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%A FE(expression wrinkle) d& 4 Ao d= RAS Fdsted Ado] e otH 89 54 @
gl 7l AE SEHoR 3 AUV|E FEoltt. XA FES gk om on, w4 Alolo] F3F, Ut H/EE
w7l AT d= Fe, 14 = 2 H(tics)(UH IHE T Y e oY 389 B9 £Fo02
3] A WrEEE AHA 232 EA0 wEd, B FES AR AW S g, o] wE3)
2o 9 81 1 zlo] W IS Axst

olyst %4 FEY FAH <A E HAUSS IHEE AFHo R = aste dH 259 e, olyg =&
7S b 255 A3k A4 #Ydde Adteltt. AF AU 25 ARE TS ABAY
& (neurotransmitter)e] A|JEA = o a = gk o] Wi, FHA AELYE

< O

olglgl HAS 3 REHw FAl FAAZE FEA AEEHI Qe I A @%5‘5‘(serotype)(BOTOX®
Cosmetic/Vistabel, Allergan Inc., DysportTM, Ipsen Biopharm, Ltd. and Azzalure®, Galderma S.A.)
[Carruthers, A., Kiene, K. and Carruthers, J. (1996) "¢J3F4 ¥R ulgloji]o] HEDm A A2ER ALE
(Botulinum A exotoxin use in clinical dermatology)" J. Am. Acad. Dermatol. 34, 788-797; Cheng, C.M.
(2007) "aZH Rl 9lojA] HEElw =R AT ] u]g= g% (Cosmetic use of botulinum toxin type A in the
elderly)" Clin. Interv. Aging. 2, 81-83; Ascher, B, Talarico, S., Cassuto, D., Escobar, S., Hexsel,
D., Jaen, P., Monheit, G., Rzany, B., Viel, M. (2010) "HE&]+ E3 AF<] n]-gF o #3l I A
Az AN 2To] = FUE)-FFE [ R oMH FF((International consensus recommendations on the
aesthetic usage of botulinum toxin type A) (Speywood Unit) - part I. upper facial wrinkles)" J. Eur.
Acad. Dermatol. Venereol.]o] AF&E 1 Qt}. o]g|dl 7|&L EAS &4 Y2 Ao zn +4%4 gy
AT, BHET S 7R AXA Yo S45H= ol EFde &S % 9 Aloshs SNARE H53HAE
AdslE T AS Aoste] FHe 2989 oI E xgdoaa AAT ALK (neuromuscular junction)(A7-
<& Ao FAAG ANEAEES AAAIZT.

Eale] wiHlAd &¥= 3 ~ ko] Ha ALV F Mg, FE $FE B AEHE 259 AR
wre} e} R [Rzany, B., Ascher, B., Monheit, G.D. (2010) "HE&lF E Aoz njz7hid gl (~A#o]-$
= FUE): 933 72 ((Treatment of glabellar lines with botulinum toxin type A (Speywood Unit): a
clinical overview))" J. Eur. Acad. Dermatol. Venereol. 24, S1, 1-14]. RE2E BA ¢4 & U a3

T4 F AGES dAAH, 1 gF T, S 2EYHw 54 FY F o] Al wet a3t 345 A
2EO FE A4 Hto] FF #A Hi HUA Q] ca. 40%0]13L, FH F 4/l ca. 20%0]F. ZEE, o]
A= BREHE 5219 vHEAHQl F94& I8 R s, ol TE5E WY WES AT =N HE adte]
& e s o3 BHEYE EA AP axe e 45 AYA T TUtE daE s, o
= A3 A9 6ukgo] Z23E Fdt. BEYE 54 A dFgow AHzlee WHe thertezd B Y, F
48 9 E Y & o Y] nEdw 549 A&l nEE . adelx EByeta, tE g
d3e] Fo7l BAEe dd Wetem uyE & gledl, I oliE WA fof WA ubgo] thA] A 4 9]
ok, Ak, uEA M-S A REEE 54 Age 7P 9IRE] BaEE(=10% FHE) 7Y 59 o
& 2 FEREY olYg, FAE & $l=(=1-<10%) ot eSS (ptosis), oMW wiH], EEEY FZ7F & ok A
Z, wAE %, o4y Z(asthenopia) ¥ w7F AF(muscle twitching) S¢ F2Hgo] whAlslt}, o]2idk &
2hge dAHolal F3F o] AEoly, 7 et AEE £ 9lon FHo| thAl AW Z 521S AT
v g ARAHORE T e § otk BEEE 54 AT NEE oldT AR s vEhde AA
F-2-g Abolol| S grFo] FFolof Jf= oJAbe} Aojdjof gt At o|m e wEW, oAl= 67]€witt

{

RELE 5419 viu|d &35 ZWsiy W
A9l BA P25 M A 2A4E )
ot BEdw 54 AgE <l

2
ol
kl

. S
i)
B

[ N
il
o

_9_



.
OfA]
[INCI:
&4

A
™
=~

3
®

=3
=

w

o~

[INCI:

A
Vialox
re

=

10-2013-0135819
™
ke

+o

5]
™
=

Aot = tobaE o] =]}

5
&

=

Al

o

H

e
[=)

3] A]¥E = Inyline

3]

LY}
2l
=<

LipotecAlel €]
o]

L

¥ (post-synaptic level)oll A %

}A| 91 Pentapharm/DSMAFel 2]

[e]

SNAP-25 &
copv] e 5

<
T

AA17

o

[<3]
=a

=
=

=

AIHE B ] (synaptobrevin) & ABX (syntaxin) 9] opv|=Ait M
A2 o]

o]

2 WO 97/34620 Al

=
SRz 849 2

p

T oA
T =
®
Syn -Ake [INCI:

=

-30],
=i

j

-3]

=

ol ZEY F8A9 -8 (clustering)
g AL EL o]
e Elo]

L

& 718k sl

o]

[0007]

Mgl THME w4 oy W oo P W BT TAT A
) ° = S ALY il
S CH o® = <5 o B T o o oy I i
<o o o Y m xCH i %0 B E e
2~ @ X Bl e ® o e = oF o U 3o = o o
v _ —_ — — g 0 T =
- 3 B} o N- 0 o) < 2 A B
S o 9 ~ ol ™ ol U B G X o
§ v 9 ;M W o pr & w o W om ® B °
o0 oo << = EL X o < 7 o A X 1o
m xR N o _%c T " A N o < ﬂ = Mmr_n K umM w ,DF oF 1l o e
i = . T = e ooy ol N i
T S A & o ° Fu_Ae E g
U p <@ + #E ol Lt ~ 7o OE > X0 = ) M.W HT_
g = 2w ™ N Ee By DT st T <
= 2w w e N AR S H wo
S g S Ly o - ] Hom o ooy
[S] AH © /h Ko< = O_ 0 il N Lf = o _WL et
T = EANCEE ol O @ T W= ) oF L
=t N Hr ET o o [ ol M Moo W
207 o~ d ) oy o o o B L
O o~ < Lol my FI oo oN o W A
= 7= 8 N = w AR *o B W T BOE T g
O =y (Tm o)} o < npE ey = £ X i wo B T = o
Thw ~F w24 g kTR I Moo
P sM s Do 0 0® o 3 g T B o ol o
o © B 5 w5 P w5 xO o B | oF %0
P e T T ¥ 5T B H A
Ly S _ — ™ - g = ~ B [
Do oW g H T, = ©F Y ~ELE
oy oy o = n ) ) on ~ ™
B _ T w B < o s B - = o o R~ = B
+ o & A S X o d o L o BT
— o< ~ ~ MY = B = ok B K
5 N O.m oy X E W] o 5 oo s _a& ] MEJ m_
? L8 bx ¥ 35 2E 0 ywl Ppdzr pgLl
”T R e BN Mﬁ_ i ™ b ® OH oo = :Mo o
T~ Iy B P ' o - 5 ~ | o i) ~
cl ST N B o o < T P K L - I
Jopgw  FR YN 4 0 PET 5 B w T TR
o o E T T ¥R = 2o o= Nwwy
= A Mo T AR T R oo
ny ) ny - X NF g o i
oy o5 0 o PR G — X y < T =4 o] X
~ B 04 < L » T o o i a.L o ) oE K
® o .M LM_ .‘wm + MM nm.ﬂ o q M __M_W MM Mu Jn =3 M:M bxﬁuo & m/,x w R ﬂM oI
~— et (&) o 2 —_ e =r o
e W ) oo 5K = = 57 = _ % ®m = B = N
NH AN iy ~ 3 Ny ] 2 o B 5 Wy 70 R ojo M Py = ™ ®
o XPWAW =T @ & SO B x° i of B P g T RN
X < oy X A = N T M = il I BN X
R TG S = i YN T BT = e M
D HZgH T om s COF ol oo 58P x =
S modd ST EIIT ow B4 ol A T mw
o g PR HFd g Fag R R TR
S o 1T o 2 N B 5 03 & Aoy A ™ ot
AT MI# Oﬁw o ~ m.o 0t ooa X q H OE T _ o Jm ﬂ.wo él ™ W) ET
o 2 E G I N - i EXOC N T u ,
o N = o o =] S L GERT) _&.E ﬁo —~0 o J E E_._ H_._ Ho O#a T
P Tl T M L Ea %&M@ BT Exvm;im,v = D)
R E R T oo g BT ke B i T w oW o " o o)) g T R
L L g% Waog e = AT T _armwwgamdr. ﬂﬂ%&r
T = —
of RWLW WE s P BThh wr o omg B ORI gmm XS
T HElT FR S® <k d<W hers W FThpggoedhn N iy
% 23 5 = ) = -
(=] [} — — — — —
(=] (=] = (= (=l (=] o
S =) =) =) =) S S
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[0015]

[0016]
[0017]

[0018]

[0019]

[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

ZIHSdl 10-2013-0135819

£ 18 Azke gEA geld mA B9lo Wit Ragh(E &3, w7 L olnt Rl & avel W)
EARG E e gRg A uEE 52 A5 A6 19 Febin 24EE AY) o nEE 54 AT
3 AAd 39 2B Ao Hm ENE welE

2R oldlE w1 AeiA, & EEe] & WA AREEE dF &0 B -9 guE Ve

= dg o) WAlMelA, "wmaEkt B YR wE ek Golis dN 9)ke] TpAlA wske] i Bk ofyel Ej Ao
s AL = A= AFEe] W3, dE =0 vARA ouje F5, vAg A, AR, FAHAM, = (stretch
mark), ZzHd, 22 FEH, 204, & AN 22 953 AR, ¥ 759, oled, By A7) T, ©H
G, ey A, g8 AR G, AR, ol 23, duzskS (hyperkeratinization), ZtskE, IH-
A tﬂﬁ}(ﬁﬂﬂtﬂ L S A B ol AR), AR F e A AW, =4 v, Sk e S
o), WnE s A, LAA-gE AR, 2k 2 G, R 4ES, 319, J*E}mﬁ](‘ﬂ]ﬁtﬂ Aw] &g
T BAEHEES) e e Qe 240 te A4 WstE ofvdhs Ao R AMEHET. IR i
T T8 8, SRR Aol ok Aty gk Ael(UN) Al mETel o7 F-Fk 2a(dw3}
gtae Aghel o8] e AAgolrt, wek gl Av]ele] =, o] wF, % 59 BW/EE vhgd 2
S 71FA 20 22 BE S 89Sk v w3te] o] dn

gl Aol "a @wst Ats Izte] dF w3k o, A B/EE JAaA7]7] 9 Al
ot

B dkdo| ]| olu|=Ale ALR ¥ = okol:= Fur. J. Biochem., 1984, 138:9-37 and in J. Biol. Chem., 1989
264: 633-673°] WAIE o] 9= IUPAC-IUB Astst W &5 93] (IUPAC-IUB Joint Commision on Biochemical
Nomenclature)9] T+Adl wEtt., wea], & £9, Glye NH-CH,-CO-OHE YE L, Gly-+ NHy-CH,-CO-& U
™, -Gly® -NH-CH,~CO-OHE el iz, -Gly-¥ -NH-CH,~CO-2 ehdict, g2, Segols ZA3S el
Y& slo]ZL 759 LEZ X3t olu| AR WAl Bzl vlo]23 2 FTAE)Y 1-7I=
HAVIZEE OH7F AAEL, 7|59 A% $X|3tA opn|xAite] 2-oln V|2 RE H7} AAHY, F7HA] HE
o] T2 71z HEE 4 Ut

oko] "Ac-"t= B wWAMA ofAE(CH-CO-) 7S FAISH] e AFEETW, ko] "Palm-"-S ZU|EA(CHs-
(CH2)1,=CO-)71E FAISH7] 938l A-gE ).

