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A7) ZAES IFA, AY, AT e HAT AR 98 FodE AL EHoR s, AR Inie
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A3 11
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sh, 5 dnsls 24E

A7 13
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A By adolE 4 ASA, detielA AAA, 7]E WER e olvA o
AAA, m = G, AT A=A (propigment ing agent), AH7F-Eid Al
a-ZHEA] AAA, G- P/EE LEI-sto|=FAeA JAA, AR A,
A WAA, W 2RI F AAA, FSPEAA, 8| ~EFRIA, ol
A, TF5A, F3A, dEAAE, {7 &), AA FHAA, IF Z/EE 2 7
A, o3 sfo|=F AL, HIEF StolmFmAlLl, HEA, A4 JbeRdlas, HER, AL e ZA4E, 98,
Azt W, FHA, AWUEAAA, AdsA, FEEAA, FE A AR B A
R A, FFO|FTAARA, A, AAFTAAAA, M9 EE ¥ a1E2AY F 2l
of B3E oA e WA F dv EF, Fo 34 ASA, detzd FA ASA, dIzd F A=A,
guld FAd A=A, deal F4 A5A, ARlE FA ASA, obFolxd 3 A=A, YFEAN FA A=
A, Fu2de 3 A=A, ARFE] 3 A=A, AR 2 4" R 3 ASA4, Aletelel= 344 ASAl,
Zabal 2 odAA, deks" B8 oAAl, A (cathepsin) G9F S HA™ ZZEobAl JAA]l, AdFolAlE
F2 A=A, ATERAPOlE T4 A4, oft|EAPOlE FA A, WElAlolE FA A=A, ARFE A
O|E &3} A=A, olt]EALOlE £33} AFA, olAdFHA e A A A, IF o)A, oI FEA
<A GAA, 2+ F5 AAA, SR A =S 3 ASA, Fopzdsks WAA, HEES Al (comedolytic
agent), I7AMA|, DNA 574, DNA HoA|, AASA, 7H2 BAA, 934 A7 A5 9/xe A4, st
A AA, AFA, A B 2-4A, ADEEEAl e AR ASA, AEdelE A, EehgA]
A, g5 A=FA4, FRE 35A, AdH st (reepithelialization) A=A, FERZ AFHIA, Alo]E7S A%
Q1 AAGA, 294, vHAl, BEAER £3A 2/EE vAEEA 284, A RFAH A=A, dHFHA
AAA, FE-TA, AE FHAAL LA, JI-dT AT ANAA, B FEA, 2R A =E A
il

%, Fu, AHclEsAl, e FEE, A 24, dxF{ FE=, ¥ AN FEHE B
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I F7] B g FRSA

3
FEF FO 1T o1 AT F

A (DR FAHEE gty oo fetol=, 2 JAloldE A (stereoisomer), ©]¢] EgH&, Bl/HEE ©]
o sPEEoR B ofgfHor F8UbEE o

2 EAEE st olgel AeelE, 1 YACIYAA, oo EFE, W/EE: o9 Hggow

(D
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o] 2ol A,

AAE SEQ ID No.4 2 SEQ ID No.112 TAE Lo 2RE Aeus ojniit 49S zh= Elo]=o]a;
AA'= -SEQ ID No.35-% FAEE= AT £

R 2R 474 Ed5oz | 2 R-C0)-2 TAHYE To2RE ABHI, 7)o Ry HE ¥XS C-Cy &
A8 FAE ToRRE Aenmn;
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A 198 ho]A,
7l %
A

=3 % sb7] Ak (I 2 BAIEE 3kt o]de] SEfol=, 1 iAol d A A
o] 344§ 2 <
INE

oFetHow 587 AS FHHoR et A
R"1—-A,~B.~AA-AA,-AAs-AA-AAs-AAs—C—D—R",

(1V)

o] 2ol A,

A S -Asp-, —Glu- ¥ -Pro-2 FAE TOo2RE HEE;

AAE= -Asp-o] L

M-S -Tyr- % -Arg-2 748 E Lo 2HE AEna;
AA= -Phe- B -Tyr-2 FA® o= 5H AeE
M= Arg- 2 -Lys-2 TAE FOoRRE Auy;

A Leu- E Met-2 7AH +

o
o

2HE e

A, B, C ¥ D= H4a 2 v ol Aito s FAE oRHEH SHACR HEYE ]

p, r, s ¥t SHACE MuEn 03} 1xbo]e] W9jujo]aL;

R"& H % R'sC0)-2 7Y wozRe Masi of7jor R HE HX3 C-Cy S22 FAHE Fo=
HE A,

R"»= -NR'R's B -0R': 2 A Loz FE AdgEv, of7jelq Ry B Ry 44 SHACE H 2 ovRE

CrCo Y22 748 Fo2RE SyHoz Hudn,

ugel dr

7] & & of

oo SNAP-25 9 AR RE fHEE S8 oR EE ostHos {fadt 4ol st oo HEel= H/
T 3l ol4be] <A ZE (enkephalin) S WElO|=

= | o)
A (excipient) X HZEA(adjuvant) S ot 3R = okdlz] A Eo Foof Wste], REYE
Al(Botulinum toxin)& 9& W/EE & I R Fosts A

3t Aotk W3 AZle Ao BREDZE A9 g =1

I

%74 F5(expression wrinkle)> €& & Ao da XAS Fisled o] e kA 259 F50f 9
3 ZHelAE SEHoR ] AVIE FEoY. A FELS 9oz onl, &4 Apole I, 4V E/E=
w7kl fFg. dF FH, 4 WE 2 E(tics) (M SHE F S e 98 &89 B4 F£Ho=
olg] A WHEEE A 22D EA wEle, BH FES AL A S k. ddlde] w3
2o R 9912 1 Zo] H IS xS

olgld A4 FE A A ¥ HAUESS JIEE Fow =g aste Ay 259 Ho|t. o3 =&
74 o 255 A=ske AR AAdede Adoltr. AF HYEL 5 AFE TRV AEAE
E74 (neurotransmitter)2] A|E A k= o] wjEFo] 1 EFolt;, o]t o]f uwlitel, wHA AEgUE
(neuronal exocytosis)S& AoJsl= EA7F &5 10FS o|gsl=dl, AyH oz F5& AAs=d 7143t
olHF BHL 98 RELE EA FAYE Ty ARHT o, =8 A #7339 (serotype) (BOTOX
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Cosmetic/Vistabel, Allergan Inc., DysportTM, Ipsen Biopharm, Ltd. and Azzalure®, Galderma S.A.)
[Carruthers, A., Kiene, K. and Carruthers, J. (1996) "¢J3F& ¥R ulgtoji]o] HEZF 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] 5 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 I T}, o]H e 7|&2 E4S 45 U= AddlFozn 44 ais
HAAZY, BEEE 7TREAS AXA ol 45 = ofAEZd &S F% 2 Aost= SNARE 58AE
Adshs 9l dS doste] FHe 289 %I E YT oRA AT FAH (neuromuscular junction)(A17-
S Alg 2ol Figd MELgUES AT

Eale] wiHlAd &¥= 3 ~ ko] H ALV F< g, FE $FE B AYEHE 259 AR
whe} e} A Y [Rzany, B., Ascher, B., Monheit, G.D. (2010) "HE&lF EX Aoz njz7hid AHa (~A#o]-$
= FUE): 933 72 ((Treatment of glabellar lines with botulinum toxin type A (Speywood Unit): a
clinical overvz'ew))” J. Eur. Acad. Dermatol. Venereol. 24, SI1, 1-14]. REYF & ¢ & Y ave=
T oA, 2 s T, S BEHE 52 T F oMde] Al wet 23t SF45A
B Hd H ca. 40%°]aL, F91 F 4/l ca. 20%°ITh. 1Y ER, o]

= kil

% B
A BEds 5419 vHEAQl F9 o WS FEANOZA HE &9
S e Y. olEe REEE H4 A ETJrQ] e I AYA FA% SUME e E e, o
= A3 A9 ukgo] Z3E fdt. BnEYE 54 A dFgow AHzlee Wy thertez B Y, F
4y 9 E gAY 2L 08 dHFY BEYw 549 AMgo]l nyH I vt I E Eska, e ¥
Ao Folrt EAAY dld Wetez ugE 4 flEd, 2 ojfE WA ol Wy wkgo] oAl A & 7]
ok, Az, uEA M-S A REEE 54 Agle 7P 9IRE] BaEE(=10% FHE) 7Y 59 o
S B TR ol FAIE & glE(=1-<10%) S (ptosis), HW vHH], wEEY FUF e O A
Z, ¥AE B2 ¢rA Y E(asthenopia) ¥ F7F A= (nuscle twitching) 59 Fzhgo] WAy, o]ufdt F
2hge dAHolal F3F o] ZAEoly, 7 et AEE £ 9lon FHo| tAl AW Z 5215 AF9st
= AL ARHom g wE 4 . HEYE 54 zHZO‘ HEe old¥ A& ds vehve A4

$ALg Apolo] @S o] Folof sk olabsh gelalol @tk At elmwlol wEw, oAb 67) k)

AFPS A

s A RETE 549 v &9E Buehy W] whgS frdelA oAl AF HEo] AA|AQ
Hu} ghdela B} kARl B4 F2E 7 Alate #AE ARsEr] 98 B =88 e k. HEe]
Ty A7} oy g EAe FEete RETw 54 AR 13 t'a“ﬁﬂ—‘& FARE AT, 58], 53 EP
1180524 Bl % 53] &9 WO 2008/049945 Al(Lipotec, S.A.)v A AEAWES A8ty wepr] F5 W
A BIE zr= SNAP-25 ©@hald o] olwmx Wt WA (amino terminal fragment) Q. ZHE ¥ HElo] =0 oj
#AAGD ALk S A F N0 GT/UEN ALE SAP25 AU ofslieat A, 59 SRRA-w, £
S FuA AEgHES JATE F d= AYEH W (synaptobrevin) F+ AlEAl(syntaxin) 9] olv]:=4t A A
2HE fFaiEE FERol= i3] Y)Estal Urt.

