h7] & 130 HeERHUG.

Iz 13
A A AA AE 3 AX 7 o]&F
Eik-2 HZ A HE e G394 &F
(% w/w)

F1 1.0 wt% 10m 0 182mg/ et
F2 1.0 wt% 10m 0 182mg/ et
F3 1.0 wt% 10m 0 182mg/ et
F4 1.0 wt% 10m 0 182mg/ et
F5 1.0 wt% 10m 0 182mg/ et
F6 1.0 wt% 10m 0 182mg/ et
F7 1.0 wt% 10m 0 182mg/ et
F6= 1.0 wt% 10m 0 182mg/ et
F8 0.5 wt% 10m 0 182mg/ et
F9 2.0 wt% 10m 0 182mg/ et
F10 1.0 wt% 10m 0 182mg/ cir
F11 1.0 wt% 10m 0 182mg/ et
F12 1.0 wt% 10m 0 182mg/ et
F13 1.0 wt% 10m pf 182mg/ et

sxrepeat analysis

83 £x¢ AZ (Sampling of Receptor Fluid) : 3, 6, 12 2 24 A|7bol|, 3D El (Hamilton) E}Y F¢ F
A1E ARt = 8A AREE 300 i AE BHFS FEFIUGY. AXS =84 wiKZ Hrlske] 300 w A

% #4 L wAsHa.

HolXx uig] & GEFE : 24 A7 F, PBS/o ek Tt Fofo|Z(KimWipes)E AH&3te] 9F-5 wodct. i
Z

APES Yol FeojolZza IRE AXAY F, AHZTS HolZ= 3 ¥ Wy - 7} Heolx dg
(stripping)®H2 A= Ho|ZE #9% dgo= ¥ 7lsta HolZE BAWY. HolZ ~EH(tape
strips)E FHsIL, FF B4S g8 FEARAT. AL A MY HolZ 2ERL AT FHYS5ES
AAsIAL, oo IF AH GAE JEr. S 242 deryoR o] g 43 F5H FoeR g
A k= olglst "ol ~EYL 7] A& 73 4 (mass balance assay)S 93] £434. IF-& Ho|Z
2 gojd &, 7+ 27te] 395 WA T A (spatula)S AFESte] 5 ofgle] HF Ao 2XHE )
gk, ®¥ 92 My 2HE $£-3e] 4 mL &t (borosilicate) fFE Wl YT, BE IF FZhS Eg
T, FE 29 Bas Ky HrFesich. o] B2 2mLe] DMSOE Wl Wil 327TColA 24 AJZF F<tk 8%k
st Ao FART. FF A7le] U, FEAY AE FFHAE 300 nL FHEL A3

AE Y 0 AL BHES Asd viep 22 B4 S Algste gZjgAdd dis E48k3.

A3 sy # 149 A vds A (dY] E8 2, transdermal flux)ol A &4 FAlo g sSeEA
o] Ay T (png/ar) D AA F1 WA Fl13¢] st 24x7F A3 & 33 @ A9(AF)2 Ady gZaea
Fe(pg/an)s HYetdth. = 12 AA WA Frell dis] 29 2 ddd 4288 sE(ng/anE 1=

F1
2 EAS otk = 2 A4l F6 (3 B4) 2 F8 W#] F13] i3] ®3] Wz Adgd Feed sE(ug/
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[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

anNE YT LAF Zoluh. & 3& AlA F1 WA Frol did 1 dgd 32
HER A Zolth, = 4% A4 F6 (W R4 2 F8 WA F13e] s 9] uj
(pg/a)E 2YZTE =AE Ao|t}.

*

rr

vy

g 0 A FlolA F62 shube] Algds Ul(in vitro) A7olAl HZ2ESG oM,
HA Heo] AFETA W Aol & A 95 ZE(lots) 2 HEESQITE. F6AS F
HALF6 2 %7]), F 1A ATl 2 AA S HaE L BlaE AT

g4 L (pg/an)d 1
=

SES06 10-2742522

el S =

2] F6 2 F8ollA F13e %

HA Aol A] Wi

¥ 14
2
FZHEgd Ad FAF (ug/cm)
A A f%ﬂ FE&A FA FE&A A FE&A FA ¥y ik
"Tﬂ] (Receptor 6 hrs 12 hrs 24 hrs
Fluid)
3 hrs
F1 0.000 0.000 0.000 0.000 0.202 0.030
F2 0.000 0.000 0.000 0.000 0.161 0.042
F3 0.000 0.000 0.000 0.000 0.056 0.138
F4 0.000 0.000 0.000 0.000 0.690 0.639
F5 0.000 0.000 0.000 0.004 0.780 1.337
F6 0.000 0.000 0.000 0.000 1.927 2.088
F7 0.000 0.000 0.000 0.000 0.633 0.882
rg" 0.000 0.000 0.000 0.000 4.910 1.508
F8 0.000 0.000 0.000 0.000 3.155 1.296
F9 0.000 0.000 0.000 0.000 7.010 5.679
F10 0.000 0.000 0.000 0.000 5.470 0.494
F11 0.000 0.000 0.000 0.000 3.262 1.098
F12 0.000 0.000 0.000 0.000 5.269 1.571
F13 0.000 0.000 0.000 0.000 4.903 0.548
*repeat analysis
T 149 Al & F gRel, WY (E3 % AS)E B I P9 §ES AL UL F
% 0.01 ng/en’ Pl E 14 R £ 1, 2, 3 % 49] AERE & = e wks} o], £ AL 9
HE S A9 DAECTRANSCUTOL P)E SHiats Jelexebe, sy (Es] 2 ) y= E =