2 Ao, "HFE AUEFT]"Ee fole dE B9, od dAHE FHAS oYy, A e XY &
7], dAd 2 G747 E £ ouE ALg "

oA "7 etE fol= 1 WA 2470, vlEAsHAE 1 WA 1670, 2ok v sAlE 1 WA 1490, o
ZAE A= 1 WA 1270, % o wrEdeA= 1, 2, 3, 4, 5 £ 6719 g2g9AE dhele AAY =
A Es7|2A, GLdA7 %H B Yz EEI 43, dE 5o, o]d dAHH= L oy

by

aZEH, ola¥ CdA, S0, B9d, @Ay, Seh,

’ =4
W, 2o ENY, 2 EE, SAE ] B EQA oulz A g,

ol A "AAL B ol Sy oY) BrAa-wrA o]FAY, whEAs e 1, 2 B 39 Ba-va
%@%L% 7R, 2~ 2470, wiEASHAE 2 ~ 167], By wEAsH= 2 -~ 4, B Rk siAlE 2 ~ 12
5 dAsAE 2, 3, 4, 5 £ 6719 @AaUAE e AAE Ee AR BXsIEA, 259
EU%L% T ZFACIEHA don] ddAgel o EAbe] A FEa A, A Eof, old ¥4
= A2 iy vid, 2, Puddr] $& ¥deke vz Abgd

Wgol A "eyldo] ek golt sh) ool HA-Ea AFAY, WAL 1, 2 EE 39 Ba-wa
FATE L. 2 WA 200, SRAAE 2 A 160, BT SIS 2 04 10, o1 s
WA 120, E1S B SRS 2,3 4, 5 i ol BaddE Bk 409 e Y g
A, @Rl Ed AL EE 2Rl 24 om waAGel od Bl Unx HEy Adse, €%

of, oldl WHHE A o} AEY), 1ERIY, 2 mEslY, 1HEY, 2, 3EY, Landa)

Hom & o r
o
)
_,d
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[0026]

[0027]

[0028]

[0029]

[0030]

[0031]

[0032]

[0033]

[0034]

SIHS31 10-2013-0135819

2
Ll
urt
9
%)
9
o

AE = A2 ol iy NSRS, ANSRAd E=

=
Bowol A "AZEAA e Solt 3 WA 200, mEAsAE 3 WA 16, mek sEEsAE 3 WA
W, 8% ke 3 U 12, 9% © nAsE 3, 4, 5 i 670 HANAE PHehs mu-
t EUAZY T3 AWEARA, GQAT 3} B4 dulA Rpa AFse, AF Fol, o
Ae ol NZEZEd, AZEyY, AZEAY, AZE8d, AZ299, WY 42294, dig A
92, Sestel=zeld, Hlstel s, BustetolE 2 ddl S8 EPse o)z AgEr.

B odgelA A FReAd e folt s o)abel Ba-wa olFAW, WEHaAE 1, 2 B e wha-
B olFALE M, 5 A 20, wEAAE 5 WA 167, Bk AL 5 hA 14K, B9 wA
e 5 U4 12, B8 © EHESIE 5 EE 6] BAIAE GRS R Bt EIAIY 9IS
AWEA 2N, BFANENAL EE BRAENA Fom waAGe] ols) Bl vl R AT,
% Bol, olo] FHHE A& ohi AFRAE-1-A-1-97] & TS lmz AT,

2 ougeln AERAYId e Golt st el Ba-wa AEAY, ugAsAE 1, 2 B e wa-
B AFATE M, 8 A 20, EAAE 8 WA 167, Bk mFAsE 8 A 14K, B9 wA
SlE 8 WA 12, U8 © HHASIE 8 EE ol BAIAE GRS R Bt EIAIY 9IS
AWEA 2N, BFANENAL EE 2RAENA Fom waAGe ols) Bl vl R AT,
AT Eol, ol BT A oh} AFRSGE-4-dl-2-0ldr] B s vz AgE

EO('

ool A TolEsl el foli wha-wha Agel o3 AdH A G 1, 2, 3 Ex e BEE o)
2 ololxl, 6 WA 301, wHEIE 6 WA 1870, wek w6 A 107, E% o sharaehle
6 e 10719 BAAAE HAshe WESV|EA, d& 5o, od dAHH= AL ol Hd, vxd, ty
9, QY. WUEY EE olEehd, m olRdy] 52 Eaehs vz AHed

2 dgol A "etEAY g §olv 7 WA 24709 SAYAE Fste WESVIE X3E SAV|EA, gdE
ol o3 Ao ywA FEH AgetH, oE 01, ole g HE A2 ofit —(CHy)ye-3d, —(CHy)i6-(1-
Uxe) —(CH) e~ (2-H2ZE), —(Cly) 1-CH(HAE), 52 X835t QuE AME-H),
R

)

oA A EATE gl 310748 WME JH wetea weEA, sht ol 3 A%

e A 1, 2 EE el 2el QA7 Bavh ol Ak, o Sol Ak, Ak ER Holu, xa mi
BERY + Qt wers 1 duigd. B o3Pl 2Ae M, duzAelFe AFY, meAZe,
ol 2Y EE EelAEE Azd, §9E noAE E3e 4 glew, gedudesn Ax, wa E: I
ARe ERA2Y Brigel s Asha 4 odu, JeAEHon An QA 4Fsd 5 Qow, dAHA
4 uze PR EE 9l 5] w959 ¢ v no s, da2l3gelgs gojt 5
SE 019 S A e A Lo AT g S A5 A, A, 98
JY, REA Y PerEdel k. ANZWY/EE Seid de WGE AHzAZA oF 59 d9
W, 9%, B, Hod, WEF, ouokEd, Awd, AE, At % el uo

wowgeln ezl RAU ] B ol AP EE MAH WFE AHzAZA/Z AkE U 2A, &
7% 1WA 3] BRA4E FREn WS AHZATU/E 2 WA 2009 BaAAS 1 A 3 @
a7t ohdl 9AE GRS, BAAT e v e

ofsf #akel v FEd Astn, dg Sof, ol dAHE A
obut —(Clly)olmthEd, -(Ch) i EdokEd, ()i Elold, ()T, (CH2)16 vEHd 55

e ovleld.

Fall 71 wokell M olsiE= mieh o], A7) A T|olA o Aol Agho] AT & JUnk. wEkA, E
g o] ow gt je = Aol EAE 4= glvh. 2 el 7l 9101/\1 A k7)ol A7k 7‘&.‘3’_ Tl 54 @
o] shit o] o] Ag7hedt Ao, v ﬂ%}?ﬂ % 1= % 2 9

= rlr
J—‘
2 ©

oA, 3l whAEE 1 AR s olake)
A AE B, ol BAHE AL oM G - €, %fg; spol=

=45 G - G FFERYESA; G - G SAIFEY B4, f4, BE 2 80=9 T2 2l Aojx; UE
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[0035]
[0036]
[0037]

[0038]

[0039]

[0040]
[0041]

[0042]

[0043]
[0044]
[0045]
[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

ZIHSdl 10-2013-0135819

2 ol %(azido); C - C ¢ZAEH; €L € - € ¢ZEL,; obESA, oAAY H5A, -NR,(C=NR,)NR.R,
[o] AelA, Ry R REH, C - C €Z, 6 -C &Ad, G- C €719, C - Co ANEELEZA, G - Cs oFFH,

Cr = Cy ob&d, 3-1078 ¥ SE2ASE = o] HIV|2 FA5E ToRFE SyHor Aug]

=
A AA Gl A, 2 EHe s dAE Edshe I st Al wge] #ek Aot
a. TR REdy SAe de B/Es 5 95 F9fol Fojss &, =

b. SNAP-25 whul o] opmiih M del E3tH o] = 6 S
No.lol 2l&] Aol 7] Uutal (NS e 3Fgor w ofslrog G733 ko] 3l o]ite] HE)o]

L
1 YAl A Al (stereoisomer), o]e] EgE, B/E= PFEOR He A oR S8t A BH/E

R1-AA-R,
(1)
[o] Ao, A% obmweat A< SEQ ID No. 1ol EHEo] Q= 6 U= 40719] <14 ofuwibe] AHdql]
71 A (1D st ol ge] AABA fef Berol=, 1 PACFAA, ol EFE, /I FP§OoE
T ofgH o HErbsd o o
o) o)
H H
N N Y.
et A M A g,
o
OH
(1)
[o] 2ol 4
X2 YE A ol W uAA ofrlnmAton THE Fombe Hyxom AeH;
R RGE H, A% EE WS 08E APE7), A% wE w8 GYARY, A9 £E 02 #H A

d, A% e vAE dHzold e, A8 E= v XS obd, A% e HAS ofg ¥ R-C(0)-2 7"

R W R'E -NRR, —ORy % -SRE THE TOEWE SYHoR Husvl, of/dd R, ¥ R H, AF Ei
HAE NBE AYEY), AP Ew= A deAFY, A% wE A AHZAFY, AT EE WS 6
HEZolden, @ i AT ofd, ¥ AP wE MNP olBAR THY TORVE SPHOR HEH

o714 R H, A& = BIAE vy A7), A& Be vA dPAEY, A& B HAE ofd,

Ri R'y B Ry, R 22 fiElol= A o] opm|-Zeb(N-21h) 3 Jt= S A2 (C-2dh) o Addn

_13_



[0053]

[0054]

[0055]

[0056]
[0057]

[0058]

[0059]

[0060]

[0061]

3IHSdl 10-2013-0135819

Ak Aol

T ue 54 7ddelM, durd (D2 As= et =] npe# sk 3= X7F ~Gly-, -Ala- B -Ser-,
wr} whgkalllE D-Ala- EE -D-Ser-¢l TFo|T},

=

T 0 54 gddelA, dwk (IDE ZAS = efol =] mabAdh 2= Y7t -Leus Hi= -Met-, Hrf v}
A A= -L-Leu- == -L-Met-91 F-Zo|t}.

T uE 54 e, R R R sky] ARk (11D 9] &2

(o} (e}

)Leu/\/\o/\/o\/\o/\/\”w

o'n
(I11)

[o] AolA, ne 1 WA 1009 HAolH, wtgh&aiAl= 1 WA 591

R R=C0-[ 7] M Re= A& Hi= A& C-Cy 4 &2, A T HAE G0y 27 2oz, A&
= HAE CCy &71d 2oz, A& s WX G0y AS2dd 2y, Ag T vAE Gy NER
Ad Zz, A9k Es vAR GGy ASRLVIE 2, A%k T WA GGy oFE #Hz, A% =
H[ 2 8E C-Cyy oF2Z 2tz 3-10719] o] WinE 2zt A& = A8 eS8 duzd, 2 WA 247

o WadAs 1 WA 3709 @At ol A48 FRe B Azol 1WA 6709 i A4 AF E
A% delzelded duzE THY Touyy Aug] THY Fonvy Sgxow Addd. wIs)
10 3 - &

TS S

fr

AR 2 R H, ofAE, tert-FExY, XY, 2-vEddxed, AS2IM7HEA, SE=Y, b9,
g2y, "YPrEY, ZVEY, ~HolEd, HEHd, SHed R JEdodE E ToRRYH 5yPALe
2 AYEn. 1o v e A Ry 2 RS H, ofAE, dAed, SExY, g92Y, Hg2EYd B I E
A2 FAHE ToRFYH SHAoR Heg.

=
T gE 54 oA, Ry E R'yE -NRRy, 0R; T -SR:Z 74 Y Fo2REH Sgdor Muyn, oy
oA Ry 2 R H, X T HX8 C-Cy €7, A3 T B3 00y EAE, X3 T B3 0y &
719, A% T X8 GOy AZFELZ, X8 T A G0y ANFRZLAY, A3 = HXE C

A& BE= AR GGy oFEA, 3-1078¢] aiE] fME 2zt A&

AR AR, L 2 A 2009 BadAe 1 WA 39 Bt opd A48 gae 9 A
o] 1 WX 6719 B YAl X3 & nx|3 e Zold ], © AnkA (11D Zw[e] AolA, na 1
W= 1009 Hedlel™, uigasiAles 1 WX bd]E T8 To2HE 5940z MAudr). doMgygoe=z,
Rk Ric 3 e BEI Ba-ia Afel o adsHe] 44 U4E Tgehe 992 94 + Ao o
2 Ry 2 R's= NRRy BB -ORs2 7Y Fo2RE S¢dozg Adyy  o7|odA Ry 2 Ry H, X3
T HA3 C-Cy &, AF e HX 3 GGy EAY, X3 e HX3 GGy &71d, X3 e v X3
CoCio AERLEZ, A3 = HIXE C-C5 oFd, B 3-10719 WHE zZte X3 == v X8 JHIZAEY, 3
YA 101 9 E Z2te 18E x3sie &4 ’\V\O] 1 U= 6709 g AR X3 = ux3 dg 2ot
47, @ guka (111) o ZH[e] AddlA, ne 1 WX 1009 HHdelw, algasiAl= 1 WA 5412 F
B FowyE SYdew AdEn. ek A R % RS U 8, o8, 94, £od 8 A ez

=
.
weth, ud o WA R Holm, R H, HE, g, @4, =d4d 2 @agaw
cEE!