<5 FHEE AAANI7] 9T g ke Al¥ 2 o]F #(post-synaptic level)ollx A&FFomM g ¥t

o= olqEEA 48 R clustering)E A7) Lipotecatol] 8] A% Inyline [INCI: oA
g Al Elo] =-30], HEi= olMEZH =89 A3A|Q Pentapharm/DSMAFS] &3] Al#E+= Vialox" [INCI:
"Ake [INCI: t]lE}o]= t]oln] ]2l widolu= tjolieo] ]9} 2e W 4q]

Syn
Hom FYT & Qi BA FF 9A Wetol=o] wpgold,

A FE5Y A2 2/mE AAE Yo & g2 e 2 Y Z43A| (calcium channel antagonists), 53]
w7 ((FR 2809005 A1), &wl® (alverine)(FR 2798590 Al) T ZFFZAF ml1ul¢ (FR 2846885 Al) 9] Al&-

7+
E& P AI(EP 0704210 A2) T ololgl~ Zyth(Iris pallida) FFE(FR 2746641 Al)¥ & F=2elol=
g AgA 9 A8 xS
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270, dinels A8, eAA-Ad W%, e vE A, 9 ZaE, v, achAEad, Av g
EE RAYRERS) B 9Nl A9F e thE 244 WRE v Ao AgAth. W% wmshe
F R Fe ax, F A0 A €F Ad axsk AGUNAAY wFF] F P-fE L2 (Pt
B Fel ols) s Bgelrh. wF Pl A7l wF, QN wF, B 9 D EE PR 2
& %4 203 g 3 849 2AEE A o) Ale] €

2 oo gAAA, S Gust Ae'e Qgtel AN wakE oy, A QEE G AL Aol

Eodbgol| A olw|wAtel] AMRE = ¢Fol= Fur. J. Biochem., 1984, 138:9-37 and in J. Biol. Chem., 1989
264: 633-673° WAIF o] Q+= IUPAC-IUB A3}t W™ 359 Y3 (IUPAC-1UB Joint Commision on Biochemical
Nomenclature)®] FA] wEt}t. welA, oE £9], GlyE NL-CH-CO-OHE YEhaz, Gly-+ NH,~CH,~CO-&

™, -Gly® -NH-CH,~CO-OHE el iz, -Gly-¥ -NH-CH,~CO-2 ehdict, e, Segols ZA3FS el

E dlo]Z2 VEe LEZ X FHH olu AR WAl FAaE el Hlo] 23 FHE FARE)Y 1-7I=
HAVIZEE OH7F AAEIL, 7|39 A% $X|3td ofn|xAke] 2-oln V|2 RE H7} AAHY, F7HA] HE
o] & 71Zd H&=E 4 Uy

oko] "Ac-"tE= B wWAMA ofAE(CH-CO-) 7S FAISH] e AFEEW, ko] "Palm-"-S Fr|EA(CHs-
(CH2)1,=CO-)71E FAISH7] 938l A-8-E T,

B AN, B AWES e golt dE Eol, ol @4HE AL ok, A4Y wE AP @
1, 9Ad 2 ard)E 2s eu Al

Bl ey ek golt 1 uiA 20), wAslE 1 uA 167, ek sEA Al 1A 14, o
S oA 1WA 1270, B8 o mRAeAE 1, 2, 3, 4, 5 B 69 Ba94E et A4
=AY ER1EA, wAAGel g8 A vl Rt Agse, o8 Bl oo #4HE AL ok
g, o, olg, olaxed, ola¥d, tert-¥d, A9, S°, WA, wud, U, A, SEH,
obel, p-ol"BY, 2-ERY, sEANY] & TP o2 AL

w ool A AT e gelt sh) ool BA-Ea o FAY, WAL 1, 2 B 39 Ba-w

)
o)TAFE 7K, 2 ~ 24/, Wi HEAE 2 ~ 1670, Buk vk eAlE 2 - W, vE aiEEsiAlE 2 ~ 12,
Ha o vhAeAls 2, 3, 4, 5 e 6719 BadAs dfehs AdY e 7Y wRsIRA, 2570

A ®= IFACIEHA on @Al s LAt vrx Fiah A, dF Sl ol ¥4

F

= AL ofyu vid, &dld, duEddr] 55 Edske ovE ARgEn
oA drjdr] et gole sty ol ©Aa-ta AT, ahEHE 1, 2 B 9] gA-wAa
AEAdE 7R, 2 WA 240K, wrrE e 2 WA 1670, Bk vk el 2 WA U, " i ElE

=
2 U 1270, B o uhgEels 2, 3, 4, 5 EE 69 BaNAE et 449 wE Y B
24, ZFAEHAY B 2RAERA 2o gAYl s Bae] UnA P Ags, dE 5

Colol BARE Qe ohu oEdy), -Zed, e-xesld, R, 2-REd, 3-REd, 1Y
e AEd B TP v AgE

i
i)
1)
=
X
m&
ik
>,
i
i)
N
rlr
[o;
9
rlr
3
il
il
9
9
o
o

ARE e oy AZEe, AFzeAd Ei

2 oA "AEEdd"ge fole 3 A 247, ntEAEHAE 3 WA 1671, Euk urEAsiAlE 3 WA
1478, ©< vigAaiAE 3 WA 12, 9<% o udAsAE 3, 4, 5 = 6719 8A29AE IdheteE Be- E
= AN EY 23 ANFTIEA, ddhgde] o Ao ywA] FiE A, o& 5o, old dAE=
AL oYy AIFEEZRY, ANEERY, ANERAY, ANEEIA, ANSFEYY, WY AEF2I4, gud AR
AN SEsfol=g00d, bytsto|l=g2uzad, mdstslol a2 dd 58 ¥3elE uz APJ‘?LFJE}

wougeld AR e Golt st ool Ba-pd olFAY, ugAsAE 1, 2 i 7o wha-
B o FATL 7K, 5 A 207, mEAsAE 5 WA 167, B s el 5 UA 1), B g
=5 WA 12, O% o mFAsIE 5 EE o BAUAE FReE Rw- e EeAEY wREs
AWEA 2N, BFANENAY EE BRANENA om waAGel o) Bl vl PR3 AT,
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[0030]

[0031]

[0032]

[0033]

[0034]

[0035]

[0037]

[0039]
[0040]

[0041]

ZIHS3d 10-2018-0083958

ool BAHE AL oh AFRAE-1-d-1-97] 5 Ealt ov2 AL

"NERL7|IIHE goE d ol Ba-8a AFAY wdAsAE 1, 2 £E 39 -
AgS 7, 8 WA 2470, wphAE A= 8 WA 167, Rl wiEksAs 8 WA 147, B upeh
Wz 12, oS o ulEAsAE 8 T 99 gdadAE diete B e Z2AEY vUES
2A, ZFACIEGAY = ZFACIES A gon ddAge o) Expe vz FEI} Agsi,
oo A= AL ot AIFEFE-4-ql-2-0]Hd7] T& EFs= Ju|E AEH

Wrgol A "ol )"k fols @a-Ea 7&% SR @ﬂﬂur F5E 1, 2, 3 B 4] BFgES uE
o1z, 6 WA 3070, mtEAsAE 6 W= 1= 1 1070, "= o sk siAl= 6
07IH gadas Frehe H&?‘*é—ﬂiﬁ, Gﬂe ‘é : °1°ﬂ s = AS opyy Hd, vzl yud

W72 X3E GAVEA, ddAd
=(CH) =¥, -(CHy) 16~ (1~

Stoll 9]3] #xle] ywx] REE = @Q’S}Uﬂl, d& Yk

Urzdg), -(CH) s~ (2-U2Z"), —(CHy) 1 CH(H ), 55 2E3}st= ou| 2 AHgH T

B oaldo A "FE| A EE Y] g foj= 310719 W E 1R EslarA g 24, s o)Akel my YA}
uE sl 1, 2 T 370 zEl 9 gt old 94, dE B9 A4, A e Foju, ¥3 T
Exsd  dE ®Hilga 1EE 9usy. 2 dge] EAHS s, sHEAlES AEY, ExAlEY,
Hlo| A28 £ EgAEY AZA, §3E ngAES T3 ¢ 9o, dgxMgHor Ax A e 3
QA= S ZA S 2ozl atsld 4= 9la, deiedgor dAa xRk 45332 = o, SHEAF
g guze BE e od 3] e WIS = Qdu. 1o bl s, sHzAFHogs {0l 5
rE /Y AHE 7t e ouditt. 23} HEHEAZEYY 9 W t]Lal, ﬁlﬁﬂiﬁa, qAd27, 9=
gdu, 2E2Y 9 goerEZdo] g}, JHEWIEFZVZEE dHA e WIE dHIAEE 9 dF EW d
g, 9F, F, gHed, Mz, ongEd, A=, A=d, v ¢ »}zaaaol AT}

2 ool A tEE 2ot g )"

7
W= 1A 39 RS F
a7h obd AAE Ffael, vl

o Bl U REa Agse, oF Sol, oo wAHE AL
ofUy —(Cly) g0l thEd, —(CHy) 1 EE s

obEd, —(C)Elold, -(Clo) i34, -(CH) ¥ EeHE

ELoFeks omoltt.

Fall 71 wokell M ofsE= miek o], A7l AL T]ellM o Ao A gho] EAE & vk, wEbA, &
wg o] ojw g VM A o] EAE 4 vk, & ] ol glojA A&rlel @k Fa RS 54 dy
Zol shif o] o] Ag7hedt AAelAM, vt EAl= 1, 2 = 3 A, Bk vpebEE A= 1 s 2 914
A, 53] mpgAs A= 1 S AlA st ol iFe] XA osf A 5 vk AL Bk oleld A3
Aell= dE 5o, ool s= AL ok G - G 24 sfel=54d; 6 - G &545 obv=; G - G o]

=45 G - G FIEERLSAS G - G SATIRY B4, 94, By 2 8059 e IR Aol YHE
25 oA % (azido); C - C &AAMAEL; HE: ¢ - G &4 , dZd #A=54, -NR,(C=NR,)NR:R.
o] AoA, R, T REH, G -C &2, C-C A, ¢ - C L7149, G - Cp NFZLZ, C - Cis oFF,
Cr = Gy obd, 3-1070 AW SEIRAIZE e opplier] HE7IR FA¥s ToRPE SHAoR ddgd]

EoET

E
ful
O
(o]
o
i)
dpo
L

—
-

o
o,

6 WA 4078e] Q1A ofv=At MEE ek, SEQ 1D
No.loll efaf Aeoj¥= b7 dwt] (DS mas spggor e fdtdor fFadh o sh ool ol



[0042]

[0043]
[0044]

[0045]

[0046]
[0047]
[0048]
[0049]

[0050]