T4 AAFL WA F)BEY F 24 AA(F4 WA F13)7F 848 | @, 1 23

et B AP Aol Aol R ME|FEe] glE B A4 AARY 9 & 95 A5 (EY 2 J9)E
HeEhd S wojEth, w3k, A7) AyE Ao]lFRHEES et F4 AR A oE g3 JE 34
E H1eE Aol ol AL dF HE(FY % Ao A T A HJFS v A g S B
+}.
AAd 10 - <17+ AX E83 9T (Human Psoriasis Plaque Study)
AzF AN Zga A AFEE] Y8l F 150 YE &7 AAE Az,
¥ 15
% w/w) AA HE.
BR16008A BR16001A BR16002A BR16003A BR16005A
(0.15%) (0.3%) (1%) (2%) (placebo)
g2l ghAl 0.15 0.3 1.0 2.0 0.0
e A
u g © AUSp 5.0 5.0 5.0 5.0 5.0
ST-Alo| 2 W E] & 5 NF 13.0 13.0 13.0 13.0 13.0
(Dow Corning)
vl 2} & NP 5.0 5.0 5.0 5.0 5.0
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3lolE HEEZZY USP gs ad 100 gs ad 100 gs ad 100 gs ad 100 gs ad 100
(Spectrum)

S e dAE sk & 150 79 steAS 77 6 Kg wiA(batch) A7 = A xSk, EEA R
A= 12kge] wiA] 7] 2 AlZsHglth. 21§ o] AAE 15gm SH|o|E FHe| EAFIrt.

ZE(lots) BR16008A, BR16001A 2 BR16002A%] A% &7 =
2 9 Ao 2R WEER YRS 7)o 91 5243CE 7FgsEA =
Fetivtk. FEFEEA YedAE AfolEEUEZY] tE FEE it
(spatula) 22 £33 b5, €715 /& WX (batch) 2 FA|aHA FH g
4k =78 ) E TKA Ultra Turrax o2 7] (Homogenizer )& AF8-3lo] E§A]
gatiaA HEEZSH/seE g gV &8gE Hvke oe, v A
(rinse)stal wWix|7} AlZbA o m A A wj7bA] 524£3ColA EgFalgivt. o]o]x viAE Silverson #&3}7]&
ARgste] At stk 2 -, WiAE dde At F4dE wizbA] ZEAe ua el Estal vjAE 3BT
o]t WYZAZ T,

Q

ZE(lots) BR16003AS] Az 4L v £t AESHYH 9 g 28 870 ¥, 8§51 73|

A w7px Tz wqz Z3sldA |, 52+3CE 7FEsith, gEFeehd YyedxES Aol F2YEE 2 udE

ede] ARE e £7]d Hrbsta, WA A (spatula) o2 &I ohe, 8715 4&/E wiX(batc
7 =4

hE fAstdaA 243 27 dojd w7bx] §25-25G 24k 2
(Homogenizer)& AM&3te] ZAIATH. 7 %, Z=2dy vX2 Z3siHA HEES
HEE A7 O, UvA R vdlP edR dAXA(rinse)dtar vlX| 7} A|ZHE o
TolA Zgalodtl. o]olA X2 Silverson #&A37|S AL&3dle] #4238 act. 1
7h @E wzbA] 22 v e} E3ketal wiAE 35°C o]stE WA Z T

E 159 9AE ZHzhe] AA] ik stehd 9 Eed B4 Axps 25ToA T= 0, 171€ 2 370
WA F 200] YERNATE.

e
offt
r 3
=]
—_
>

F 16
A|A H3Z. BR16008A (0.15%)
HXAE T=0 1 754 3 /1
21# (note 1) A3t (conforms) conforms conforms
£ (Assay), 103.4 103.2 101.1
=3 %(% target)
%= (note 2) 131000 cps 147000 cps 159500 cps
A YA 7] (number) 0.71 ym 0.70 ym 0.70 ym
Note 1: w|Aof|A] =gk A (0ff-white to yellow ointment)
Note 2: #@]sj~(helipath)7} Q1 g~ ~8e Ao HEIAE RV JEAZ Ao 45 = S 10 RPM
o T-E ~WER FH,