TAE werry dudd. o o wgAd Fded wEW, R, R Rbe -0 R -NLE 7EE woRiE

=gdow HAewd,

Roge] el spgg mi ofetd 2Bl FAE: RAelmt AR Ex QAo EFER

A EAT F T dE 59, FElel=E st How |- O]XﬂHHOj(L—
)|

configuration
2 ojw Ao

» A
-
T
ins
2

_14_



[0062]

[0063]

[0064]

[0065]

[0066]

SEE e FagAlold @A E3tE(diastereomeric mixture),
% ATk, & o] el g8

e ot
o flo

E; T 1 H
A FaE E5 oA, F, QAL TE ALY ol AAolt. B Fol, WEe Myl gl W,
shpe] opuliite] Wla-ad & ALk AL AMHE A%, ol olwAe L-Ala-, D-Ala- EE o] ¥ BA

R A [e)
e . e =
Gan] E vEAn EFERTY Agutis 28 old @ solth. ¥ WA /%8 He YAt A%
A =] + =

AP (configuration)& 2t ofn|ibs Adeigtosn & wgo] Jetol= FrAel z2b Aol A=

g AA

A= AL Thestl wd

& AN, "SNAP-25 ©l o] obul et MARRE felE s opbn|kedt AA"e SEQ ID No. 1ef o3 e
¥, SNAP-25 @] opplieql A E opulledt A whH; Has SNAP-25 WA S S zhe fEel=
o s TRt dASel, S ol dbe] opmiedte] wlol AQ), AMAl Ew X g ffsAG fd hE

(genetic code)?] WAoo ola] SEQ ID No. 1 A &3} t}E ¢lolo] ofmil AHES on]3i},

o], A Es A2 frAew usty ofviedt e FEstE A o2, HA ExE A opn it ¢
3 fEE g lem, ofYd oAt dE 5, ol FAEE AL ofHu, ANEER, eE2YH, A=
A, HARA, mERR d-opn| e RE 24k, 2-0lu| i R E E4F, 2-0bu]| ko] A RE| 24Y, 6-ofr| m A=l 14
Zelekebd, 2-vzdedeid, 2-opumdlRAt, 4-ofvmmldt, 4-SREAEAEt, 2, 3-Holn| mE 2 v 24t
2, 4-topn = REl 24k, AERAR, JtEUd, Aa", dyden, szt gHellddehd, stolESA|=
4, gE-o)AaRo], dR-Ef ey, oiaYdAFEAisonipecotic acid), olaAlY, #HIZEA, 2B,
HEl-ebd, m22oal, N-vdopn)ieqt, wE- Ei= Zup-opn|dl & 8 O feA] So] k. WA ofv]
LAk BE5S =F "HEfo|= Ao oA ol 9H Q] o} :4H(Unusual amino acids in peptide synthesis)"

[Roberts D.C. and Vellaccio F.lollA; "3E}o]=(The Peptides)"[Vol 5 (1983), Chapter VI, Gross, E. and
Meienhofer, J., Eds., Academic Press, New York, USAJellA; X+ NeoMPS, Bachem, Novabiochem, Sigma-
Aldrich, Peptides International, Advanced ChemTech, Chem-Implex, MayBridge Chemical, Chirotech
Technology, Peninsula Laboratories =i RSP Amino Acid Analogues$} 22 o] #-ofo] HEZ<Ql 3Arle] Fx
e B4 Febd 5 gl

g
=

el sdE we ok

3 ghx] ZAl & 35 SEQ ID No.lol 2l &= SNAP-25 wha o] ofn]
B fFdEs Aeol=

K|
T HhAY A2, SEQ 1D No.2ell <J3 e]s = SNAP-25 whaide] ofn)
T SNAP-25 el hEmAl-uiek Be9), BT whgkA sl s SEQ
No.del el Aej¥= 10 WA 22 7] Arelof -9]e] Aol eho] gli=, i SEQ ID No.59 ofsl A<
25 WA 40 7] Atole] H-glel o] glE=, W SEQ ID No.6oll oJ3) AejH= 65 WA 81 17] Apol
o] H9jell E3sle] 3=, SEQ ID No.79l ofal goj=]i= 181 Wi#] 206 7] Apole] F-9fel] EFH o] 9=, nrt
getatAl= SEQ ID No.8ell ofsf Aejsl= 12 WA 19 7] Apo]e] ol 2gs]o] 9=, Ei= SEQ ID No.9dl
ol o=z 26 WAl 38 7] Abelef Fglol EIEe 9l=, Haz SEQ ID No.10°] ofsl A== 68 WAl 79
7] Apole] w-ojel EgHH o] gli=, 53] SEQ ID No.1lell ofdf geojs)i= 12 WA 17 7] Atele] el EFs
o] = A ofvlmAate] M, % SEQ ID No.119] ofvliit M-S FHi-ab= SEQ ID No.doll :EFHE] Sl 7

WA 12 91 obvlmale] Mg 2

e lo
it
+

Jr
O
t
ls
v
€3]
s
S
=
o
w
=2
Lo
:%
o
lo
g

24
=} il
> oR

gk

rir

E3], alg#A3 opbn] Ak A<E-e SEQ ID No.4, SEQ ID No.5, SEQ ID No.6, SEQ ID No.7, SEQ ID No.8, SEQ ID
No.9, SEQ ID No.10, SEQ ID No.11, SEQ ID No.12, SEQ ID No.13, SEQ ID No.14, SEQ ID No.15, SEQ ID
No.16, SEQ ID No.17, SEQ ID No.18, SEQ ID No.19, SEQ ID No.20, SEQ ID No.21, SEQ ID No.22, SEQ ID
No.23, SEQ ID No.24, SEQ ID No.25, SEQ ID No.26, SEQ ID No.27, SEQ ID No.28, SEQ ID No.29, SEQ ID
No.30, SEQ ID No.31, % SEQ ID No.328 4% TozXE Muss xdo|tt. ®Hrt utaz g ojn il Ad
2 SEQ ID No.4, SEQ ID No.5, SEQ ID No.6, SEQ ID No.7, SEQ ID No.8, SEQ ID No.11 ¥ SEQ ID No.26°.&
TRAE To2RE AYEE Adolr).
T, 2 oddge] W 38 e 2] 5}
FE  faEe fElelmet AP om 4w HEel=m X
(substantially homologous) HEFO]|="#h= &0 olu|it A go
]

sop, woh migAaAE 05 ARl AL el "EAR HAE'E T owa oundt Adg 24 da

12
ol
2

BN

oX,

i

rlo

E

N

L

12

Y

H o
o

e

oX,

i,

(optimal alignment)@ o] o5 F ofuliit AQ Aole] HAg ofmlite] JAEE olmlshs Howm, o
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2 ool WhHol 38 e oFshd A Ed REw debd (1D 98] AoH e FElol= S oupk s
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297d B, AR EE U GGy oFd SUR, AF T D C-Cy b2 27, 3-107]
B b AR mE AR AHRAZE BU, % 2 WA 2000 SaUast 1WA 3749 Bt
g FHek 47 Aol 1 A 6749 BAUA S Ei WA AHzolRd goie FHE
| Aeach. vigrel, RN 1, obE, tert-Ehed, dahed, 2-vdeaed, AZmeis)
22y wd, 92, MelsEd, BUEY, AHcrd, WY, ¥ B elwdedw
TAE Foeyy duuc. no vdAsl, RN H, obAY, e, Sehed, Bherd, vYsEY
THE wowyy Agud,

Hell A, R'E NRUR, 0R's T -SR'selod, ol7lolA Ry % R\ H, A8 EE wH
CrCy 2, A EE WA Gy BAY, A e AR -0y DY, AR EE WA GGy A2
7, A EE WAL G0 AFEUY, A e NAD GGy AZRAY, A8 EE WAL GGy

3}

24709 RS 1 WA 3709 Bk obd A4 ek 24 Alge] 1 U4 6719 B x4 A@
g0z, R, R.E L8 EE

Fol o3 AdH] A ANE TP FIL IYT 5+ A wEsA e
‘4—‘L:: H, i]% H‘:% H]i]% CI_C24 OEL?E] i]@__' BE"L:: H]il% CZ_C24 OEL

R
Ad, Af = HAE CGCy &71d, A e HAR GCp A2, A& T HA GCs o, R

3-10709] MW E zh= X3 e H[X]E SR 9

o] 1 YA 6709 g4 AR X3 e H[X$ JHZoldUU VAR FAHE TOoEREH FHPHor AYFEY
woh wbAsA Ry 2 RGE H, AE, oY, 84 2 9 dagae pAY ForRY Audd. oS
vFEAEHA R'sE Holal, Ry= H, WE, og, a4 w4 2 dagaz A" Fo2RE Addn. wo

g whgrs e Fdelo] mhEw, RYE OH ¥ NLEPE At
= ge 54 FadAA, R\ 1, oldd, R, vesEd 2 BEdR THY ToRRy AuHn
AAS -L-Glu-, AAx -L-Asp-, AA32 -L-Tyr-, AA+= -L-Tyr-, AAE -L-Arg-, AAcS -L-Leu-°]il, Ry

NR'R's HEE -OR's1P], ofZ1olA Ry R RUE H, 918, ", #4, wed 2 AANAR THE ToRRY

rr

Yoz Ausm, vl R'E 01 £t NLolth ok miggsl, RS obiE E gvEdeln

R"= -Nolth, Buk o whgrdsiAl, p, r, s Bt 0]},

T oE 54 7Aoo, R 1, oME, g92d, mEsEd 9 3 ELRE Y FoRNE e,
AR -L-Pro-, AAE -L-Asp-, AAs2 -L-Tyr-, AAE -L-Tyr—, AAsE -L-Lys—, AAqS -L-Leu-°o]aL, R,
-NR';R'y = -0R';01H, o7]olA R's R R',= H, WY, dE, 4, 24 @ axjgaz 48 o2 RE
SHAew desar, wgrEshAl R'E -0 S -NHolth, Brh vighAshA], R" 2 oplE s dvEdel

R"= -Nolth, ®Boh o wpk4stAl, p, r, s ¥ t& 00|},

s

T o2 B4 pddoA], RS 1, oldE, g2, nasrEY 9 dueEdg A FoRNE HEUsal,
AE -L-Glu-, AAYE -L-Asp-, AAsS -L-Arg-, AAE -L-Phe-, AAE -L-Arg-, AAS -L-Met-o]il, R,&
-NR':R'y HE -OR's0lH, of7]ellA Ry 2 R',EH, WE, olg, g2, =d4d 2 aAgAdz AR o Rt
SHAos Mesa, wEAsA R -0 B -NHeolth, Bk vpaAlshAl, R' S ol e EE FvEYoelil

R"= -NHolth., ®Bok of whgr&siAl, p, r, s 2 t= 0°]H.

E e 54 Pddeld, RYE B, b, SR, mesEed 2 SvEds p4E PomiE A9,
AAS -L-Glu-, AAE= -L-Asp-, AA;2> -L-Tyr-, AAE -L-Tyr-, AAs= -L-Arg-, AA¢S -L-Met-©]3l, R".&
NRUR'( R -OR'OlW, o714 Ry R R H, WG, o, 94, Eda 2 AaEae PR pomy

Sgoz Adun, vEgAstA R 0H EE NLelth, woh vigdstAl, RS opAY E BulEdol
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f
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[0098]
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R"»= Npolth, Bok o whgr&siAl, p, r, s R ti= 0]t

T oE 54 FddelA, RN H, ofAE, -2, vaEd % EVELdR A4 FoRREH AEsa
A2 -L-Pro-, AA® -L-Asp-, AA> -L-Tyr-, AAE -L-Tyr-, AAE -L-Arg-, AAe& -L-Met-olil, Ry
-NR':R'y HE= -OR'501H, of7]ellA Ry R R'y= H, W, o, 4, =4 3 aAbde A" SertH
SHAeor dusa, wpEAsA R -0 = -NHolth, Bk wpsastAl, R"2 oMl Ex ZrEdolal

R"»= Nolth, Bk o whgr&siAl, p, r, s R ti= 0]t

=

= o 54 P, RS B obld, SR, MesEd 2 SvEe
vRgrsHAl R 2 H, okAlE 3 M EdR FAE LoRFE AEHa, R
e A

= e 54 7 oA, duka (V)] fEte]=% Ac-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Leu-NH,, Palm-L-
Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Leu-NH,, Ac-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Lys-L-Leu-NH,, Palm-L-Pro-L-Asp-L-

i

2 A ToRRE e,
-OH

T

rr
i

0

)

T NLE 74 o=

Tyr-L-Tyr-L-Lys-L-Leu-NH,, Ac-L-Glu-L-Asp-L-Arg-L-Phe-L-Arg-L-Met-NH,, Palm-L-Glu-L-Asp-L-Arg-L-Phe-L-
Arg-L-Met-NH,,  Ac-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH,, Palm-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-
NH,, Ac-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH, 2 Palm-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH,= 4]

| woriy AduHn,

2 oo WRo] g e ofEhA AL HEelme g oR e oA ow FErlee e 2
wol el Yo FHETh, B oA "sgg o i ofstHor 38753 Grojgls fole dwizow
8, 53] AMgA AHEEHE Ao AHE A5 duste Aow, olde 947 HIF 95 A= A
|HE do82A, odE E0], oo IBEH= AL oYY, #HFE, UYEF, ZF, Zw, tde, w31k, g,
ofd e dFvWE T 22§74, e oldoldl, tlodotdl, ogzit|oll, oggolnl, Tl egoll,
ol=7|d, #4l, s|A~Hd EE FH etz T3 22§79 e AP HUF domA, dE 5o, old d4E=
AL oYL, olAEAA, AEEA, FEAE, TR, Ty, ElZ2EEd, FriEsked, w2k,
of~mEhzIned, SR EAS, A4, S, EYEFROMEMNS, S, R4 B S5
A T 22 771, BE AdE B9, od A= AL oYy, dsE, e, S Ee i 52
e B9 So] x3ET. o] Ao g or = Eow FgrtssltE AAsk, 2AHeA 9k
7F ofutt. i W el WRo g H= ofshH A EC] HElel=9 g oR e FEHoR FEUtEe
AL I3 Fofol & AR FAHA Wl o8 d&  UAvk/Berge, S.M., Bighley, L.D., and Monkhouse,

=

oI (Pharmaceutical Salts)" J. Pharm. Sci 66, 1-19].