[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

ZIHSdl 10-2018-0083958

= Aol d A A (stereoisomer), ©o]2] £3&E, R/EE IFEoR e FFgHo=R 8IS o) H/E
Ri-AA-R,

(N

[o] AellA, AAE ofu=AF A< SEQ ID No. 1o 23t o] Q= 6 WA 40719 A ofu|w=ike] M Ed]

Sh7] ARk (11)9] sht ool <AlZd e fetol=, 1 YA IEA, oo &, B/Ex pgdom

E optgow debed 9 2
O 0]
H H
N .N Y~
Rw1/ X \/U\” an
O
OH
(1D
[o] 2ol A,
X 8 Ve A ohulmdt % nAd opitow TAY FoRRY SPMoR Ay

R 2 R H, X3 == v X3 vy Fr], 28 = 0x3 dgA)S3d, X3 == v 3 uzAZ
g, X3 E£x A% Fg2etdd, X3 EE uX 3 od, X3 EE H|X|3 ofg 9 RC(0)-2 T
Ry ¥ R'»= -NRsRy, -ORy & -SR:= FA1H FOo2RE =Y
H| 2|3 ¥)3E AW 7], A% EE HXF A EE, A

oz Auun, ol7lolA] R, % Rz H, AT EE

2
e g FEEAEE, X3 Ee X5 5

hul

Hzolderd, A% i wAe ofd, @ AP wE WAD oj@hw TAE TozRH S¥qon Muy
AZ1NA Rz H, A# i WA 0BG AYEY), AF = 0 deFY, AF = 0AF o},

Ri R'y B Ry, R 242 fElol= A o] opm|-Zeb(N-21h) 3 Jt= 5 A -2d(C-2dh) o Addn

= e 54 FAANM, DA (IDZ EAHE Pelol=o] v e F2E X7b Gly-, -Ala- EE -Ser-,
Bt nhb A D-Ala- EE -D-Ser-91 FXolt}.

T ooE 54 7adddA, Iy (IDR FA15 = fetel=9] vt 725 V7F -Leu- B -Met-, Bt} 1)
AT -L-Leu- Hi= -L-Met-¢1 Fxo]t},

T s EY FdoA, Ry D RS H; dby] gk (111)9] Zd;
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[0060]
[0061]
[0062]

[0063]

[0064]

[0065]

SIHSd 10-2018-0083958

(e}

o]
)%N/\/\O/\/O\/\O/\/\HW

* on

(ITD)

[o] 4o, n& 1 U4 1009] Eeldlels, vl 1 4 59

W RCO-[e 71N A Rt AF Ei= WIS GGy 22 B, A EE WA GGy 2AY FEZ, A8
AR OoC 2I1Y BT, A EE WA GGy 22U B, A EE A 00 A2
A e, AR e WD GG AZRAIY B, AD B WD G ofd FHZ, AR =
HIAS GGy oFR BT, 3-10709) 2a] WS Zte A9 Ex nAE sEeA2Y 0, 2 gA 24
of BagAsh 1 Ul 3708 wavh obd 9AE RS 97 Abzel 1 uA 679 Bk 99l A8 mi v
A% sl zolde dulde T FomyH Auglz TAE TomtH Hgdom Addth wwds)
ARR RS H, oPAE, tert-FERee, dAwd, 2vlgeaee, AFRANRA, SEhed, 07,
G, vgsme, BuEel, sHclzd, wWad, SHed U Pwdedz F4H Fomyy Sdde
2 AdEs. wo ug At R R RLE H, obAE, Sibed, Shedl, R, vesEd B BvE

Uz THY ToRYE HYHor Audd,

TS

\

e EA A, R, @ R'yE -NRRy, 0By T=E -SR,E TAE o RXRE EZgzog Audn o7
ol Ry ¥ Ry= H, X3 T vX3 C-Cy &, X3 T v X3S C-Cy S, XS = BHRF CCy &
71d, A% T XS C-Cy AF2LZ, X3 = BX 8 G0y AZFESAY, X8 T 81X C—Cy Al

FRAId, AT w= vAF GCyp oFE, AF = WA G-y obE, 3-10709] g WHE Zte A

T wA g SﬂEﬂi/\]%E‘ 22 WA 24709 Akl 1A 3789 't obd s Shek & A}%

ol 1 WA 6709 &4 Akl g = wA g sdZold A Y], g ANk (111)9] E2m[o] 2dlA,

W= 1002} ‘%‘-ﬂHlHO]B%, A aAE 1 WA 590182 FAE TOoRTE Hyyon MeElwr), OE]A/SQ_J';QIQAE7

Reob Rz ¥38F = Bx3} ghi-wha 2t o3 A4 = 89E I4E 5 o b

FASHA R, B R'E -NRR, £ -OR2 PAE ToRFE SdHoR dgun, o7l Ry ¥ R H, A&
CoCoy &7, X3 T&= HXF

2
i)
B
40,
x
il
==
i _|
[0
|
ol
o
10

EE MRS Gy B, AH EE WAT 0y DAY, AF EE WA
A3 L AR GOy oFY, R 3-10709] WHE e AR e nAR AHzA2Y, 3

e e EFS BL Aol 1A 6709 Ba A4 A8 wE @ e zobd
I (11D 9 Eel[o] S04, ne 1 WA 1009 ¥Wehhols}, mgasis 1 WA 5912 7

= = =4 -

AE ToRNE Sydor dedn. Bo viEAsHA Ry 2 RE H, WE, oddE, A4, T 9 dxgas
TE FoENE Mudn. Bo o v s A Ry Holal, Rye H, WE, g, 4, Zud 2 dAiga=
TAE woRRYH Aedrt. ¢S o ugds Fdde mEd, Ry 2 R'yw 00 2 NLE 4% To2REH
=g oz Hegc,

2 g whHe sl e ofstd AE $iEw PEolme YAl AAA e YAl EA EFER
A EATE & Y. CdE B9, FE=E P Jdv op|AtES AR SH™eR L-JANMIE(L-
configuration) v D-YAWMES 714 4 Jow, ZAn sEY FX Atk a8E=2, vgd gie 4
2 ol gAle| A Ee JAJFEA EFEo] EAG ke wEbA], o] dAA EFEWERE ofy g, AW
33E = REAA oY AA E3E(diastereomeric mixture), && 53 REAA o) AA = A4 o
44 A (enantiomer) & ¥-& 4 vk, & dgo] whHol g8 = gty A& SRS E PElol=9f ubgt
Ak FE =7 oldEA, &, dAEA e ALY odAA Y. dE Eof, HEe MYyl gl 3
shube] opu|iito]l wWlla-d 4 vk AS AlAekE A, o] ofw w4l L-Ala-, D-Ala- £+ o] + E29
A B vPgAr EREZEEH AdEEgs AS ol Aot B WA Ved WHe IR A5
gk AP (configuration) S ZHE opn|xAibS AEigto=a 2 o] Feloln FA9 7} YA EAE
A= AL 71esA g

i
of
X

|29l A, "SNAP-25 thmiE e} opm|idt MARFE F = opvimal AL SEQ ID No. 1ol ojsf Ao
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[0067]

[0068]

[0069]

[0070]

[0071]

¥z, SNAP-25 whij o] opmmat M Him opn|iedt M whl; Him SNAP-25 whulie] S4dS Zhs el
o TS JRAve AAEel, s oldel obmwite] wiol ARgl, Al mam A&kl oA A gk

(genetic code)?] WAoo ola] SEQ ID No. 1 A E3} t}& ¢lo)o] ofmil A ES on]3li},

Hol, Ag) e X3S fFaAeR ety oluAil e GEstEA] ¢S, HA EE v ofH| At ¢
3 " 4 glon, olyd ofn|xAte] o F EW, oo FEe= AL oYY, AEEH, LEUH, AlER
A, dAaRA], =2 4-olu| e RE 24, 2-on| RE 24F, 2-oln] o] AR E] 2L, 6-oln| i d A=A, 1-4
ookl 2-vzgdepd, 2-opn il 4-ou| WA, 4-FREH IS, 2, 3-Toln| X 23] 2,
2, 4-totu| = RE| 24, AEEA™, JFEY", A", dyden, s2S38i, goddeid, sol=FsAx
S, d2-ol4g0lX, d2-EF e, olAYHZE(isonipecotic acid), °liAl#, dAdIFEal, 2egd,
HE-debd, w2 2olal, N-vdolu|=at, wE- e FArp-olujieil 5 @ 2 FEA Fo] vk, HjHA o]
B2k 552 =7 "JEol= Ao oA o9 ofr] =AH(Unusual amino acids in peptide synthesis)"

[Roberts D.C. and Vellaccio F.lollA; "3|E}o]=(The Peptides)"[Vol 5 (1983), Chapter VI, Gross, E. and
Meienhofer, J., Eds., Academic Press, New York, USAJelA; 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
7t E FollA Feots 5 At

wouyge] wpgel s wi obby Aol S SEQ 1D No.lol o) Bl SNAP-25 whujde] ol
A AGRYE FARE PelS F uhgA® 4D, SI 1D No.2o o3} FOlE SNAP-25 @] ofv
T 91 SEE SO0 1D o0 Iof el SVP-25 adls) AL AR el el eI 80

ID No.4ell oJ&l] A== 10 WA 22 27] A 9ol Mgl x3FEo] 9lE, HE SEQ ID No.5ell 3] 4
= 25 WA 40 7] Afele] F9je] EFHy =, T SEQ ID No.6ell 98l Fef=s= 65 WA 81 Zk7] Abe]
o] F9lol xgu o] 9=, SEQ ID No.7¢l <& A= 181 WA 206 7] Alo]e] Hjof Edtyo] QlE, WU}
A53HA = SEQ ID No.8ol o&f AHeEE= 12 WA 19 7] Alolo] Fojo] F3tr|o] ¢l W= SEQ ID No.9el
ol&l] Agou&= 26 WA 38 7] Apol]e] H-9jo] EFE o] 9le, T SEQ ID No.10e o3 A== 68 WA 79
7] Arele] F-glel xghE o] =, 53] SEQ ID No.11o o3 A= 12 WA 17 7] Apole] H-9jo] E3
of Q&= QA olmike] MY, = SEQ ID No.119] ofnleit & FHrshe SEQ 1D No.dol EFHEo] 3= 7
WA 12 1F opr ko] Ads zhet.

jud

Fha3 ol Ak A9 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% FAH FozRE MuxE= Adoltt, Rt uabasdl ofn|wAF A4
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°.&
TAE TORRE AYEE= Adolt.