3 17
AA HZE. BR16001A (0.3%)
HXAE T=0 1 754 3 /1
217 (note 1) A3t (conforms) conforms conforms
24 (Assay), 101.2 101.9 102.5
=X %(% target)
%= (note 2) 195500 cps 154000 cps 153500 cps
A YA 7] (number) 0.72 /m 0.71 ym 0.70 ym
Note 1: w]AofA] =gk A3 (Off-white to yellow ointment)
Note 2: #@]sj~(helipath)7} Q1 g~ ~8e Ao HEIAE RV JEAZ Ao 45 = E2 10 RPM
o T-E ~WER FH,
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¥ 18
A A A5, BR16002A (1%)
HAE T=0 1 74¥ 3 44
2] (note 1) 2 & (conforms) conforms conforms
2 (Assay) , 102.1 102.2 102.7
=3 %(% target)
A= (note 2) 205000 cps 218000 cps 180000 cps
P79 A=7] (number) 0.70 ym 0.70 ym 0.70 ym

Note 1: ul 4o A wehal el

o B WS 24,

(Off-white to yellow ointment)
Note 2: #zZ|d|~(helipath)7} & FE vl A= Ao] BEUE RV AR

Aol A 45 %

&<+ 10 RPM

¥ 19
A A M35, No. BR16003A (2%)
LRSS 1=0 1 /)4 3 /49
5434 (note 1) 2 & (conforms) conforms conforms
2 (Assay) , 101.7 101.1 105.0
=3 %(% target)
% (note 2) 158000 cps 177000 cps 162000 cps
7 9A=7] (number) 0.70 zm 0.69 zm 0.69 ym

Note 1: m]Mo|A] =g 3

| T-E 295" 4.

(Off-white to yellow ointment)
Note 2: #g|sj2(helipath)7} U= P2 A= o] HEHE RV AEAR ALA 45 2

&<+ 10 RPM

* 20

A A ¥35 . BRI6005A (placebo)

E-“ AE T=0

1 A4

3 7/hE

2] (notel)

23 (conforms)

conforms

conforms

%= (note2)

256000 cps

244500 cps

222000 cps

w40l gk i

Note 1:

o] T-E 2WEE FA.

(Off-white to yellow ointment)

Note 2: a1?441*(11@\11path)7} 9= g oA ~Ei Aol HEIZE RV AEARE AL 45 = E<F 10 RPM

X 159
Hﬁ:mz
bli Ak, Ax

‘_L g 747,

=”§ f‘i A,

12 99l A F 2 Y0

42 36 Al

A" AAE dA4 JAPFA A+ A
(placebo trial )22 A=,

E7t8] 2= (vulgaris
gxﬂ o]ALg] LLA%

-Miz llEqu(sonography) o]-&-st

1 gds] %

A

A2 E2ka ATelA ARgE e,
= 29S wask [pd

¢ B Ev Tewe] WA =wast o
2 AB7] A A 1280] Al o5

FE 12 43kl AE 71k et

d@ R %—Xéﬂr 0~3% (0=

D)9 9 A e

o2 47 Aol it Z2+3 AAM(plaque study)9] olH] Ai=

_Qu]

el 13, 1

T e AE, T,

sl olF W (double—
A

WalA] o

F 21
559 B 94 B
a3 44 84 12 ¢4
(Baseline)
BR16005A (placebo) 0 0 0.5 0.5
BR16008A (0.15%) 0 0.5 1 1
BR16001A (0.3%) 0 0.5 0.5 0.5
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BR16002A (1%) 0.5 1 0
BR16003A (2%) 1.5 1 0
X 22

Za3 H7t - JIEH o R RHO Hat WSt (o] ® WE])

™ 4 ¥ 8 ¢ 12 ¢
BR16005A (placebo) 0 27 50.5 -23.5
BR16008A (0.15%) 0 -11.5 -47 -39
BR16001A (0.3%) 0 35 113.5 31
BR16002A (1%) 0 0 37.5 -3.5
BR16003A (2%) 0 82 35.5 58.5

=y
EH]
Epidermis ug/cm2
15
™
£ 2.0
L
=
= 15
u
s
- 14
e
wu
=
i I l:
o
a,, 1 mm ,
F1 F2 F3 2 F5 F& F7
Time Elapsed: 24hrs
EH2
Epidermis ug/cm2
3.0
)
£
E 50
5
= 5.0
U 40— | B
Q
T 30 +—
ki
E 2.0 4+—
E 1.0 |
0.0 : :
F5* Fa Fo Fi0 Fi1 F12 F13

* repeat analysis

Time Elapsed: 24hrs
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Delivered dose [ug/cm2)

2.5

2.0

15

1.0

0.5

0.0

Dermis ugfcm2

Fd Fs F&

F1 F2 F3
Time Elapsed: 24hrs

ks

k1

Delivered dose (ug/em2)

6.0

5.0

4.0

3.0

2.0

1.0

0.0

Dermis ugfcm?2

F6* F8 Fa

j B = .,I -
F1 F11 F12

F12

* repezt analysis Time Elapsed: 24hrs
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