Lok, odyol el sl e oty A EC FElel=v AA|o] & (biocavailability) 2 ¥ @3 4H
ojvf A3 A AR (crossing)d &oldS IA1717] f8] 719 4Rl ey WAds AF 4 ).

FEPol == A S A = AV =29 8

T =]
=1 - =,
Aetol=e] HHS FUAZ & g oW uel M E S vk, 9§ mE ofery 2y
) 2=~ o
n

X b

ats
=
)
Lo
Q3

F3228H Harry's Cosmeticology)", Eight
[sicl edition (2000) Rieger M.M., ed., New York Chemical Pub., NY, US: "e|ZE. ZAjzo H7 A&
(Remington: The Science and Practice of Pharmacy)". Twentieth edition (2003) Genaro A.R., ed.,
Lippincott Williams & Wilkins, Philadelphia, US].

wge) el sgg wi ofstd AR FfEE Weelme 1 Ade 4 EE 2 Ade] /AT 9
ofu| - Yl/HE FhEEA-we] Jhegh Ao whel Eel gk &slde] debxivt. 1ejnR, fEelEe
5 o = jﬂ]:/}o‘l w =

woage) wgel 9§ E oFehd 2B FREL WElS, 1 dAlFAA, olf EFE, F& 3%
g0z Ei FHOR HEH Ao FRIWW ol 1 FolRe A, dAR AH, Fol Pz, %o
A5, D ASEE Betol o BYLS EF teel 4l uet gebd Aol
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He7ksd RIAE goubon FRsE oY B Tx mr Awy REg AAC AR F Ao

[Fauli 1 Trillo C. (1993) in "Tratado de Farmacia Galenica", Luzan 5, S.A. Ediciones, Madrid].
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Oél T 3 =

2 IH S 22 o2 oA

T e 54 FAddA, =
FEtol=, 1 GAo|ZAA, o] EIE, F2 sPFEoR TE ofsiHow
s I =dE FHHeE RS
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2 A A=A, Gozbss A, Udﬁi_%’?fﬁ Al(comedolytic agent), A A], DNA 54|, DNA H & A, oHA
34, 7H s UAA, O 5 7 9/ delAd, 23k (firming agents), £4 WAA, AgAl, A
A Z2AA, A e AR A3FA, ASEtolE wBAA|, wehAA], 3E 5A, TERX ﬁl_i,xﬂ,
A’d ) sh(reepithelialization) A=A, FEZ AT SA, AL E7FQ] A=, AA4A, &9A, A,

AT =3 g/Es A 2EA, AT RFY =54, dAFHAE AAA, FEEA, Az %@EH/\}
2-8A, WNI-da AAF AAA, R A, R oA e AdA, BER, ¥R, AuolESA

[oX

—->l

- ) il i)
ANEA FE2E, qAE 2d, 27 FE25, Ada AN 55 &2, 1UFE 25, HAX F&5&5 92 2
QAXGA (A A R/ B thel ¢l Fr] mE nuE FHSA)So] TIHW, o] Frt HELS XA
B9 & AEE, 53], £ ¥y AZ IHHe= Eubd (1) 2 (1D HAeol=s Feldo=z 4 318k
o2 gk 4 qlojof st} sk, ol Ut Ao Addo] B ol el JElojre o]d S 38
S L2 WA 7|A] golof s, olygt Frt i AL Y FE Y AEY FEEAYE FAA
d = o, Ada AAA o 5= F£X Aok, FUHEQ ddd uigk 71 CTFA International
Cosmetic Ingredient Dictionary & Handbook, 12th Edition (2008)\A ZrolE 4= it}
2 P d 2 EE oty fas 49 1%

A gk FE oA, 2 o] o] sgg e ofRhA 2AES P& o
ool (FEHAA H/EE FwsAd) F J;

vinifera), °¥A&W|(Rosa canina), 3% (Curcuma longa), °Folel~ BT (Iris pallida), Bl E.Zv} J}7+2
(Theobroma cacao), <23(Ginkgo biloba), ol@ulolX(Leontopodium Alpinum), ¥ Tz det vt
(Dunaliella salina)® &%, 38 w3l 1% o4 (FEUAA == Fx3i4Ql) A4 33E = s

AZ, A, ol #gHE AL oL} Sederma/Crodacl A Al¥EE Matrixyl® [INCI: w29l SElfIEbo]
=-4], Matrixyl 3000° [INCI: B0]EQ) HEgHeto]=-7, Buxe &2 ufelo|=], Essenskin [INCI: Z
F SPo|=FAME W], Renovage [INCL: Bl 2)=] 2 Dermaxyl® [INCI: ZWEQ 2] flelo]=

Pentapharm/DSMell A A]s8%] = Vialo ® [INCI: #HE Efo] =-3] Syn—Ake® [INCI: T Elol= Toln|w=FE 2
Wl dolu| = TolAH o] E], Syn ~Coll [INCI: ZWEY EHElo]|=-5], Phytaluronate [INCI: BAXEF
(AetEvel AelFeh) 7] E: Preregen’ [INCI: Zedl F(xolW) wuld, SAE  gueml;

Laboratories Serobiologiques /CognisolA AlSE+= MyoxinolTM [INCI: 7}¥e] 3u2AL dAFdAFE~

-~

(Hibiscus Esculentus) F=%], SyniorageTM [INCI: o}A¥ E|Ez}jElo]=-11], Dermican [INCI: o}& & ¥
Eageol=-9] Ei: DN-AGE [INCI: Mo} <telel(Cassia Alata)?) F%E];  Exsymolold Alws:
Algisum o [INCI: ®WeAgs qhradlo]E] T+ Hydroxyprolisilane o’ [INCI: HEAgls lo|=FAZ =
| ofxTEH o E]; Lipotecoﬂ/ﬂ A@E = Aldenine [INCI: 7bpEs] @ whald 7}%%611 T Ed, EY
HAglol=-1], Preventhelia [INCI: tlopn=2 23 eyd EgE}o]=-33], Decorinyl [INCI EgFElo] =-10
AEE], Trylagen [INCI: #FEQE|ZR U2~ (Pseudoaltermonas) W 2EE, 7F-Es] @ gl 71453

2 wud, Egfeel=-10 AESY, EaMelel=-1], Eyeseryl [INCI: olA€ HEgt#Elo]=-5], Peptide
AC29  [INCI: obAd  EFElo]=-30 A/EE¥], Lipochroman-6[INCI: Tl EA  FZnp=E],
Chromabright‘ [INCI: CHEHEA] F=Erld ZujgolE], Antarcticine®[INCIZ TFEYHEZR LU}~
%%, Vilastene [INCI: @41 HCl, @lA®l, Eg)sebo]=-10 AEEA], Inyline [INCI: ofdE A}

&
AMebo]=-30], Relistase [INCI: obEol27|dEAET ts|d 2], Thermostressine [INCI: ob4E ]
2}
S

Eg}3Elo]=-22]; Institut Europeen de Biologie CellulaireoA] Al#E+= Kollaren® [INCI: Eg]#]E}o]=-1,
d~E]; Vincience/ISPAA AT = Collaxy1®IS [INCI: 3A}$NE}o]=-9], Laminixyl s [INCI: E}=
EFo] =1, Orsirtine GL [INCI: Z(Oryza Sativa) %], D'Orientine IS [INCI: ThZ=oFAppRy 2ZHE],

PhytoquitescineTM [INCI: &< (Triticum monococcum) F=E=&] L& Qulntescme "Is [INCI: t]3]e}o]=-4]
Infinitec ActivosolA A== BONT-L Peptide [INCI: Zn|EY SANAHE}lo]=-19]; Seppicol A /\H{rﬂ%
Deepaline PVB [INCI: =9l 7}4=¥a] @ whuld] B Sepilift DPHP [INCI: T]Bv]ES] slo] = AL
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[0117]
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2]; Gattefosseoll A AlFEH+E= Gatulin®Expression [INCI: o}=adz} Z#e}Alob(Acmella Oleracea) F&E&],

Gatulin® In-Tense [INCI: 2Z&H A ol Wek(Spilanthes Acmella)Z FE&] T Gatulin Age Defense
2[INCI: =FUYF(ED)N F2E1 Biotechmarineoﬂ/ﬂ AWM= Thalassine [INCI: #NzfH *ZE];

Atrium/Unipex InnovationsolA] A]#¥+= ChroNOl ine" [INCI Ftzxz 0 d "HEZHE o] =-3] == Thymulen—4

[INCI: o}H € E|Ez}gElo]=-2]; Coletica oA A== EquiStat [INCI: /\Wﬂl—%%%, 24 F A F=
=] Ei= Juvenesce [INCI: olEAZeE B 7h2de EgSgfAdols, dEs, $2&3, dJEyye, o
2ul~etE]; Mibelle BiochemistryolA Al#E:= Ameliox [INCI: ZFE:41, Ei‘iﬂé, AgF vhEols
(Silybum Marianum) <€u] F&%E] TE PhytoCellTec Malus Domestica [INCI: =&~ Z=w2~E]7F(Malus
Domestica)@ul A|3E HH%“”], Silaboll A Al#% = Bioxilift [INCI: ¥4} oly<(Pimpinella Anisum) F

Z5] = SHS Anti-wrinkle [INCI: 777 ol = (Annona Squamosa) A} FEE], Ca A A3A, = 54,
ole] FAEE AL ofu} &y, W e mtavlaed, utadle SFIVCIE, 54 29 T 379 o,
AEE 2 7 F&A, odule B 1 FEA, ZAXY Q10 R 1 FEA, B (boswellic acids) B 1
freA, GIK 2 2 24, 71224 2 2 F2A4, 97389, oo dHEE AL ot EEolA EE T4 <l
S EolA Vel 22 DNA B 54, EE ZF2etols QY AdA 5§ FrHHoR 3.

T ogE 54 Fddolr, 2 il W shg T o AES Yl Wl RS Fose
d 24421 §&7lsd WA H/EE BREAE FUHH R et ukA 9/hE HEAlde G Aol Al
AR Q' A, A, XA, &4, EaA = BxA7E 2P0, SHACE WA Az
AR AqEAERA, JPo|EEAqEAERA, Jlo|EEAdEHMEAER A Flo]E=EA |z g
R0~ FolEFATzeANdAER e~ Y JleBAMdAER e~ Y2EG Agd, Fdl, ZEdEd
SYE e ZEHd IJEYEloR FAHE ToERYH dYyHe 84 MU 23EY, ol dAH=
AL ofUth. A X Ao = dgE, Eddd SE, FYITE, HE-2-IE Y=, FEAE, =2
Ars, EZELAA F9F, Wd ¢43E e guadFAlelng FAHE ToRRYH duUye S0 X
S, oo #AHE AL ofgn. EibAelt ESAdgd szveke] AuAb W-o] S 2 (Tyeen
Emalex, Nikkol®, Hodag, Dacol W= Liposorb'), ZZH|gke] Xubab 2 i-o] 28 2(Span” ), 15-8] =% A] 2o}

dolE Zgloddll =E]&(Solutol ®HS15), Zgdwdl S| &9 AWAt o 2=HZ(Crodet, Cithrol, Kessc0®,
Nikkol®, Mapeg®, Myrj, Tagat®, A1d0®, Capmu1®, Glycerox, Lactomul® = Emerest®), 28 F A9
2 Oﬂz':EﬂE(Emulphor@), EZ o 543} fﬂ“}ﬂ%(()remophor@, Emalex, Eumulgin®, Nikkol® =

Simusol®), ZHZFYAMZ9 AHAE o 2Bl = (Nikkol Decaglyn, Polymuls, Capr01®), Zodgd 28 JdH =

(Volpo HE+= Brij®), %%/\}Di(Lutrolqg) r= Pluronic®), ZYSAdE#A] Hd e ]E'(Trlton r=

Igepal , BE O ERER AYEE FoRYH AMeEs AWEAAAE L3hEL, o] AR E AL ot}

vl skA, 2 e whHel g8 e ot AELS TS St o) FEvbsst H3A, d8 &
! A, FTFEA, e GHAA 4EA de tE FFA