=3,

3, 2 el W] spg s ofshA AES nZbelA e wiAdE S

FH frdEs flEol=st dEAoR AEd FEel=R xFdit. 2 wHdds "dEAoR Fed
(substantially homologous) E}o]="2tE &ol& |

80%, HTh v sHAl= 95% dAsh s ordy. "edAd vl
(optimal alignment)¥ 9] o]5 F ofu|:=Ail XA Ale]o] g ofw|wite] HAIES on|sts o=, o
HAE: e&Fet $A4 FAolunm F ofuql Alo]o] Zpol= i

ojgh= &olv HY 2 YA E

HlaLE = o mal A Fell A o] imto]

= #Ae 2 vra yA of7]el 100S F 9

4 5 a7 oot Ad Abele] ME HlueE FE
(http://blast.ncbi.nlm.nih.gov/. )X =eplom o] & % U= BLAST <ar#F(Basic Local Alignment

Search Tool)¥ &2 AMXEQJofo] 93] a2 = Qr},

2 odkg o] waAoA, "dAZHY G Helol="= A SEQ ID No.33 T SEQ ID No.34ol| <3l
AL AeHelo]= 9] ofuat M3} 0, 1 EE 2719 olu|iAlo] thE oluial IS zH= 2
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[0072]

[0073]

[0074]

[0075]
[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]
[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

3IHSd 10-2018-0083958

< e ge] S8 Eu ofetd A=l drsle by (IDel o] AejE= fEel= 7 owheA
=4k A& SEQ ID No.33, SEQ ID No.34, SEQ ID No.35, SEQ ID No.36, SEQ ID No.37 2 SEQ ID No.38%

T wo Ry Adess Adeltt. Bu upehA gk ofw]eqk Al SEQ ID No.33 B SEQ ID No.35% 744
=25H 9

FomnE Ads Aot
¥ o] Pyl Se mi ofd 2YBE 3] A (V9] HPEoE E fPHon FEE I
3 =, Al AAl, olel ERE W/EE GO wt FFHHoE HElET AL F

A -Tyr- 2 -Arg-2 FAE To2REH d95a;
AAE -Phe- 2 -Tyr-2 FAH Fo2RE AUy,
MsE -Arg- 2 -Lys-2 FAE ToRYFE AEEa;

Mg -Leu— E Met-Z FAE ToZHEH AdEa;

R"Z= 0, A& Ee= v vj&y AE7], A T v YIS, A Be WA S FHRAEE,
A = WA Rz, Mg e RS ofd, A& E= A ofE A " R's-C(0)-2 FAE o

Y AWEY), AP EE 0AS BHAFY, NG w0 AH2AZD, A EE S e zolA
A, A% EE A ok L A EE 0AB oYL FHH FORVE SYHoR Hey

o7lA R'GE H, A# EE WA MY AYH], AP EE 0AF BAFY, AD == 04D ob,
A% EE A oldd, A EE aAG AHEARY 2 A% 2= A duzeladds T o
=4 dear

R' % R'71E 247 Wetols Ade] ofulw-we(-ue) W he BAl-ser e v A,

P

T 0E 54 FddolA, RS H 2 R'5-C0-2 FASE Foz3y Aega, of7ldA R'yE X8 £ 11X
3k CCo &4 o)z, A3 e HAS C-Cy EAIY 2z, X3 B vX3 -Gy &71d 2oz, A3
T B3 CCy ANEFELZ FUZ, A3 T HX 3 0y AF2LAY o, X3 = 8 X3 CeCy
AERL7ID gozd, A3 EE v GCyp oFd BulZ, X3 T XS G-Cy oFEA gz, 3-10719]

ng WEE R A EE A AA2AFY Su, 9 2 WA 2009 a94st 1A e Bast
b QAE B ol Alzel 1A 6719 BAUA A wE M oA B FHH
ToRE AUHTh vFHsA, RS H, obIE, tert-FEhed, HAbed, WP, AZ R}

28y, Sehed, H7hed, B9, iR, BEY, sz, wWad, 2Ued ¥ wdeds

Q)
= = =5
T4E woeRFE Adudn. By abgdsil, RS H, opE, A=, SEhed, SheEd, vgsEd

i
r
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[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

ZIHSd 10-2018-0083958

e HEdRE FAE Fo2HE Adgdn,
T g 54 FddolA, R"E -NR':Ry, -0R'; =& -SR';olH, o7]e4 R'; 2 R',&= H, X3 e HXF
CiCoy &2, X3 & HX3F CCy A, X3 e HX 3 00y &71d, A3 =5 vX3 -Gy AIEE

&, A = HAS GGy AEEREAE, A Ex BRI GGy ASEYIE, A3 = HAE GCy
o, A& H= WIAE G-Cy o2, 3-10709] 2] FHE 2 Ad T HAE S, 2 2 WA

=
Ad, Af = HAE CCy 271d, A e HAF GCp NSRS, A& s A GCps o, R

=,
3-10749] WS 2= A mE wAS HAHRAIY, 3 WA 049 WS 2= aeE Egeie 9 A
LA 61 B A9 AR B AR Aizel 99 a THE Zoxiy SUho dudg
urh A R R RGE A", A8, 82, =4 9 adas PR ToRyy Addr. o
WS RE o, Ris H, W9, old, S, wud % slladr P48 FomtE Mgt nr)

E e 54 FddelM, RN H obAE, sheed, nesEd @ #vEds T4 pomtE Ay,
AAS -L-Glu-, AA= -L-Asp-, AAz2 -L-Tyr-, AA= -L-Tyr-, AATE -L-Arg-, AAc2 -L-Leu-°]al, Ry
NR'GR'y EE -OR'go]E], o]7lol A Ry B R H, AE, o, 94, mHd 2 AR TAE Foniy
=gdom Aun, wgAsA RLE O £E Ntk nh wgEal, RS opiE mR #uEeleln
R'y= -NHolth. Boh o wt&AsHAl, p, r, s R t+ 00]t}.

i

T oE 54 7Aoo, R 0, odE, g9-2Y, nEsEd 9 3 ELRE Y LR JdEEa,
AAS -L-Pro-, AAE -L-Asp-, AAsS -L-Tyr-, AA= -L-Tyr-, AAE -L-Lys—, AAqS -L-Leu-¢]3l, R,&=
-NR'sR'y = -0R';0l9, o7]olA R's R R'y= H, WY, dE, 4, 264 9@ axjgaz 748 o2 RE
Eydor deusa, wgAsiA RE -0 EE -NLolth, B} nighalsiA], R" S oY EE ZwEYeln

R"& -NH.olth. 2o}k o wpgashAl, p, r, s ¥ t& 0°]t}.
T gE 54 FEdolA, RS H, oldE, 2$2d, ngaEd 2 ZveEde Py FoRRE Aeya,

s

A2 -L-Glu-, AAE -L-Asp—, AAs2 -L-Arg-, AAE -L-Phe-, AAsE -L-Arg-, AAqS -L-Met-o]aL, R,
-NR';R', = -0R';01™, of7]dlA R'; 2 R',EH, WE, dE, dd, mha 9 axgaz 448 FozRE
Sgdoz Mexz, ugh s R'.E= -0l v -NHolth, Ru} vz, R" 2 ofME Ee FrEdo]

"= -Nlolth. ®ok o bkl p, r, s 2t 0o]t).

K

Eooe 54 7ddeA, RME H ok, B9Ed, vgaEd B AvEJR Jd ZoRRY AEE
A -L-Glu-, AAE -L-Asp-, AAs> -L-Tyr-, AAE -L-Tyr-, AASE -L-Arg-, AAS -L-Met-°]iL, R"
-NR'R', = -OR'O1H, o7]elA Ry R R'E H, W€, o€, 94, Edld B datgde FAAE o mtE
EYdos Adusa, utgHsiA R',E -0 e Nheolth, Boh upgasiA], RS obE FEe | Edolal
R"= Noth, 2ok o wpghAsiAl, p, r, s Btz 0°]Th.

als

T o2 54 FddelA, R H, ol HE, #92d, vgrEd ¥ IdnEYR FA4H FoRRE Meyn
AA2 -L-Pro-, AAE -L-Asp-, AAsS -L-Tyr-, AAE -L-Tyr-, AAsv -L-Arg-, AA2 -L-Met-o]3, RE&
ANR'R'y EE -OR'pOIH, o]ZleIA Ry R R'EH, WE, o, 4, mdd 2 dAdR 748 ToRYE
SQdon Hesw, vphAs RYE O Ei eItk wo shebshl, RS obAY i ol

R
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[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

[0104]

SIHE3d 10-2018-0083958
R"»& -NHolth, Boh o w3t Al, p, r, s R t& 0°]t}.
T tE 54 FdddA, R H, olE, B-2d, vEsEY 9@ vEURE F4E FoEFE Huya,
MRS RS B, oliE B EdR TR womy i
B Au
T tE EA FEHAA, Ak (IV)9] #HEle]=+= 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-

EE NLE 749 To2

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]
H LowiH Agdn.

wowge] e shg Ex oSty 2B At SPgoR Ei RHOR HEH Gr B ¥
We wel ol EFET. B wwelA 'sgsow Er okdon s475d Aol ok duwxow
B8, 53 Al AgHE Ao A5 48 dushs sow, et 4y A7t 4 AL A
g5 goA, o B, o @AHE AL oY, PF, UEF, BF, T#, nhudd, 93, 7,
ol Ex PFE Fi g B, mi olgolnl, volden, ojddriobyl, oghgoul, tolehgolul,
ot2sd, PAl, S2EY Ei wsek S92 §719; = A A7t GO, o Hof, o #4HE
AL ofUu}, oMEAG, AEEAY, StEAG, wEabel, wEldbel, BREElEAGl, FriEAel wEae,
obrshEbilAbY, FRENG, SAAY, UMY, EUSTo DoAY, SANY, ARG wE I
G 53 Be #7019, B AF Bol, ol WAHE AL oy, ASE, FAY, TG EE B¥g S
e w19 Sol Y. o) 4AL FAgow Er oHon slgAsATE AAledl, 244 sk
b ohnh, R el wWel sgg mi ofsd 2gEo] Pelolmo] HPEOR E: FFHow 5§ 5

" d Monkhouse,

jal°
lo
0
:Iol:t
S
(e}
)
=
NI
o
3
i)
2
offt
oz
2
o,
o
e
2
lo
:?l:l‘
ne
o
4
%0,
=
P
3
“»
=
&
i<
N
=
=~
=
Q

EE, B oumel el 348 wi g 2R Betelmi Aol S Ebioavailability) % HET P
oLt 3] 229) A2 (crossing)dl Fol4e FPA71Y] A HGHe A wYe AL 5+ Aok

wowge) We] SgE mt oFsh 2R FAHE Arelst THEER, wAASAL AR B 4
B9lo] Petolmo] HES FUAD 5 Q= ofwT Fue] JHHE Fol® & vk HFE L oFshy 24
o gl ola deld B PHom A=Y & ACH" A8 FPEH Harry's Cosneticology)", Eight

[sic] edition (2000) Rieger M.M., ed., New York Chemical Pub., NY, US; "#|%WEH: ZA=o #ty &
(Remington: The Science and Practice of Pharmacy)". Twentieth edition (2003) Genaro A.R., ed.,
Lippincott Williams & Wilkins, Philadelphia, US].