5}
saA, pi &5Al, RER, A 3 FuA, W
=0
o=

woagel whgel e Ei oRby 2ABY Rt mEey B4 FYA A-AGZA T oo, B
A 2A B, W/EE F-AHEA v o Fo) AAE F Avh. B owwel el sgs me oA x
B Fol A5t 7 tAel Baol Wk PAAA B+ gom, ol AF WL 1F 13 A 19
1031, whhAslE 13 28 U4 19 48], B wEAslE 13 38 WA 19 38, 9% mEgse 19 1
8w gsjolth. Jbg whA® FENA, B owde] Pye nEUE S0S Tl Fo, tdaw nEdy
54 53

54 A, Mgl Y F B we] wd o8 dolAe F§ e YEe FF o P A
50% Mk 3w, 53 60% My Erh. ¥ wwe] P els) dojx Ael 44U Fe| £§ Ux WEe FE
% ok 2 oame e s dolAE el 69 Fol F
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[0125]
[0126]
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[0129]

[0130]

[0131]
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[0136]
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a. HEFw B4, ¥4

b SUp25 @S] oot Aol ZRHel A= 6 A 0k AY ojsledt AR FAAA S0 1D
No.1d] ola] Aol 87l Qua (DL w2t Hggow &
o

=, 3 Al AA, oe] EFE, H/EE g8 R EE
Ri-AA-R,

(D

o] AelA, AA= obvait A< SEQ 1D No. 1ol ZFHs|o] li= 6 WA 40709] 1A ofv|iite] MAd]

s/ Aukd (D] skt olgel AALY fof Werol=, 1 AR AA, olo] EFE, WEE Y
Ei oo Hgbed A

H 9 n @

N N Y
Rv1/ X \)]\m an

O
OH

(1D
[o] 2ol A
X 9 Ve A opulndl @A ohuitor P FonyE ZYdon Mew;

218k = WA LA EE, A& T v 8 HEHEAE
2 R—C(0)-2 744

i)
2
o
H
s
=
o
&11“
=
u
(o]
o
i)
ne
L
H
s
=
i
(o]
o
i)
et
H
s
=
et
(o]
o
)
e

7] M Rz H, A& FEi= BIAZ vy A7), A8 s vjAek SEAS", A3 B AR ofY,
A&k = WA S obd, A8k e H[AE FH2AEE, 2 A8 B HA S FEHzolEY AR A" T2
258 ded]

@ 54 FAelA, WP Pedt A 9T YEE B 99 F5, 53 24 FES P EE AAR]
A% Aol

T oE 54 7, vty (IDR FAE= fee] =9 vpabA gt 3= X7 Gly-, -Ala- 3= -Ser-,
o} apeA s A= -D-Ala- = -D-Ser—-¢l T-Folt}.

E 0 54 7ddelA, dnk (IDE ZAH = fepo] =] b 2= Y7t -Leu Ha= -Met-, Hrf v}
AT -L-Leu- B -L-Met-Q1 Zolt},
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[0138]
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[0140]
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[0142]
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T o 54 FddelA, Ry B R H s AdREA(IID 9] EE;

(e} (o}

)%H/\/\O/\/O\/\O/\/\HW

o'n
(ITD)

[77] AelA, ne 1 WA 1002 eioln, whgasiAl= 1 WA 59

R R-C0-[A 7]l M Rei= A8 = HIAE C-Cy &4 SOz, A% = HX S G0y S 2oz, 28
T HIAS GGy E719 Bz, A3 = HA3 G0y AZ2YE Bz, A3 B A3 G0y AER
Ad ez, A Ee v GGy AE22Y7]E gz, AS T A GGy oFE Sz, A8 E=
H| 28 C-Cyy oFEZ bt Zh, 3-10709] g WM& 2t X8 e nA8 e =AY duz, 2 WA 2470

of BagAsh 1 Ul 3708 wavh ofd 9AE RSk 97 Abzel 1 uA 679 Bk 99l A8 mi v
A% sl zolded dulde TAE FomyE Aug]lz TAE TowtH Hgdom Addth wwds)
1-0

A RCERLE H, obAE, tert-REed, d@xbed, 2-vg8ied, AR, Sehed, dohed,

&

1o

G, vgame, BuEel, seclzd, wWad, LHed @ oz F4H Fomyy Sdde
= AgEn, moh uigreA R 2 RLE H, obdY, e, SEwd, d9Rd, vYiEd BE guE
Uz FHH FoRFE Bgxon A,

T O 54 oA, Ry B R'yE -NRRy, -ORy EE-SRsZ2 FAE Lo RHE 5HHoz Aexm  of7]d

A Ry B ReE H, AZ e HAE C-Cy &, A% B vAE GGy g, X8 B H[X3 (Cyu 2]
d, AG E= AR GGy AEREE, AF Ee HAG GGy NSRS, A £= HAE Gy AE
297d, A% = WG GGy oFE, A& = HIAE GGy oFEF, 3-107H9) 1] e 2t A E

= on g S EAZY, D 2 WA 24709 eaUxtel 1 A 3709 Bl ofd U2 sgaln okl ApZol
1 W= 67He] &4 Akl 28 s vjA]E e zotd e r], 9 dnk (11D)e] Zw[o] Aol na 1 W
211009 ®Sdel, v sl 1 WA 5912 TAE FoRFE SyHoR AYge. "@*Wmoi,

—\—’

ReSk Rz 3} = %4;} gha-wha Al o] AAso] da %x}%ﬁit‘é}%t— #49s T & o
FASA R, 2 R'YE NRR, BE -ORZ TAE TOoRRE Edxozn Hawn o)A R, @ RE H,
= HAE C-Cy ¢, A3 B AR GGy A, A = WA
A3 Ei= HA & CCps oFd, ® 3-10709] WM E e A& B A FHEAEY, 3

21070 WM E Zhe awE 2Eeie 97 Akzo] 1 A 6719 B4 ARl AF B= vA 3 &H 2ok

77, & AWk (11D 9] Z&m[e] AolA, n& 1 x| 1009 HAWel, nigdsiAE 1 WA 5412 +
AE oY E HgAor Megct, no ugAs Ry 2 RE H, AE, oE, I4, =d4d 2 dagaR
TAE ToRRE Augn, oL v e Ry Holx, Ryi= H, WE, og, 4 mhd 2 dxgas
A o sNE AdgEct. oS v FHoo] w2, R, B RYE -0 2 -NLE FAE o2 REH 59
Ao et

2 WA A, "SNAP-25 i) ofn| A AEEEE fFHiEE obv] Ak AE"& SEQ ID No. 1o 93] A<
H&, SNAP-25 whulze] Qleojo] oAt AE HEE ofu|iAl AE ©h; HE SNAP-25 ©@hele] &8 Zte
Fetol =gt U ES 7HIThE dASke, Sk o] ofvlicilel Wol, A, AMAl e X 3hel| oAV FH
dso] WAl & SEQ ID No. 1 AEx the gl ofniil EE 9u|dtr),
B oargol ol g8 wmE ofehy zAJEo dhf-EE SEQ ID No.lol 98] Aol SNAP-25 wlde] o}n|
A AEERE fFoEs fEfels T vkEA g Ad2, SEQ ID No.2¢l oJal] “goj= = SNAP-25 Tz o] ofw
m-dd 9] EE SEQ ID No.3ell ofs gelE= SNAP-25 @A eo] sh2 ATy 79, Hoh et EAE SEQ
ID No.4el <3 ZME}% 10 =] 22 z7] Afolo] F-9je] A ge] x3hH o] 9=, B+ SEQ ID No.5ell o3 A<
= 25 WA 40 #7] Apole] 9o I3 o] 9, T SEQ ID No.6ol 98 AolHE 65 A 81 7] Afol
o] B9 E@EM =, SEQ ID No.7el 93] A=+ 181 WA 206 F7] Atole] FQo] g &, KU}
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[0156]
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Arele] HF-9lo xZgrE o] 9li=, X+ SEQ ID No.9el

i
ol & Xé%ﬂ“ 26 HW 38 7] Atolel H-glel zstgq A, HE= SEQ ID No.10°l <fsl Ael¥= 68 WA 79
ZE7] Apolo] H-glell EekE o] Sli=, 53] SEQ ID No.11e]l 4"6H ges= 12 WA 17 7] Afole] F-9fell ﬁaﬂ

NAE Ff3E SEQ ID No.4o] EFFH ] Q&

F

o] i oA opn|ate] A, 2L SEQ ID No.119] ofv]i:
WA 12 Q1A ofriite] MEE ZHE FHElo| =0},

E3], atgFA3g opn) Ak AE-e SEQ ID No.4, SEQ ID No.5, SEQ ID No.6, SEQ ID No.7, SEQ ID No.8, SEQ ID
No.9, SEQ ID No.10, SEQ ID No.11, SEQ ID No.12, SEQ ID No.13, SEQ ID No.14, SEQ ID No.15, SEQ ID
No.16, SEQ ID No.17, SEQ ID No.18, SEQ ID No.19, SEQ ID No.20, SEQ ID No.21, SEQ ID No.22, SEQ ID
No.23, SEQ ID No.24, SEQ ID No.25, SEQ ID No.26, SEQ ID No.27, SEQ ID No.28, SEQ ID No.29, SEQ ID
No.30, SEQ ID No.31, % SEQ ID No.32% FA4% TozXE MusEs Ado|tt, ®Htl utax s ojn il g
2 SEQ ID No.4, SEQ ID No.5, SEQ ID No.6, SEQ ID No.7, SEQ ID No.8, SEQ ID No.11 2 SEQ ID No.26°.&
TAE Fo2FE AYEHE AFoltt.

w2 %%91 i 9 71E°1 g8 e A 2AFECd e b (1D & Fose= fetol= 5 vt
Ak 98 SEQ ID No.33, SEQ ID No.34, SEQ ID No.35, SEQ ID No.36, SEQ ID No.37 = SEQ ID
—EOEHH AeEE qdoltt, By ulghz gk olu]wak A2 SEQ ID No.33 2 SEQ ID No.35
ZRE AYEE Aot
<]

)

VS

o,
Lot
o
oo
4
rlr
o L2
%
a2
N
oX,
mlﬂ m,{n
rlo
ol
ol
N
e
z
1
=
1o
=
O
oo
(o
fr
i

o8 Ha
2 3875

ook

AAS -Asp-, —Glu- % -Pro-% FAE TOoERE MeYEa;

A ~Tyr- 2 -Arg-2 FAEH o2 RE A
AA= -Phe- B! -Tyr-= FAE ToRFH Y
As= -Arg- B -Lys-® JAE ToRFH Y
AAgS —Leu- B -Met-2 FAE LOEFEH AY

A, B, C & D Hd 2 v opvdter FAE Toriy Sy4or Ay

Ag = WA G YA EE, AF T A HEHRAE

rﬂ rULJ

23 T v X3 FEHZorE LA, A3 wE vXF ol X3 T v ofgd 9 R'LC0)-E A
o 2Ry AdEE g,

"= -NR'sR'y, -OR'; ¥ -SR';

THE FoRNH BPMoR Hey
o7l A Rt H, AF i wAF wFY AWH7], A Ti wAS SYAIFY, AT B @ o1,
g i A obg, A@ EE WA SHEARY, 1 % w 2@ gHzelAdAR P o
=2yE e
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[0163]

[0164]

[0165]

[0166]

[0167]

[0168]
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T k2 54 FdddA, RS H, wEASAE 1 WA 5, 9 R'500-2 FAEE o2 NE AEEa, o7
oA R'st X8 L= v A8 C-Cy D2 Bz, XF T B GGy LAY B, X3 £ v X8 (-
Co U1 BT, A3 T B G0y AZFEEZ Bz, A3 T v E G0y AF2IAY oz,
28 T v GGy AFRUE7)Y gz, 3 T B AS G0y oFd oz, g T HX g G-Cy

oleZl oz, 3-1070¢ a1z WWE 7M AF £ HAF SHEASE oz, 2 A 24709 'Y xb
o} 1 WA 37Me] ¥4t obd YUAE il 4 AlEo]l 1 WA 6719 ErAUAR] i]ii T Wi‘r ElEES
olddd o2 AR Lo ZRE AYHET, wigA s A, R H, olAE, tert-FER=Y, dxlnd, 2-v
gaxedd, AF2IiT1E SEd, d7ted, S92, vExEY, ZuEY, ZEHolEd, Had,
R R

2 oFEgedr 7Y LOoRNE *dZ‘FdEL EE} wd g s A, R H, ofddE, #Abn=Yd,
H FogXRE Mg

E e 54 FaddolA, R"E -NR'R',, -OR's X -SR's0]H, of7]e)A R's 2 R',E H, X

C-Co &7, X3 = HAF CCy EAY, XS T BXE Cy 271d, X8 T HXF CG-Cy AEZ

& T A

4, A = A GGy AMERUAE, AR T HAG GGy AE2U7IE, A T BA GGy
ofd, g = HIAE C-Cy o2, 3-1070¢] 2] FWE Zie Ag w2 HAS A EE, 3 2 A