2 dtgo] whe] 8 T ofshd A B diFEE HWElel=, 1 A0 AA, ol EFE, &2 3%
fo8 Ty FFgHoz FHE/MEe o FaFEYW ofyT 1 T A, uidA AH, Fo A2, Fo
34, 94 AREEE FElolme] B4 XS v a9l wet gk Aot

"FEFolBE foli sk EWE AYld FEI WEAQA s o] FEel=9] g ojmdich. & iy
o] Wyel g8 T oy FAE Aty (1) Z/EE (1D9 g9 Heol=s dite adE d7)ol
aRAQ R ALY, uEgss 2] & TS VISR 0.000000015F% WA 205 %, vhEA
A= 0.000001F3% WA 2053%, Bl vfEAsHAIE 0.000153% WA 1053%, WS vFE238HA1= 0.0001

T WA 55 F%e 5

ki
ll
>
o
e
o

E U 54 THAA, ¥ uwe] gl S8 m ofsby 2Bl gRsE dwa (D) W/EE (1D



[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]
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ols g gole & Wi FEoln fFEA S A FAEE IMA, BxA, FIA e WA
£ ougt}. olelg WA= &, o % AWEAAS T A F on, oldE MR, FEA, AEA
e 3 EA, odE 5o, od dHE AL oMUY, BF e, FVE, BT, VE, AR, EEa
2Hjo]E, AZH|E ozHE, JdHE MHiolE, dilo]E, HES], FFIANE, TEAE AW dFE, x
A, EFAM, ZESA g, EYddd SEE, 92ERQe~ FHAE, Yr|EW(digitonin) F°] *E
stev, "y E 9 FA] 8K Remington's Pharmaceutical Sciences)"(E.W. Martin)olls HA3dH WA 2 A2
SAA, HEA e FPA gal] 7leHo] .
"A & BEYolgkE folv SRS YuE ARREM, dA AITF $3F stEEo]l AAE WEHES, Al s
A, FFFolA = AT, 94 At AA4 A4S wE iR A8 BEHES e sEE oW A=H
< ow g
N e A& HEE AzFe dF5 BW, g2, £3 gEF, &8 2F(oleosomes), HoFE, HUYA
(miniparticle), €& dA}F, molazdxt, Yx=dxt @ a4 22 Y=gz}, Y=gtz Ad SHkd), AEA], A
SRYX2EH Ax, wAd AW 3 v, AHEGA-QJAAE 3 v, LT, nlo]A2 AT o]

ksl
H
% thesslo], FEsdo], Welfd, vholARAE, theAlE, B ohle vholARduA R vheo WAl
govl, WY g FEE wrh FYAAAL WEE  FEENNGharmacokinetic) B oFHe
=
=

(pharmacodynamic)

A& HEE A 2w g Fofo] Gz W o3 AxE ¢ i, olF Tfile FAHAELS dF E9], A
24 A, vFEAG A L epo|ARZAA HAE 2FS TAh Fod o3, e dE Eo] Tgt o] X
TY =2 5A AA B2 AH o] e FHH 22 A Fod 93] Fod 4 on, ugAsA e
2 iyl Jetol=rt Fdldom dAFGo R WEHES dof sttt A& WEY A" diEe JEel=
o] 2 o E B9, AHE FAHE= F9, 2 Ao Wy 8 e oSt A E9 Fgo|=e wE
TH 9 A EHAIZE, BRE olyEr o] 314 9 AMR = JElolr o] B whgl debd Aot

T o0& 54 FddolA, =3 2 Iyl whHel 8 i oA AE Fi-He FAee|== oo e
HE AL olyy, &4 dEYUC|E, A7, AE e ZEYAEd 53 e w3 {7 2y e a4
F71E SHHA] Aol &2E 4= QY

T gE EA FddeA, 2 wge] We e e oFshy 2992 gk dFof| 2 HEEHe= FE, §-7
X 2 g5 Fgd EdFEoRHR, BAH A]2®(anchoring system)?] ZHE, BAE 2 o8 Fuo o] AEG
of o3 = 2IA9e] upoly A =&, FFL] pH He A2 93] FEPo|=rt WEHES T 5 QT
WA R, AE D AL E A AR JAEEe oF{FE At AMEE 5 .

Fedt R AR g/EE A& BEY AA'S xEele], AE, FAX, oF, g8 o 2 FEel= 1A
3t e de £dd Vsd AL Fol B oA ow, Fal okl d# A ATt Schaab C.K. (1986) " E
of rlo]ZZFE 9 (Impregnating Fabrics With Microcapsules)", HAPPI May 1986; Nelson G.(2002) "% &9l

vlol| A RN &3} A& (Application of microencapsulation in textiles)" Int. J. Pharm. 242, 55-62; "]7]
% A& Y ¥ (Biofunctional Textiles and the Skin)" (2006) Curr. Probl. Dermatol. v.33, Hipler
U.C. and Elsner P., eds. S. Karger AG, Basel, Switzerland; Malcom R.L., McCullagh S.D., Woolfson A.D.,
Gorman S.P., Johnes D.S. and Cuddy J. (2004) "Rl3/8t 2}7}-8-8 He]Z YHEHDZHE 2d Sy oFF
9] o] HFE(Controlled release of a model antibacterial drug from self-lubricating silicone
biomaterial)" J. Cont. Release 97, 313-320]. wigA gt A&, RAx, oF 9 98 & 5o, A=, F
Alwipe), A2 x|, vjd2gd x|, vlo]a2HA ] g/%E+ QbW nwp~F o),

EoohE 54 paEdoA, Byl wyel sdg wi oksy 24%

e sk Fol Fujel AAel LAl
Herksd RRAE dOagor FRHt ool uBld Tk Et 4UY £

Al A 5

B8 mi ohsb 2AEE Qoo wy, O mE wwd A, AF Bol, old &Y A ok} 2
W, 0F WA, oF Eol, o #AHE AL ohiy o9 WEE AR Uy, 09 WEE YeE F
A RA, B/OY/B wE B/UNE UA, % 0d/B/0d Bt AuR/B AR U T 24
B, 54 BA, 09, WA, Wy, F, 24, 4, $Uue §9, solmaFEy 9, selsa, v
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[0116]

[0117]
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SF(liniment), A=, W5, B¢, Y™y, A, b7 oy, da, 5=, ¥vk=, 951, vh(bar), 3

R Axgo] s dojEE(AZo]) (H-Fwd H FwE AA THE Axd 5 du. oY A=

FhAb osl A Ve ARESte] e 5°], oldl AE= AL oy e, Hiold, FAM], <4

(pre-loaded) A1, =31, A=A oA, WA o)A, vho]a =74}k oA = qbwl wpa=9f 2 o2 B

el aAl epAAbEel £ = glar, EFolE didold H FHE dedoldy g2 wolaq v ol

A, welad AAE 24, wolas AAE da, v Z4Y, olojAlE, HAYH, e BIEAl, HERs
015] =

2 IH S 22 o2 oA

e

—

o Eolo

A

o

= b e | A=

E 98] ¥ &4 (percutaneous absorption)E A 7|E= EHE FrHHow et
= dE E9], ol ?‘}Xqﬂb AL olyy, yuEd&EEAlol= ¢ E

olE (1-=dli A2 E-2-2), &3 &, oME 2

TSt

H
alil
O
)
=)
f

oo
j;i
bm
@
3
=
&
S
=
S
-
I
U)
>
i J
[
ofl
U O

7y
o,
<l
e :
lo
N
>
N
52
s
NS
EO
N
jincs
Jloi
O
3
L
BN
Y
2
lo 3
:‘.’:

=
Ll
ne
rir
=
e,
fo o
o
i
ol
2
o
w» &
v
jl
ot o
o 0
2 ]
M e
QL
N o
),
0
w2 U?ﬂ oM
2o Jo

Tg;cﬂ A 2} @i, X—]X]—/H r= H]x%zl—é ”‘H»] 1‘4—‘—
s, FElAd (intravitreous), 7‘—‘1—’?‘441 T
o

(intracranial), ¥dW, d=l(intrathecal) B Huhl 59, Bwk ofyz} oW FAGE 54

[¢]
—t—‘

ﬁd
o
e s
4}4
i
N,

Foil
ot
(7
1o
o
o
ox
[LSJLes
o
N
[ gt
oX,
2
|
v HR
N
o
o
fru
ot
o
p‘Lt
a

50
= rlo
= o
=T
L
o
=
=
c =
>
g
i)
o
Kn)
b
2
i)
oX,
)
Ju
2
2
B
[
fiu)
2

N

!