2470e] BRAAASE 1 A 37He] Wb okl U4 TS 4 Abgol 1 WA 6709 Ba A4 A@ ®
oA Sz dR D)2 PAY PoRvE SPHos Adur, JoAgHoR R\s R i L5 Ei

¥R Sh-wh APel od) ddse]l Ak A4E TR 8PS 4T £ Atk whEEsA R

-NR';R'y HF -0R'so]™, oJ7]elA R's 2 R'YE H, X8 EE HXE C-Cy &7, AF E= A[XE G0y &
Ad, A8k Ee= vXSE C-Cy ¢7Id, AZ e HAE CCp AlE2S, A8 T HA8 (s obd, %
109 WE 2 AD wE AN AN2ADL, 3 U4 04 ANE 2E w0 ETRSH 22 AL
o) 1WA 679 WA LAel AF w= wAH dHzelddn T THE Fomiy SYHoz Hedr
Hop v A Ry 2 Ry H, WE, old, d4d, Edd 92 IxHAR A4 ZorRE dYEn. oS
WREASA R Hola, Rz B, o1, og, 94, mdd 9 AR TAE Fomve dadd o

o g ] v, R -0H 2 NLEFE e,

T e 54 7ddelA, RS 0, oMY, gerd, mEsEd 9 dnELR Y ZLoRRFYH JdEsEa
AAR- -L-Glu-, AAE -L-Asp-, AA32 -L-Tyr-, AAE -L-Tyr-, AAE -L-Arg-, AAcS -L-Leu-°]iL, R,©&
-NR'sR'y HEE -0R'so]l™, o7]ellA R's R R'y= H, WE, oY, @4, 24 9 dxbgaz 748 ZoERE
EgAor Muwa, ugAs A R',v -0H v -NHolth, Huh vhgh#shA], R" 2 ofdd e I EYoe
R"p= -NHolth. Boh o wkghAetAl, p, r, s &t 000,

1o,
[

T o2 54 FdddA], R" 2 H, olAd, 292d, vEcEYd @ InEYR FAH TOoRRE MYy,
AAS -L-Pro-, AA= -L-Asp-, AAsS -L-Tyr-, AA= -L-Tyr-, s+ = -L-Lys—, AAs2 -L-Leu-°]aL, Ry=

NR'R'y EE -OR's01M, A7IolA R's R RUEH, W9, oE, #4, 2 9 AR FAE FORIE
sHAoR AEsa, utgAsA R -0 B NiLoluh, Bk vigzsiA], R"E obdE H v Edolal
R's= -NHolth. Bth o wt&AsHl, p, r, s R t+ 00]t}.

T o2 24 Ao, RS H, ofHE, g2, vgrkd 9 dngdr pAE FoRRE Mesa
AE -L-Glu-, AAE -L-Asp-, AA3S -L-Arg-, AA = -L-Phe-, AAE -L-Arg-, AAqS -L-Met-o]i, R,&
SNR'R's HE -OR'seIM, elZlelA Ry R RE H, WY, olg, A, el @ AaadR pAE PontE
syHos Ausa, v R'yE -0f e Nolth, Boh upgasiA], R' - obdE HEx v Edolal
R'»= -Nolth. Boh o wt&AsHl, p, r, s 2 t+ 00]t}.

E e 54 THANA, RNE 0, obE, BheEY, vsEd ¥ #EdR FHY ToRyE Ausm
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AAl% —L—Glu—, AAZ—E _L_ASD_, AAg% —L—Tyr—, AA4}C—_‘ —L—Tyr—, AAs}\f‘ —L—Arg—, AAGTO: —L—Met—o]l, R2
-NR':R'y H= -OR'501H, of7]ollA Ry R R'y= H, WE, old, 4, =4 3 dAbds A" SertH
Sgdon Auna, sl RLE 08 B Melth woh vgrAehl, R ohld Ei wvEele]w

R"= -Noloh Buk B wbgrdsil, p, r, s Bt 00]H.

rr

T oE 54 FdddA, R\ H, olHE, g-2d, vEsEY 9 IvELE F4E FOoEFEH Hduya,
AN -L-Pro-, AAE -L-Asp—, AAsS -L-Tyr-, AAE -L-Tyr—, AAsE -L-Arg-, AAqS -L-Met-°]aL, R,.&=
NR'R'y = -OR'301H, 7)ol R'y 2 R'yE= H, WE, o€, 4, T4 2 dAgAEz P48 o2 5 E
EgAog Mes i, uEAs R.E -0 Ev -NIpolth, Boh vpgzshA]l, R" 2 ofME Ev Fu|Edola

R"= -Noloh Buk B mbgrsial, p, r, s Bt 00]H.

Evhe 54 PRGN, RNE 1, obiE, Bh9Rg, nesEg 2 BvEde F48 romiy Ay,
SEAeA RS 1, oY U BHEdR THE womiE AuUHm, RLE 01 Eb NLE PAR Fom
5 AuH.

T o2 54 FdodA, duka (IV)o] FEpe]== Ac-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Leu-NH,, Palm-L-
Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Leu-NH,, Ac-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Lys-L-Leu-NH,, Palm-L-Pro-L-Asp-L-
Tyr-L-Tyr-L-Lys-L-Leu-NH;, Ac-L-Glu-L-Asp-L-Arg-L-Phe-L-Arg-L-Met-NH,, Palm-L-Glu-L-Asp-L-Arg-L-Phe-L-
Arg-L-Met-NH,, Ac-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH,, Palm-L-Glu-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-
NH,, Ac-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH, % Palm-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH,= 43
1 TomSy Ay,

o

o 2 AA
= ot
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[0174]
[0175]

4 Al 9 1

YAl 1. YA FAks G FEpAY BYE] AE

A E-(INCT 3hv) T
A B g.s.p. 100

T] 4] % EDTA 0.3

w2y A el gk, vl spehal,

ol shupul, e vpejul,

R, o) 24ty g e 0.7
B E(AQUY), Felobzigobv]r,

CL3-14 ol &ufeba, vpgel 27 1
C AFmde=a

ol €] /v d o v el &

ERCEaE SO 4

PRG/PPG-18/18 v] vl E] & 2.5
D A Mo 3

el o] AT o] e o 0.5

4-mdul de) el 2 2 (camphor) 0.5
E  43A(FR) 02
FooEgaggold g.s.

o] Z(phase) A FEES T3 of7]d FHeo|=
=9E WX mukshE A o) =
2o 7}etir. wpx|uto g &
2ol ehgolrl (o] = Fow x4

a = 7re o
A+ Bell ZheiQivt. #e]= D
=(Fel= B)E 7hekaL, o
SFATHFHE pH: 5.5 - 6.5).
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[0176]

[0177]

A Al o 2

B A 2

TR 3f = P IT-GRD LD Nev. IT-NHASS 5 OFa= TN SE

S RLCINGT &g

~ Au CAQUA DY
YR S AR D AT
o) 2 ) G 2

i ] e e

oAl ¥l e w] oA e g ] el

R s I, o] st A ] mL
B FCANLAY . Eele]zzigdel iz

C13—14 ]2 2] =), ) 5 5] 227
[ S o R

EERN R VAR TR RN R

PEGAPPG—12/18 v vl B ==

(5 R R I IR R R
Tl B A e 2

B R e Al
E Ac—L—Glu—l.—Glu—L—Met—l.—G | n—L—Arg—|.—A1rz—NH-
G P SEY TI N 44 ML

) 2 AR R e )l s L

Sl G, 2 sl
R N IE SRS A |

T CAQUAD

F e | R s 1 v )
G ) ef) wb 2ol

0.7

0.5

0.005

0.03

9.97

2, o] EIES 743318

D AEES 65Tl &8A17]
ek, wpA o g, g
=43}
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2}

Atk Feol= & & Edd
aL agkstel] o] EgkEel 7}

H
(Ho]= F)E 718tz o] TIFES +#

=
ATHAZF pH: 5.5 - 6.5).



[0178]

[0179]

4 Al 9 3

kg oy S e DA S Snty 4O

L8 L o dvy L2 Ala L GURY L e L Loewa CFF SR 4L Nol SHFE

N FT N

AT SF A

ZIHSd 10-2013-0135819

et Y e

RE =i S

Al B CTNCT =1 el )

EVER

~ L CAGHL AD
e -] 7 TDTA
RS R R Y R S S A

R R B I LR

o1 s

BRI ROEN
= T OAQL AN, =

SR o) o

C1B—14 @] 2 b opam | TR ] =7

(=3 A e TR T

LR B A ESOAT IR B [ o R

PEG/PPG— 15/ 15 T vl L) o
= B IS T I I R AR

Y A At T I

AR

1= =2l =] =n
E AT —Glu—T.—Glou—T. —Mou—T. =Gl n—T.—Av m—T.—Ara—NIT.

v EAg B =G S Ner. 2 —N\ALs T

B R R

e,

Sl TEL bk, L b b
B R T S R T RL]
= CACHIA D
F I L Trr ID Ala L Gly L Fliee L Loewu Il LS55 770 A
w2

T L

I CAQUTA

q.s.p. 100

0.3

0.5

0.5

0005

2. S5500.0025

0.5

0.025

< a7

o= A AEES Tk 7o Hol= BE 7H v, o] EdES dAEsteldlh. Hol= (E ¢ Edd
7HA adkslE A so]= A + Boll Zhelginh. #lo]= D AEES 65ColA &§A71aL ankstel] o] EdkEel 7}
Sttt #lol= E 9 F& 7bstal, o] ERFES dAsfelt. viAYer, Fu(Ho= OF Jhstal o] =
& dAsteiglth. dar] £ pHE Efdgteetrl(do]= hHezw 2dsdth(AF pH: 5.5 - 6.5).
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4 Al 9 4

4 7. P TR f Al T -SLQ LD

LI~ —F DAL L G Ly L LR L car O (SER) L8 N F50AF

Ner. LL-NlLe §=%4 Ve of oz

oF i S

EEpI ) myE

A B CTNGT SR

Sl AP

A~ EE Rt
Ac—L—Glu—L—Glu—l.—Met—L—GIn—[.—Ar—L.—Ar—NH.
COFSG ES J SRy T Nl 4N D

T EL T e

AL SR e

S !

ALY

(s H=L~=Tyr—D=Ala—L—-Gly—L—-Tho—L—-Lou—OIlCS0 AL e

Tl

Fhrz il T U=
L CAQUIA D
D T CAQUIAD

el AL

) 2] ol 2] 5]

RS RTE W IR (R LT R PR T I

Lsth=hadl, ) A el s el

ECTRRT
el o] —Lxk, T =7k
Al Lot wk s E

el ]

LR E)

@ty

a.4a

0.0025

0018

4.98

F50.0025

0.5

0.025

4.47

q.s.p. 100

[0180]

[0181] Hol= A, B L C A
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JEES S8HLEE 7HEE
|83 A nRkelar, of 7] o]
(Ho]=2 F)oz 6.0-7.00%



[0182]
[0183]

[0184]

ZIHSd 10-2013-0135819

H A 95

HAa] 5. HElo]E ol EH-SEQ ID No. 11-NH> H HEFo]E SEQ 1D No. 33&

ZVE(INCT #7) Featu
A HAE 15
A, G g 0.012
(24-28 9F7] el 1.9

A Aol gk, vd s,

ol W 2l e, el o],

= @) vpuhd] o] 2kl whahl 0.23
ol d#Al 7] 0) B 15.1

B Ac-L-Glu-I-Glu-l.-Met-L.-GIn-I.-Arg-1.-Arg—\H-
(OF A EI-SEQ ID No. 11-Nl) 0.0024
H-L-Tyr-L-Gly-L-Glyv-L-Phe-L-Lou-OH (SEQ 7D Ao..23)0.0024
2 (AQUA) 0.24

C AZ=zAgadTh

=R R S Rt R 52
Al R R =) 28.9
D UEFAGEE) 0.1
E  CI 17200 (71= 33 0.03

Fol= A ARES ok 75 WA 80CE 7ttt Mxe] &7] oA, dHo|= B AEES Edteta g &3

g f7pA] wRkgk g, slo]= Adl rfetal @ EFesith. o] =S 60TolAM Ak

MER, o= C JRES TP, delwe Rite] 9ud WA wukstlth 1 e dol= ¢ HRE)
k< = 7

Fetgieh. vhAmo, WEA W RAAGI)= D % BE sk,
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ZIHSd 10-2013-0135819

2 Al o 6
YAl 6. HEfo]= ol E-SEQ 1D No. 11-NH, 2 FHEflo]= SEQ 1D No. 595

gHipols ZYES A=
ARCINCT ehmd) eerg
A o aad 1570 0] ¥ 15.10
A 1.52
(21-28 <k wlE] 2 1.9
Al A, o)A 0.0114
A A B, o s,
ol ghpal, A skl
g sdubepdl, o] Adl ubebdl 0.23
B Ac-L-Glu-L-Glu-L-Met-L-GIn-L-Arg-L-Arg-NH
(OFAE=SF) TD No. 11-A\H.) 0.0024

H-L-Tyr-L-Gly-L-Gly-L-Phe-L-Leu-OH (SEQ /D No. 55)0.0024

L (AQUA) 0.228
C  AlZEIE A =2l
UHE) 7 A7 23wy 459
D A [ R=N] 35
E  WekAErs) 0.1
F o CI 17200(#l = 33) 0.0003

[0185]

[0186] Holz A AEES €89 w7hH < 75 WX 80C=E 7FEsiict. Mo &7] oA, Holz B ARES oF
75 WA 80°Cel £xmelA &gAAT}. o= BE mutate] o= Adl slakm, o EFEL 60TA FHHA
=

[0187] LR Jﬂ o]z C & DE EFsla, #Ho]= A+ B 719 E3Ed 1Sk, viAete = | whgkA] 9 2k A

(Mol= B % 0)E e,
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[0188]
[0189]

4 Al 9 7

S R K B

e )= pAY =TS ez No. S—Nie FES of =

AL =Ty —D—Al a— L~y —L—Phe—L—Leu—OF CSEQ ID No. ZO2E [FyF o= =7 XF & ~j~

AAECINCT = >

A LECAQUA DY
] A 2 BEDTA 0.3
S 2] 2

LIRS EL SRR

- 0.7
B L CAQITAD |

CI3 1 )= wp ekl ebgel s 7 1
c SVt R ) e

S EE BRI NEI RN ER R RS

R e A 4

PEG/PPG—1#/18 [ n) &7 25
=) B R R B R | I MR o 5

gl =) u) o 30 02 o.s

A= H W LR T G TR S os
E AT ~Glu—T —Glu—T=Mel =T —GIn—T —A e—T.—Ara—T—Ala—T —AsH—NH.