%
2,

AAA, 718 HEgZEZZE oA

(propigment ing agent), 1}7}—\31‘6‘%], 61—‘—§}z1] NO AEHA] GAA, 5a
d-sto|=FAdebA AR, AsHAAl, e ‘jjrqﬂ Xﬂﬂxﬂ e .JEE S *
FEA A, z‘ﬂﬁ]"‘;r‘j]zﬂ gjol 2

PN
T AYMY, dE FaAdl, i BaEd, o4 o}o ﬁ%/\l*i H el 8}
2N = o A

=

=3
t
uls
iiu)

>
2

12
= X
N
o
> °
| FN
g
1= a2

e o ol F\F(‘
i

,d
X
~

, olo
o
N
X

[
o
i
N
2

(
o)

Hopd By 2o
~
H

A
ox rr & A orr

—

A >
a £ YA e HASE ¢ e B4,
29 38 A=A, gd F4 RS54, dEA F4 ZSA, AR
FEN A A=A, FdE29E FA A=A, AZFEJ] JA A
2 244 AE(AEetels, ARE ) A8 ASA, Fel 2l gAA, e dekad &) oAA, Al
(cathepsin) G} & A Z2E oA AAA, AFoliE 524 A=A, AgHAlolE S22 A=A, ot E
Aol E F4 A, detiealolE FA A=A, At Al E E3 AFA|, ot ZALO|E {3} 254, oA
Ao =T A AAA, HF oA, olAEIZY FEA S JAA, <& FF AAA, Y IA =
b A A=A, dozbes R A, A X S8l (comedolytic agent), FAAA, DNA 554, DNA B3A, <M
A, Zhe 93X A, 1A AR X5 2/re #9A, u3A(firming agents), B2 WX A, AgHA|, X
A Z2AA, AEESA e AR AF5A, ASgto|E wAA, EeAA, &5 RS54, TERIE 354,
A4 B (reepithelialization) A=A, FHZ AT 3A], Abo]E7bel Azt AARA|, 42GA, oA, =
AT &3 B/ mAEEA AEA, AAEAFAL A=A, dHRFAE AAA, FEFA, Ax SZgAL
2-8A, W9)-du AAF NAA, B A, R A e AdA, BER, R, AYolESA,

R

a
iy
kD
oo
oL ]I,oh

>

>

A of

2
)
(i)
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AEY FE2E, A4 oY, xF FE25, A%E A F5HEE 24, Y &5, HAE FE25 2 A

MAEA (KA A 2/ Bl tis] &<l /7] B vul"E FR A )Gl EdHY, o] FUF RS A

B9 & AEE, 53], £ ¥y 2AZ IdHH= Euky (1) 2 (1D Aelol=s Feldo=z 4 384

o2 Fkd 4 qlojof st} s, ol g FUt Ao Addo] B ol el JElojre o]d S 3EE

S L2 WA 7|A] golof s, olgst Frt Ao AL Y = 3 AEY FEEAYE FAA

d F= 919—“%, ety J}quﬂ g8 5= —’FE ATF. FIFEA oo o %2 (IFA International
t Di grol- =

gy 2 g L2
0 N

vh2) gk ool A, 2 o] By e il'zc}% T ey 2AHELS g EE e fFadk 49 1T
ole] (FEWAA H/EE FwdiACl) FEFE, JdAd, old IAHHE AL oYy EEYF(Vitis
vinifera), °¥A7v)(Rosa canina), L1°%,‘f(Curcuma longa), °teldle~ Bt (Iris pallida), Bl E.Zv} J}1712
(Theobroma cacao), 23 (Ginkgo biloba), ol@ulolX(Leontopodium Alpinum), Wx FEadag Ay
(Dunaliella salina)® FEE, & T3 1% ol (FEUAAl =& ARl dA4 sdE e Ads
AE, A, oo FAEE AL ok Sederma/Crodac] A Al¥EE= Matrixyl® [INCI: 2w 5 e} Efo]

=-4], Matrixyl 3000" [INCI: ZmEY HEZI o)l =7, InEY gusegto|=], Essenskin [INCI: Z&
F SPo|=FAME W], Renovage [INCI:E|Z @] = Dermaxyl  [INCI: Z0]EQ g msletol=
Pentapharm/DSMell Al Al 5= Vialo ® [INCT: Aehsete]=-3], Syn—Ake® [INCI: tjgjElo]l= Cojr| = ElZY
Wl doln| = T]olAH o] E], Syn ~Coll [INCI: ZWEY EFHElo]|=-5], Phytaluronate® [INC]: BEAX=EF
(AetEvel AelFeh) ] E: Preregen’ [INCI: Zedl F(xolW) wuld, SAE  gueil;
Laboratories Serobiologiques /CogniselA Al¥E= Myoxinol  [INCI: 7F558] s|u|2a72s o AZdss
(Hibiscus Esculentus) F=%], SyniorageTM [INCI: o}A¥ E|Ez}fElo]=-11], Dermican [INCI: o}M ¥ ¥
Eageo]=-9] Ei: DN-AGE [INCI: Mo} <telel(Cassia Alata)d) F%E];  Exsymolold Alws:
Algisum C® [INCI: Wedgls "2 U]o]E] ®+ Hydroxyprolisilane CN [INCI: Wg g} o] =2A 2=
@ ofx=s2Eo]E]; Lipotecol 4 A1EE Aldenine [INCI: 7F584] 2 @, 7l5fe] 3 oug =g
#EFol=-1], Preventhelia [INCI: Tloln]wZ 2w oy E2|5Elo] =-33] DecorinleM[INCIZ Eg]Hefo =-10
AEE], Trylagen [INCI: #FEQEIZR U2~ (Pseudoaltermonas) W 2EE, 7FeEs] @ gl 71453
3 oA EgEe]u-10 AEE, EgMElo]=-1], Eyeseryl [INCI: o}Algl BlEabfEto] =-5], Peptide
AC29  [INCI: obid  E|FElo]=-30 A/EE¥], Lipochroman-6[INCI: TUlH[EHEA  FzZnp=E],
Chromabright‘ [INCI: UYHEHEA] F2vld  Zw]HolE], Antarcticine [INCI: #FEQtE|2Rib2
£%%%], Vilastene [INCI: 2141 HCI, @48, E]fElo]=-10 A|EEA], Inyline [INCI: obAE &)A}
#EFo] =301, Relistase [INCI: ofMlRlol2r|dE-E® T dZe)4], Thermostressine [INCI: obAlEl ]
2 elo] =-22]; Institut Europeen de Biologie Cellulaireo] A Al¥5 = Kollaren® [INCI: Eg]#HElol=-1,
2~E=2]; Vincience/ISPAlA Al#s] = Collaxy1®IS [INCI: @AFHE}o]=-9], Laminixyl 1s" [INCI: e
Efel=], Orsirtine GL [INCI: #(Oryza Sativa) %%Z], D'Orientine IS [INCI: thZopxpbis] FEE],

PhytoquitescineTI INCI: 9] (Triticum monococcum) F&HE] E+ QuintescineTMIS [INCI: t]3lelo]=—-4]
Infinitec ActivosolA] A%+ BONT-L Peptide [INCI: Zn|EY SAMAFHE}lo]=-19]; Seppicoll A /\H{rﬂ%
Deepaline PVB [INCI: Zvw]EQl 7h4=¥a] @ whuld] B Sepilift DPHP [INCI: T]Bv]ES] slo] == AL

d]; GattefossedlAd AlFE+= Gatulin®Expression [INCI: o}zl 2 &AloF(Acmella Oleracea) F&%&],

Gatulin® In-Tense [INCI: AT A~ oI ME(Spilanthes Acmella)Z F&E] &= Gatulin®Age Defense
2[INCI: ZFYF(EY)AR FEE]; BiotechmarineolA Al&EH+= Thalassine [INCI: sizHF F=E];

Atriun/Unipex InnovationsolAl Al#E:= ChroNOline [INCI: 7= 209 E|E#}#Elo]=-3] ®= Thymulen-4
[INCI: ofA™ elEzgiete]=-2]; Coletica oAl Al#= = EquiStat [INCI: AMFEE, 24l F T4 3%
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3IHSdl 10-2018-0083958

E] W= Juvenesce [INCI: olEAHEEE % 7t=2dy EgIZgrgels, dHE, $2&84, JEUHR, o
Zul~ELE]; Mibelle BiochemistryollX Al#E & Ameliox [INCI: ZFE2x2, EFZAE, Aglg vlgols
(Silybum Marianum) v} F&&] X% PhytoCellTec Malus Domestica [INCI: =&~ ZW=E]FH(Malus
Domestica)@ml A|E wjFN]; SilabollAd A]#E &= Bioxilift [INCI: 3 dzh O}qw(leplnella Anisum) 3

ZE2] ®= SNS Anti-wrinkle® [INCI: 777Fol3Z(Annona Squamosa) 4} 3ZE], Ca Ad 2&A, o= SH,
old] SAEE AL ofuu; Iuld, W3 e vavlEd, vdlg SFIVCE, B4 29 T 39 o,
dEs 2 I =4, odH= 2 I =4, ZAAY Q10 ¥ I FEA, B J"“}(boswellic acids) ¥ 1
FEAL GHK 2 2 F2A, 7kEwA B O fFEA, A, old dAHE A ofyy EEEokA e T4 <l
EyEdlobAl Ve 2 DNA B &4, B FRI0E AY A4 5 FHHoR @%6&@

T uE 54 FddolA, B e wHe sPdg e O AES Yt WAeR 2HES Foste
A2 8 87bee kAl Y/EE BEAE FUHHoR et WA H/Ee BEAd eGSRt Al
A A= FFA, FHA, FAA, &4, EAA t= HERAV TFZET. FHANE WA AEE0 A 1
GAZ20x JUMAER O Fo|EEXqYAZERE A Flo|EEAEWPYAERE A~ Flo] =2 A2 HA
ER0 A, FolEFAZRAMYAER O~ B JtEEAMYAER oA YaER Agidl, Fol, | Ed
2YF e ZYvd A8 R FAHE o228 EH AddYHe &4 EYrb 2FEY, old dA4E=
AL ol S| F EAdl= odEE, EEdEd 2EF, SYIFE, N-YUd-2-gEEE, SEAE, =2
Ao, P24 Z9F, Ad ¢43s e guddEIalelsa PAEHE woREEH AuUye Zdo] X
FE, ol BHEE AL ofr}. Eidelt E&Adgdl s=ueke] XuHb o] ~H = (Tyeen”
Emalex, Nikkol", Hodag, Dacol T Liposorb’ ), ZZH|Ehe] X|Hbat Wice 2B 2(Span’ ), 15-3] =% 4] 260}

PolE Zaldgdl Ze)a(Solutol ®HSIS), Zelolead Zelae] At o] ~H|Z(Crodet, Cithrol, Kessco'
Nikkol®, Mapeg®, Myrj, Tagat®, A1d0®, Capmu1®, Glycerox, Lactomul© T Emerest ) =8 EYS5A
g3 9 Oﬂ_*.EﬂE(Emulphor®), Z o =43} E]“U}%(Cremophor@, Emalex, Eumulgin®, Nikkol® ==
Simusol "), ZelZe M=o AHAk o 28 2 (Nikkol Decaglyn, Polymuls, Caprol ), Zelojgadl Ze2 ob e
(Volpo E:E Brij"), Z2A(Lutrol® ®E Pluronic’), Z#Addade] #d ole2(Triton. HE

lgepal”, EE 7 EFER FAHE ToRVE AUzt AWBYAE TS, o] AT A ok,
shAshl, B ouwel Wl shgE mi ofsd RHEBES w3 sht ol 8/bsd A, oF £