CoF Y SEHQ I Mo B A D &.005

ST AL E B wl) L

)WL ], e ] )

S L E S E R 0.03

A CAQUIA Y 2.97
F II-L—Twr—D—Ala—L—CGly—L—Phe-L—Leu—I SF2 777 A, 25

L] ) o.5

Fhenmlwl DU = 0.025

L CAGLTA 3 4.47
S WA S 0.2
H Fe ] o T2 ol a.s.

_34_
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H A 98

AAlaf 8. FHEL = Ol AJE=SEY 1D No.1I-ME, K HElO]=

HA=Tyr—D-Ala—L—Gly—L~Fhe—L~Leu—Of (S 1D No.95)& Tl TYEY A=

g

AVCINCT =) s
A = (ANUA) g.s.p. 100
=] A 5
R IE Rt R RAY
ol el s e, s,
2l o] g NE abekul 0.32
vl A v BDTA 0.15
EEAE S E 5
B AcL-Glul-GluLl-Met-L-GIn-L-Arg-L-Arg-Nl»
(o A E=SLQ 1D No. 1IN 0.0025
2y Aol gk g, ml) gl
Sl ) el el s e
2 bl o] g NE bkl 0.015
= (AUAD 4.98

[0190]

C H-L=Tyr-I-Ala-L-Gly-L-Pho-L-Tocu-OH( SE 7D AL, 25.0.0025

el 05
FPoL Il v 0.025
AT 4.47

D #ujetsidepr]= . C13-14

RIE-SUSH SU RN A6 fehrd 1

L Gt St SRR ) 4

Cza-25 w2 mle] & 0.5
E HEaEA (ks 0.1
F S AQUA) 19.3

e slel w . el Tkl
S =R AN R R SR
22 S sEhlL o] Al st 0.1

oA el FL/C10-30 e

A R ) R S 06
G Lol g&opd 0.625

[0191]

01921  slel= A, B % C A¥ES SAAAT. Wme §7] oA, Hel= D AREL o 0TAA AAF b, 3
o= A+ B+ Col Zlala @ Edelid. dol= B L FE wwtele] ey, iAo, EE) piE o



ZIHSd 10-2013-0135819

o|Z G&E 6.0-7.00.2 2439 T).

4 A 9 9

HAJ 9. FHopo] T ol ¥ SEe TD Ne.8& AL H yfulo)rs

i

L =Ty Ala— LGy Lot —Lew— (SIP [D No 36505 S5 E Y A=

B CINCT TR Sk
A q.s.p. 100
5
Zar) Al =) 5
e d| B z
S =Pt | R T s ol o 2
o] =S oA o] & s @ 1
A 0.4
AN TR 2 ) el
Sl skl 2 skl
i 0.3
el o1
U] A e] 42 EDTA 0.15
B Ac—L—Glu—L—Glu—TL—Mcot —[.—Gln—T.—Arg—L—Arg—T.—Ala—l.—Asp—NH.
(COF ARG TSI 11 No L SND 0.0025
e R | S o) eel il
EE A R o ) B ! 0.015
A CAQLIAD 4.98

(@ M-—T.—Tvr—D=-Ala—T.—Gly—T.—Phe—T.-T.cu-0OIC SZp 772 Vo, 550.0005

A ] 0.1
i A Fvl = 0.005
T CAQUIAD 0.89

[0193]
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[0194]

= CAQUA)D

“1abe )

M

TS el A el e
)l

SRR

A ),
] A~ ] & EDTA
- CAQLAD
R N R Y Y R R
O R R R R
I

Slhe) =52 gl w wll | '

¥ e} R
] 3
=] of] g1 2ol

T N PSSy )

raz

1] Z=F 2 REDTA

I R R R LI

R R R S RO R

Y o] ] )l o] AR D ) ] u)

4.821
0.0852
0.0053
0.0405
0.0025
0.0025

0.0025

0.0252
0.0153

2.3420

0.0015
0.0086
Q.00s87
0.015
Q.0022

0.009

0.015
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F =AU 1.7919
S gEeelE, A mdeol= 01
Q72 0.08
pepr P HE TR AP AFER) 0.001
FARERERE 0.0081
ol ghopyl 0.0048
] o] EDTA 0.0061
A ol g, vl e sl
o dufupll, - gl
g shebul, o] Ae st 0.0101
G A (e 0.15
H  CI 17200 (ell= 33) 0.0007
E Egoekgoly 0.08
[0195]
[0196] dloj= A, B % C Awss et #dgsgin. doj= D, B B FE AHHCR #o]= A+ B + Coll 7hsfaL
g Etaglct. del= G B HE wwate] Zhagith. mpA o w  ERHEC] pHE do]= ER 6.0-7.00% X
dapalct
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[0197]
[0198]

[0199]

4 Al 9 10

&7 R] e 70. Y f o)z f <Y =S 0 No. 11 N, o]z
H~L=T3r—=D—-Al a1 ~Gly—.~Phe—l~L.eu—OH(SEQ TD No. 3550 24 Y Ef o] =
OFRY E S 1D No. 59 Ml &7 5f<s Z28 52 5=
A} ECINCT <=3 G aFe
A of) B & 2 5157 o)) o] T 15.10

w) A 1.52
cz4-28 27 VL] 1.9
e A1, =) e 0.0114
A Al Sl kg, ol L sk e,
o) R ) e, e -,
s o ebal, o) As el o ekl 0.23
B Ac—L=Glu-Tl.—Glu—-TL.-Met—1.-GIn—T.—Arg-T1.—Arg—NH.
COp AR —SEQ 777 N 7T-NH2) 0.0024
H-L=Tyr—D-Ala—L-Gly—L-Phe-L-Leu—OH( SEQ /0 No..»50.0024
Ac—T.—Glu-T.—Asp—1.—-Tyr—I.—Tyvr—l.—Arg—Tl.—l.cu—NH..
(O] B =S 1D Ao 59—NIL) 0.0024
T CAQUAD 0.328
C FR =t = S et
(R RE | A al A AR | 45.9
D Al v 34.9
E AR 0.1
F CI 17200 (== 33) 0.0003

(Fo]= E € F)E 7}sl9itt.

S &89 w7z & 75 WA 80Tl 7FEstT. W
75 WA 80T &XolA LA ATt Ho|= BE nlHkslol] Ho]=

_39_
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FollAf, so]= B Aws& oF
| EFE& 60CelA FA3H

=2, dol= ¢ % DB EFehn, Hol= A + Be AGW B stk vhvtom, WAl 2L a4



[0200]
[0201]

[0202]

[0203]

[0204]

[0205]

[0206]

[0207]

ZIHSd 10-2013-0135819

4 Al 9 11

R 11, O] APE=SEQD ID No. AN W FEFO] = SEQ 1D No. 338 eF357+

FE o]

A W-CINCL 3d) a2 1978

A EESR=] 1.5
IR I D s | 0.012
C24-28 <F71 vl E] 1.9

o) AL ol G, ),

oll ¥l whall, 2l dh,

crmed e, o) g sl 0.23

o gl el 57 57 o] o] B 15.1
B Ac—L-Glu-L-Leu-L-Glu—L-Glu—L-Met-L-GIln-L-Arg—

“T—Arg-T—Ala-T—Asp-T.-GIn-T.-T.eu—-l[.—Ala—NH.

(P B =SEQ 1D No. 4-Ni ) 0.005

H-L-Tyr-L-Gly-L-Gly-L-Phe-L-Leu—OH (SR /0 No.27)0.0025

T(AQUA) 0.34
C A = gl e = Ak

LSRR RS I A 51.9

Al DLl S 4k 28.9
D WErAl (B s 0.1
E CI 17200 (&= 33 0.01

Mol A HRES oF 75 WA 80CAA AHGstert. MEsl §7] LelA, dol= B HRES En 9 &
A Wb e, del= Aol bskn @ £FHAT. of EFES 60TAA FHsHAC

(]

=

B3l zzle] YA FEYR Ee HEZw 5] AFF FEFo]E oA E-SEQ ID No.11-NH, ¥ HE}o]= H-L-
Tyr-D-Ala-L-Gly-L-Phe-L-Leu-OH(SEQ ID No.35)E&E $}%3l= X4 &

HEEE 54 A T4 F Ao 2 # 39 2AE] FEYA a5 FHr1shr] $13 o]% W3 (double blind)
Z70 @544 (monocentric) FAME —’Ffsgé}gﬁwﬂr, Pxe A7z HEDE =4 AQT A 19 24
E(ZTAIR) 2 HY7F AFEEHUAT. BE H FYUF 2, 4 L 67hL@M, AN 2L Mol FE Zo|=
BA387] 918 A8 E glZg)7F A Z-E(silicon replica imprint)® FA=4 BAS S35 ).

P A8 5149 ZFHA 22 (Caucasian) o4 3090 sl xAleqith. RE gadE 2 w71 B9 (&7 58

A 12,599, U) 2 olmt R9j(250)e] BEDE =4 AF A4 (Vistabel |, Allergan)E Fowgion] %

-
o
I
>
=

F F, @ afel 899 A WAl 29 2YBe Folsh ANHAT, ® B F9 999 At
AAel 39 2ATS Folwgton], vhAm 1F9l 1399 A AAd 19 Fehln 2YES Folusid,
RE P 19 284 AN 1, 2 B 39 YRS Folugnh

A AWF AUE WE 08 AR w7k RACG FED 2 oo
g, nEE 54 A% 29 A0, 27 A 19 FehAn E2YE EE A

_40_



[0208]

[0209]

[0210]

[0211]

[0212]

[0213]
[0214]

[0215]

ZIHSd 10-2013-0135819

4% Fol F 2,49 6712, A H aDel Buact. el AREAE, A HE Fuol A 2
a5 BAGflo S Mo AE ml ol Hv) o 3 -ge) W2 Zvjst EFFAL. F RS 12 Bk 24
A Edetn, vhAoR 6 x 3en?l WAHS AWGES wrh L ol Fglo] AR o

237 &
WA 158e) Az Fol, IRERY L2 @St wolrt.

72 AN doldl w9 g Bt £8 & 1 by

* 1
. ; =7 A3
2 A 9 F A AT
TO 2M 4M 6M
C)]U}» 7 7 7 - -
A A 2
=7} 8 8 8 - -
o]} 9 9 9 9 4
A Al 3
=7 9 9 9 9 4
o]} 13 13 10 10 4
=8
=7} 12 12 9 9 4
A gEYIFY 242 T2 A5 o8 FAEATY. A4S 98 22 ZUA 2 2AF FLj (o) &
= =7F FHERFE A olddd &R fEFIHI0 gEeIh et o MEFE AHAA Do &It A
ole] ¥E FA& MEs. w2 FAFH7I(PLu, Y-S @vlA Eclipse L150A, Nikon)= A4 1l
o&f 7IAHo R 2o, WAL AT = CCD(HAF 44k, Charged—Coupled Device) ojdo]& o] -&35}o]
HAZE I AFolgh olmA] HlolH ZEAAY dagES o] &5ty A HATH
Zh ZA7pA 27 AR BRj(olnt e wUPESY, 7 SHE AR dgE 49 F FE)S w4 4
H 9S> L A F9 2 59E kAol dia RE AEHE AHAA Bgs] 9 9ol

ZEY o= ZF vjag R e Z Y A(nacroroughness) (B FE)9] A=A
] ST

" E , HrteE &3le] b HFo2HEY AX RMS, HoAlw, H7kE €3l AR
i, 2D PV, A3 A (peak-to-valley distance), Hi Zo]Hz A =o|H Alole] Ag]) k& AME3sbar, 3xf
A ouAE Z2 AT, Ra H2 T0ANA e FE ¥ued ol 5 4 FAd o224 olsdtt. Ra maxo
TE A Fo HYAZEA o]s)Hrt.