4
weA, ol HFA, RER, AT I A, WA, FFRUA, BE PN ded Q= g 2
5 gran

J

=5 st

2 odtyo] Wo] g8 T sk A E Fo HEYE B FIA APA-AHZEZA 2 oldel, FAl-
A ZA FAl, 2/EE F-AHERA B2 o|Fd JAE 4 vl 2 o] W o ﬂﬂﬁ EE 0“”—1
AEo o 3¢e 7t HHLAEHA g § Jded, Fo B He
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[0126]
[0127]

[0128]

[0129]
[0130]
[0131]
[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]
[0143]

[0144]

[0145]

()
[o] Aol A, M ofv)a
a7 2w (D s

= v
= oo

A A9 SEQ ID No. 1o F3teo] gl= 6 WA

olFe] dAZY e Hetol=,

2 2 47k 9 2

0 O

H H
P Y<
01/N X N\/le th
O
OH

(1D)
[o] 2olA,

X 9 ve H

R

2 JAel g EA, ]9

ZIHS3d 10-2018-0083958

07H,] 7<4 o]_u]L/\},] Hzﬁo]
_:5_:%1—%, u]/\:r_‘— Q_

YAIE™, A& T A FHEA S
R-C(0)-= 44

il
=

o
o
e

5
yE

Ry B R'»E NRaRy, -ORy B -SRe= TAE w225 5oz deuv, of7]e|A Ry B Rz H, A% B
N gy A=), A8 Ee NAE G S, AF B 0AR qERASE, Ad B NS
HlZobd b, A8 Eis v ofdd, Bl A8 His WA ol R Y woREH SYAoR AeFa;
A71NA Ree H, A& HEo v vlekg Ag=5r], A8 me A NI, A9 B wAe ok,

& 54 FAANA, W Grest AYE AT Y/EE B 9 FE,

Ak Aol

E v 54 padeA,
Wk v s -D-Ala-

e 54 7ddeA, I (IDZ A= feto]=e

AT -L-Leu- Ti= -L-Met-¢l 3ot}

T O 54 P, Ry 2 RS ;] ek (IID e E8;
o 0
)Léu/\/\o/\/o\/\o/\/\”)\/ﬁ

(I1D)

[77] 2ol A, n& 1 WA 1009 #HedelH, wgrAsiAE 1 WA 591

2 Rs-CO-[ 7] A Rs= A3+ = H]X| 3 C-Cypy &2 O,
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[0146]

[0147]

[0148]

[0149]

SIHSdl 10-2018-0083958

= A GGy 271 S, A%k B vAR GGy ANERLY U, A3 e AR GOy AIEEY

Ad 2uz, Af T vAE GCy AS2L71d Suzd, A8 = WA GG oFE SuZ, Ad &=
152 C=Coy o2 Sz, 3-10709] are] {WE 2t A8 B HX & FHzASE oz, 2 A 2470

of @aAsl 1 A 379 gat of
ok oﬂEﬂio}eéé 2w

4 TomnY EYdon Augt. v
A RH RS H, oS, tert-PEe, Babwd, 2o g8Abd, AFEANEA, SEhed, §7bed,
Gomdd, MesEd, BvEd, s, Wald, 2ded ¥ dudeds T4 FomyH Hyie
2 Aug. wo g R D RS H, b, dabed, SEed, SR, vesEY wi 2uE
Uz THE FozyE SY¥on Audd.

A Ry ¥ Ry H, X3 e HAF C-Cy &, X3 e B]A3 C-Cy €A, A3 T v X3

%k
WA 6709 Ba ARl A3 E= vXE sH RG], B vk (11D)e] EH[o] AdA, n& 1 U
2] 1009 HLAWel, vtgkAsiAlE 1 WA Y12 T4 voB2RE SyPdoem HdYFch. JejMgygos,
R R Ed ER RES wa-ve A% od Q4¥e A4 942 Tt 89S T F AT v
A A R, 2 R'y= -NRsRy T

T HA 3 (-Cy &2, AZ Ee HXE C-Cy EAId, A E= HXF

5?
I
rT
el
o
o
)
Al‘
et
t
rlr
=
>
et
O
I
o
°
it
%2
OO
»—*
o
X
lo
)
=
]
W
rlr
Al‘
ot
t
rlr
=
>
2

selE wgen o Alzel 1 ulH 6709 A el A@ m w8 sE ol
) o) Feluel A0, ne 1 A 10081 HAelsl, s 1 A 52z 7
= e, woh uhgbsl R 2 R 0, g, o, 8, med g aagas
9. 8% wgAeAl R Helm, R H, dE, od, @, mea 9 angae ¢

HE AgEc, oS v ool wEW, R, ¥ RLE -0 2 NLE 7AE ToRFEH 59
pa

A, "SNAP-25 whaE o] ofuleal HAREE Fss obv]mat M-S SEQ ID No. 1o os) A
=, SNAP-25 whal" o] o]o]o) olu|al Y i olu|ial Y ;= SNAP-25 vl o] &4
Aerol =k FAYS ks Ak, st olge] ofuliale] Wol, 48}, AhA] i A gl €57
59 Aol ela) SEQ ID No. 1 A2z ohe lele) opujnedt AL ofujgin,

=orr Lo

e
o
E<2

i

N

o L

A 2AE = SEQ ID No.lell o3 “golw]= SNAP-25 Wi e] o}n
% H}%}ﬂf‘& A E-e, SEQ ID No.29l 98 Aol== SNAP-25 vl o] ofm
= -25 EPH“Z‘QI Fh2EA-Ee 59, B} vpskA s = SEQ
ojo] H-9jo] Mo ¥gu o] 9, Hi= SEQ ID No.5ell 2l&] A<

W=l 40 ;&71 Aol el H-ge]l A, HE= SEQ ID No.6ell oJzf Aes= 65 WA 81 7] Ale]

el Zghso] 9=, SEQ ID No.7°l 4 golE]= 181 WA 206 7] Apole] H-9lo] EFH o] g, H
k5l A= SEQ ID No.8ol 2la] Aeolsi= 12 WA 19 7] Alele] Hfje EgE o] iz, Hi= SEQ ID No.9ol
3l Hos= 26 WA 38 7] Atole] F-glo] Eshye] 9, HE SEQ ID No.10e 23] A== 68 WA 79
271 Abele] F-glel EFrE o] =, 53] SEQ ID No. 119 o3 Aoju]= 12 A 17 7] Apole] F-9jo] :E3H
o] i A ofu=ke] M, 2 SEQ ID No.119] opn=t MES &f-3k= SEQ ID No.4o EgEO Sl 7
WA 12 AF opreAbe] MES Zhe FEfe]= ot

53], nlgAgh opbu At A E-2 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.11l, 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

0 Jﬂ

[e)

oy g ik
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[0150]

[0151]

[0152]

[0153]
[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]
[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

3IHSd 10-2018-0083958

No.30, SEQ ID No.31, % SEQ ID No.32% TAE wozHE AMexs= Adoltt. By npdz sk ofn|i-at A
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°.2
FHE Fomy Adsis Adelt,

2 oago] el 71EQ] 38 e Iy A E Ew dubd (1D 93 gojH e FElol= F ot
ZA g olw Al DS SEQ ID No.33, SEQ ID No.34, SEQ ID No.35, SEQ ID No.36, SEQ ID No.37 % SEQ ID
No.382 T ¥ TwoRFEH Mux= Aot B upghdgk ofm At A E2 SEQ ID No.33 ¥ SEQ ID No.35

2 A8 Tomyy Adsi Aol

wourge] W J]Ee] B8 wi okey 2YBL 7] Uwal (N9 SPEoR wi optHoR fFEd
Fol st olgel PErol=, 1 A FAA, olE] EFE WL gson Er FHOR
e FhHom P4 & vt

AAsE -Tyr- B -Arg-2 7AE wOoRFH MEE5;

AAji= -Phe- # -Tyr-2 #A"E To2RH AEE I,

A= -Arg- 2 -Lys-E FAE o RHRE MYEI,

A -Leu— E Met-Z FAE ToZREH AdgEa;

A, B, C 9 DE #d @ HHA opvitow FAE FOorRH HygAow MUyl
P, r, s 2t SgHo= Aexn] 03} 1A}o]o] Hejule]aL;

R\ H, A3

0
A% w HA G A RolALY, A = WA E ob

a9 AT, A Ee vAg YA EE, A" B vAE HEHRAEE, AF B vAE FH 2ot
24, A = A okl 9 A9 s v ol R AR ToRNE SR Hdusa;
o710l R's= H, A& = A& @Y APE57], A& Be vAd S, A9 Be A ofd,

R" B R"7I= 72 fEte]l= M Ao oprle-Bek(N-2e) 3 JtESA-de(C-2eh) 3 Z2etd).

E e 54 FRANA, RV H, deHAslE 1WA 5, % R'-00-E TARE ToRYE Ausm, o]
oA R AF EE AT G B SR, AT EE A GG DAY FEP, AP e WD

g b A% wE WAS 22D B, 2 2
F SR 2 Aol 1WA 6719 VAR AR wE AT e
47 ehrize pyE wozRE duHt vdAsA, RN H, oMY, tert-Rehedd, SAbwd, 2o

SEed, by, #9Ed, vE2Ed, FvEY, 2dHotrd, HId,
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[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

SIE3 10-2018-0083958
2do9 9 dsdeds AR womyd AdwEt mo wIAss, RS H ohdd, #ihwd,
2 TomyE e,

T ge 54 7ddelA, R NRRY, -0R's B2 -SR'golH, of7]ol A R'y B R'y= 0, A E= WA

CiCoy &4, XF = HIAE GGy 7, A3 e HAZ C-Cy E71d, A3 e vA3 C-Cy AR
4, A% E= WA GOy AZFELEAE, A E= A GGy AFRLEVIE, AL B WA C-Cy

o, A& H= WIAE G-Cy o2, 3-1070¢] ag] FHE 2 Ad T WA A EE, 2 2 WA

1 WA 3719 ©art obd AxkE st 4 AbEel
T X g FHRoEAAV|R Y TOoRRE PO
=l

ol olsl Adsel Ax AE E: B FAY 5 Ak wAS RLE

W, o7]M Ry R Ry H, A& B AAS G-Cy €2, A B vAF GCy &
3}

fetl

rx
A
fn
2
jale
1o
>

3-10719] WM E zte X3 e WX S FEHZAEYH, 3 ng = x3ey o7 Al
o] 1 WA 6719 ®hAh YAl X3 E= v E FEHRoHAAVE FAE TOoRHE SHAHoR MYt
oy wgAEA Ry 2 RLE H, AE, odE, 924 =gl 2 dxgas pAE FoRREH Adddn. ¢
uhghAl e Al R's= Holal, Ry H, WiE, o€, 34, =d4d 3 datdde 449 LozRE A9En. g%
o vt g 3] mEaw, RE -0 2 -NLEF-H A8 dn

T oE 54 FddelA, R 1, oME, g92d, mEsEY 9 S ELRE Y FOoRREH HdEEa,

AE -L-Glu-, AAE -L-Asp-, AAsS -L-Tyr-, AA= -L-Tyr-, AATE -L-Arg-, AAqS -L-Leu-¢]3l, R,&=
NR'R'y = -OR'301™, 7)ol R'y 2 R'y= H, WY, o€, @4, T4 2 dAgEz P48 o2 EE
SHdow MY, vEA A R'e -0 v -NHolth. B} vlgZshAl, RS ofAle e FnEdo|n
R"& -Noloh, Bk o wigAsiAl, p, r, s R t& 0°]t}.