é:’“/zl:

71524(T0) el we HEelnm 54 A9 9 3 AAld 19 SFAE 24E Fo § 2, 4, 3 6e7Rd @M, 4 ¥

_41_



[0216]

[0217]

[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

ZIHSd 10-2013-0135819

wZE"H Al N Ccal. PV RMS Ra

2M o) TO 11 A 10.52 15.24  15.42
M o] TO 11 H+ 556  7.82 7.72
&M o} TO 4 ¥y 0.24 -2,93 -3.76

3}, 7k 9 olvk 99 Eate] Fd)g Mol
72l = v 7.72%93, 670 &
(Ra max 38.57%)+v EEIw &

32 (o
R
= o

CREPEEEDE £

B 8 olebrslol A el &b

MEHE A® N Cal. PV RMS Ra

> | X
i
~
o
o
=R
of

2M i TO o o 20.28 27.68 27.87

uEely B4 A9 FUe AAdl 29 2HE Aelst 3R A%, 248 Fo F
KeN 3
=

oA thxg AR Aozl mae] A9 2uidl). AAld 29

o,
=4
o
BN
=
=
o

=]

o

Z
o
N
™
w
=
32
n

Aol 3o =AHES] A ax

71EA(T0) el va) BEEwm 52 A% 9 2 A4 39 24E Fo] $ 2, 4 2 6L, A E eD)$e] A
A7) st E e Hot A HAES R 404 BolEr,
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[0224]

[0225]

[0226]

[0227]

[0228]

ZIHSd 10-2013-0135819

AR (Pt FEICET 5 otk A A 9] )

AMEHHE A" N Cal. PV RMS Ra

2M ) TO 10 H+ 20.38 24.76  25.31
M X TO 10 3+ 11,07 16.36  17.11

6M i TO 4 ¥yt 18.08 17.41 16.77

REHE B AY FA4S A9 39 ZAHE Fojo Wislt 4, F5UA ¥+ BHEZE 52 AY Y 4
Ao 39 2AE Fo] F 67/1€ Fol= 16.77%%Th
2] o 8

MAle 39 2AEE X3 AYE 2 179 29 9 FEF A FHRa)S Ux§ A 5 A
B2 F(Ra max)2 65.6%31 3L, 47149 o= Ra max2 44.4%, 671¥ Foll= Ra max2| 43.5%%c}.

=12 7 As REHy 54 AY FY o, dx=s A9 *—J/\]Oﬂ 39 =R Aol W s
ot BHEDwE 54 A9 2 AAd 39 2AEER Ao dx2d Ao AdgeA aFHes avdEyg 9
(3]

=9
Ed]
Ra Tl2tOIEI(E &)
i (A2 Xl 8~ A0l 3
40,00
2 30,00
<
o \
— 20,00 ~——
Kl i
o 10,00 MM% :
I+ g
= \
0,00 v v v v v
8 12 16 20 \’“‘N% 28
-10,00

SEQUENCE LISTING
<110> LIPOTEC SA

<120> SKIN ANTTAGING TREATMENT
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<130>
<140>
<141>
<150>
<151>
<160>
<170>
<210>
<211>
<212>
<213>

<400>

PXW000510/2011
PCT/EP2011/002799
2011-06-08

US 12/797,222
2010-06-09

39

PatentIn version 3.5
1

206

PRT

Homo sapiens

Met Ala Glu Asp Ala Asp Met Arg Asn Glu Leu Glu Glu Met Gln Arg

1

5 10 15

Arg Ala Asp Gln Leu Ala Asp Glu Ser Leu Glu Ser Thr Arg Arg Met

20 25 30

Leu Gln Leu Val Glu Glu Ser Lys Asp Ala Gly Ile Arg Thr Leu Val

35 40 45

Met Leu Asp Glu Gln Gly Glu Gln Leu Glu Arg Ile Glu Glu Gly Met

50

Asp Gln

65

55 60
Ile Asn Lys Asp Met Lys Glu Ala Glu Lys Asn Leu Thr Asp

70 75 80

Leu Gly Lys Phe Cys Gly Leu Cys Val Cys Pro Cys Asn Lys Leu Lys

Ser Ser

Val Ala

Ile Ser

130

Glu Met

145

85 90 95
Asp Ala Tyr Lys Lys Ala Trp Gly Asn Asn Gln Asp Gly Val
100 105 110
Ser Gln Pro Ala Arg Val Val Asp Glu Arg Glu Gln Met Ala
115 120 125
Gly Gly Phe Ile Arg Arg Val Thr Asn Asp Ala Arg Glu Asn
135 140

Asp Glu Asn Leu Glu Gln Val Ser Gly Ile Ile Gly Asn Leu

150 155 160
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Arg His Met

Gln Ile Asp

Asp Glu Ala
195
<210> 2
<211> 84
<212> PRT
<213> Homo

<400> 2

Met Ala Glu
1

Arg Ala Asp

Leu Gln Leu
35
Met Leu Asp

50

Asp Gln Ile
65

Leu Gly Lys

<210> 3
<211> 37
<212> PRT
<213> Homo
<400> 3
Glu Ile Asp
1

Asp Ser Asn

Ala Leu Asp Met Gly Asn Glu Ile Asp Thr Gln Asn Arg
165 170 175

Arg Ile Met Glu Lys Ala Asp Ser Asn Lys Thr Arg Ile

180 185 190

Asn Gln Arg Ala Thr Lys Met Leu Gly Ser Gly

200 205

sapiens

Asp Ala Asp Met Arg Asn Glu Leu Glu Glu Met Gln Arg
5 10 15
GIn Leu Ala Asp Glu Ser Leu Glu Ser Thr Arg Arg Met
20 25 30
Val Glu Glu Ser Lys Asp Ala Gly Ile Arg Thr Leu Val
40 45
Glu Gln Gly Glu GIn Leu Glu Arg Ile Glu Glu Gly Met

55 60

Asn Lys Asp Met Lys Glu Ala Glu Lys Asn Leu Thr Asp
70 75 80

Phe

sapiens

Thr Gln Asn Arg Gln Ile Asp Arg Ile Met Glu Lys Ala
5 10 15
Lys Thr Arg Ile Asp Glu Ala Asn Gln Arg Ala Thr Lys

20 25 30
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=T

Met Leu Gly Ser Gly

35
<210> 4
<211> 13
<212> PRT
<213> Homo sapiens
<400> 4
Glu Leu Glu Glu Met Gln Arg Arg Ala Asp Gln Leu Ala
1 5 10
<210> 5
<211> 16
<212> PRT
<213> Homo sapiens
<400> 5
Ser Leu Glu Ser Thr Arg Arg Met Leu Gln Leu Val Glu Glu Ser Lys
1 5 10 15
<210> 6
<211> 17
<212> PRT
<213> Homo sapiens
<400> 6

Asp Gln Ile Asn Lys Asp Met Lys Glu Ala Glu Lys Asn Leu Thr Asp

Leu

<210> 7

<211> 26

<212> PRT

<213> Homo sapiens

<400> 7

Ile Met Glu Lys Ala Asp Ser Asn Lys Thr Arg Ile Asp Glu Ala Asn
1 5 10 15

GIn Arg Ala Thr Lys Met Leu Gly Ser Gly
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20 25
<210> 8
<211> 8
<212> PRT
<213> Homo sapiens
<400> 8
Glu Glu Met Gln Arg Arg Ala Asp
1 5

<210> 9

<211> 13
<212> PRT
<213> Homo sapiens

<400> 9

Leu Glu Ser Thr Arg Arg Met Leu Gln Leu Val Glu Glu

1 5 10
<210> 10

<211> 12

<212> PRT

<213> Homo sapiens

<400> 10

Asn Lys Asp Met Lys Glu Ala Glu Lys Asn Leu Thr

1 5 10
<210> 11

<211> 6

<212> PRT

<213> Homo sapiens
<400> 11

Glu Glu Met GIn Arg Arg
1 5

<210> 12

<211> 21

<212> PRT

<213> Homo sapiens
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<400>

12

Met Ala Glu Asp Ala Asp Met Arg Asn Glu Leu Glu Glu Met Gln Arg

1

Arg Ala Asp

<210>
<211>
<212>
<213>

<400>

13
23
PRT
Homo

13

Ala Asp Glu

1

Glu Ser Lys

<210>

<211>

<212>

<213>

<400>

14

12

PRT

Homo

14

Glu Leu Glu

1

<210>

<211>

<212>

<213>

<400>

15
11
PRT
Homo

15

Glu Leu Glu

1

<210>

<211>

<212>

<213>

<400>

16
10
PRT
Homo

16

5 10 15
Gln Leu

20

sapiens

Ser Leu Glu Ser Thr Arg Arg Met Leu Gln Leu Val Glu

5 10 15

Asp Ala Gly Ile

20

sapiens

Glu Met Gln Arg Arg Ala Asp Gln Leu

5 10

sapiens

Glu Met GIn Arg Arg Ala Asp Gln

5 10

sapiens

Glu Leu Glu Glu Met Gln Arg Arg Ala Asp
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1

<210>
<211>
<212>
<213>

<400>

17

9

PRT

Homo sapiens

17

Glu Leu Glu Glu Met Gln Arg Arg Ala

1

<210>
<211>
<212>
<213>

<400>

18

8

PRT

Homo sapiens

18

Glu Leu Glu Glu Met Gln Arg Arg

1

<210>

<211>

<212>

<213>

<400>

Leu Glu Glu Met GIn Arg Arg Ala Asp Gln Leu

1

<210>

<211>

<212>

<213>

<400>

Leu Glu Glu Met Gln Arg Arg Ala Asp Gln

1

<210>

<211

> 9

<212>

<213>

5
19
11
PRT
Homo sapiens

19

5 10
20
10
PRT
Homo sapiens

20

5 10

21

PRT

Homo sapiens
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<400> 21

Leu Glu Glu Met Gln Arg Arg Ala Asp
1 5

<210> 22

<211> 8

<212> PRT

<213> Homo sapiens

<400> 22

Leu Glu Glu Met Gln Arg Arg Ala
1 5

<210> 23

<211> 7

<212> PRT

<213> Homo sapiens

<400> 23

Leu Glu Glu Met GIn Arg Arg
1 5

<210> 24

<211> 10

<212> PRT

<213> Homo sapiens

<400> 24

Glu Glu Met Gln Arg Arg Ala Asp Gln Leu

1 5 10
<210> 25

<211> 9

<212> PRT

<213> Homo sapiens

<400> 25

Glu Glu Met GIn Arg Arg Ala Asp Gln

1 5

<210> 26

<211> 7

<212> PRT
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<213> Homo sapiens
<400> 26

Glu Glu Met Gln Arg Arg Ala
1 5

<210> 27

<211> 6

<212> PRT

<213> Homo sapiens
<400> 27

Lys Asn Leu Thr Asp Leu
1 5

<210> 28

<211> 20

<212> PRT

<213> Homo sapiens

<400> 28

Ser Asn Lys Thr Arg Ile Asp Glu Ala Asn Gln Arg Ala Thr Lys Met
1 5 10 15
Leu Gly Ser Gly
20
<210> 29
<211> 17
<212> PRT
<213> Homo sapiens
<400> 29
Thr Arg Ile Asp Glu Ala Asn Gln Arg Ala Thr Lys Met Leu Gly Ser
1 5 10 15

Gly

<210> 30

<211> 14

<212> PRT

<213> Homo sapiens

<400> 30
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Asp Glu Ala Asn GIn Arg Ala Thr Lys Met Leu Gly Ser Gly

1 5 10
<210> 31

<211> 11

<212> PRT

<213> Homo sapiens

<400> 31

Asn Gln Arg Ala Thr Lys Met Leu Gly Ser Gly
1 5 10
<210> 32

<211> 10

<212> PRT

<213> Homo sapiens

<400> 32

GIn Arg Ala Thr Lys Met Leu Gly Ser Gly
1 5 10
<210> 33

<211> 5

<212> PRT

<213> Homo sapiens

<400> 33

Tyr Gly Gly Phe Leu

1 5

<210> 34

<211> 5

<212> PRT

<213> Homo sapiens
<400> 34

Tyr Gly Gly Phe Met
1 5
<210> 35

<211> 5

<212> PRT
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<213> Homo sapiens
<400> 35

Tyr Ala Gly Phe Leu
1 5
<210> 36

<211> 5

<212> PRT

<213> Homo sapiens
<400> 36

Tyr Ser Gly Phe Leu
1 5
<210> 37

<211> 5

<212> PRT

<213> Homo sapiens
<400> 37

Tyr Ala Gly Phe Met
1 5
<210> 38

<211> 5

<212> PRT

<213> Homo sapiens
<400> 38

Tyr Ser Gly Phe Met

1 5
<210> 39

<211> 6

<212> PRT

<213> Homo sapiens

<400> 39

Glu Asp Tyr Tyr Arg Leu

1 5
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