T oE 54 7Aoo, R 1, odE, g92Y, nEirEd 9 3 ELRE Y FoRRFEH JdEEa,
AS -L-Pro-, AAE -L-Asp—, AAsS -L-Tyr-, AA= -L-Tyr-, AT -L-Lys—, AAqS -L-Leu-¢]3L, R,
-NR'sR'y = -OR'z01H, of7]elA R's ® R'uE H, WE, o€, 34, =od 2 AR 748 o2 E
SHAer deusar, wgrEshAl R'E -0 S -NHolth, Brp vighAshA], R" 2 opE EE FvEdel

als

R"»& -NH.olth. 2ok o wpgbAshAl, p, r, s ¥ t& 0°]t}.
T gE 54 FEdeA, RS H, oldE, 2$2d, ngaEd 2 ZvEde Py FoRRE AeHa,

s

AA 2 -L-Glu-, AAx= -L-Asp-, AA -L-Arg-, AAE -L-Phe-, AAs= -L-Arg-, AAs2 -L-Met-o]3Z, Ry
NRUR'( S -OR'elW, o7l A Ry R R H, WG, oW, A4, Edd 2 dauae PR 2oy
Sgxom AuH, wEasA RyE O B Lotk nuvh sEAsl, RS opdE mi B Edoln

"= -NHolth, ®ok o bkl p, r, s 2t 0o]T).

T ooE 54 7N, RS H, obdE, -2, veaEd 3 EvEdR PE FoRRE Ay
M -L-Glu-, A= -L-Asp-, A -L-Tyr-, AAE -L-Tyr-, AAsE -L-Arg-, AAgS -L-Met-olil, Ry&
NR'R'y B -OR'olH, of7]elA Ry R RUEH, viE, dE, S, med g dAddR A TRt
Eydow deusa, uigsiA Ry -0F e Nolth, Buh uighzsiA], R obdE e v Edolal

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

® e 5 FRde, RN 1, oY, R, vgaEd ¥ BvELR TR FoRyE dunm,
AAE -L-Pro-, AAE -L-Asp-, AAsS -L-Tyr-, AAE -L-Tyr-, AAE -L-Arg-, AAqS -L-Met-o]al, Ry&=
-NR';R'y, = -0R';01M, oJ7]dA R'; 2 R',EH, WE, dE, dd, Egi 9 axgadz S48 Fo=5EH
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[0174]

[0175]

[0177]

[0179]

[0180]
[0181]

ZIHS3d 10-2018-0083958

SHAoR AEEa, A R -0H s NLolvh. Buh vk siA], R"E oAl Hs #vEdela
"= ANRolth Buk ¥ mbgrASAl, p, r, s Bt 00T

T OE 54 7>, R H, oA, He-2d, vEiEd 2 AvEdE P4 LoRFY duEa
A Sl R H, oklE R BWELR AR FLoREE A9, RLE -0 Ba NLE T o8
nE duwr,

T ue 54 FddelA, duky (IV)¢] fetol=E 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, 2 Palm-L-Pro-L-Asp-L-Tyr-L-Tyr-L-Arg-L-Met-NH,= 4]
d Tomgy Ay,

4 A 9 1

A 1. YA ZAE HE FAAL EYE] Az

AlECINCT #he) TF%
A = AQUA) q.s.p. 100
C]at] % EDTA 0.3

sl whg, W e,

e steh, o vheh,

R ghel, o)t e e 07
B B, Felobadopr),

Cli-14 olshehdd, el a7 1

el e s /v] e

AgAEYY 4
PEG/PPG-18/18 ] v v]Z 25

D Ag#d v HA o] = 3
F vl A v 2 Y ) 0.5
4=l )l o) S (camphor) 0.5

E ¥k (k) 0.2
F EgdwZold] qg.s.

#lo] = (phase) A AEES E¥staL 7)o dol= BE 7Me v, o] E3ES dAFSIGI. del= (5 ¢4



[0183]

[0184]

£918 W7 wurshaA el A + Bel Zbhgnh. dol= D ARES 65T A
Ful bt vhes, FRGI= DE e, o EFEL A
Zollghobel (Fo] = ) ox 2ASATHAF pil: 5.5 - 6.5).

4 Al 9 2

LA off 2. NP EFOfIE O B SR [ N 11N @7 O 2= ST AT
A CINGT =) &R
A A2 CADLAD q.s.p. 100
=] A v @ LEDTA 0.3

) £ n) 1) G

R
o] ) whetbun, Rz op eyl

s ) w-a gl

B R o I e R T 0.7

B A CADNLAY, ] el o)
C1d 11 ela-shedaa @ gew) s 7 3.5

A L AT e

]l ) T e s L] 5

=t S ] e 4
PRG/PRG 13718 =l e] & 2.5
=] AIEL AT ] Al L vh ] ey as 3
B B Bt o TR B S 0.5
R L B tR il B A= 0.5

E Acy T Glu To Gla T Met LGl To Arg T Arg NI
COF AP ES SR TL) N, TINSD 0.005
A Byl llngh g2, ) Tl sTh okl
oAl et ab el Al she)
i S PN R s A TR EL 1} 0.03
Tar CAQLAD 9.97
F N EE A CEETD) 0.2
G Fauel ekl a.s

Aoz A AEdEs EFstaL o7 Hol= BE 71 v, o EdES d4d3
7HA aRksbE A o] = A + Bell ZheRgivk. Hol= D AEs 65TAM S84
stk dlel= EE 7hstal, o] EdEs ¢ stsit FE(del=

H
dspsiltt. Ao E=9] plie Efjdgoil(dol= m oz
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[0186]
[0187]

4 Al 9 3

2L S L Yt g A L2

L L AV AP Ala Lo QU L e Lo Lewa CHF CSEL 2L No . SH

N, FT Nl

ST SE T

ZIHS3d 10-2018-0083958

= P es

N SR = AR e

A BLCTNCT =1y

e TER

~ B CAQLAD
ol e ¥ TEDTA
S R I RS e R R S EL

R B B e B L

o) 2

EENE s R R
= T CAQLAY,. =

LR ) o

CUB=14 ] aofpwhkail, RG] 2- =7
< AL e T A A,

L= N | IR =8 SRR NI B [ = o

PEG/PPG— 15 1 T w) v o
= R S B B R = Rk R R

e I AT BT R RS

I—nd) =2l =] sn
E AT —Glu—T.—Glu—T. Mot —T. =Gl n—T.—Av m—T.—Ara—NIT.

v Eoagl B =GR, S Ner. DI —NEL D

B Rl = ISR S IR B

e

R LM B RS I
R T T e}
A CACHUIA Y
F 11 L. Ty DD Ala L Gly L Flie L Loua OIl {SE5 7770 A
sppes oL

PR

T CACHTA D

gq.s.p. 100

.3

a5

0.5

0.0as5

2. L5500, 0025

0.5

0.025

< a7
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4 Al 9 4

4 7. P S o= f ol T -SEQ LD

LI~ =T A L L G Ly L LR L —Lear O (SER L8 N F50AF

Ner. LL-NiLo = AT

PSPy

R ) myE

A B CTNGT SR

Sl AP

A R =t
Ac—L—Glu—L—Glu—l.—Met —L—GIn—[L—Ar—1.—Ar—NH.
COp G LTSI LD Nevo 2L —NF e

T EL T e

A e

e ]

S CALULAY

fand H=L—=Tyr—D=Ala—L—-Gly—L—Tho—L—Lou—OIlCSE AL e

Tl

Fhazwl gl Z U=
L& CAQUIA D
D L CAQLIAD

el AL

) B ol W2 =] 5] i,

RS BV RS () BT R S 1

Lsthmhadl, ) A el st el

SEa A
B R T n
Ml Ll ol e AT E

) ] ] T

SR E)

NI

.49

0.0025

0018

4.98

F50.0025

0.5

Q.025

4.47

q.s.p. 100

[0189]

[0190] Hol= A, B L C A
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JEES S8HLEE 7HEE
1834 wwrslar, of 7)o o]
(Ho]=2 F)oz 6.0-7.00%



[0192]
[0193]

[0194]

HAld] 5. FrFo] = ofE-SEQ ID No.11-Miz ¥ HEFo]= SEQ ID No. 332

ZVE(INCT #7) i
A HAdE 1.5
A, G4 0.012
024-28 271 e s 1.9
Aol vk, v E s,
of W e, e ulewl
Zeavtedl, o)Ay g vhe} 0.23
oA # A ATl o) E 15.1
B Ac—T.-Glu-T.-Glu-L-Met-I.-GIn-[.-Arg-1.-Arg—NH-
(OF A EI-SE) ID No. 11-Nl.) 0.0024

H-L-Tyr-L-Gly-L-Gly-L-Phe-L-Leu-OH(SEQ 7D No. 55)0.0024

2 (AQUA) 0.24
C AZF=NEAT

c) W E] st A8 AE 52

Al Z R el =4 28.9
D UEFAI(EFE) 0.1
E CI 17200 (z1= 33) 0.03

o]z A ARES oF 75 1A 80CR 7tdatqitt. Wwe] £7] oA, Ho|= B AR=S

10-2018-0083958

g f7pA] wRkgk g, slo]= Adl rfetal @ EFesith. o] =S 60TolAM Ak
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[0196]
[0197]

[0198]

ZIHSd 10-2018-0083958

4 A 96

Alaf 6. HElo]= ofJE-SEQ ID No. 11-NHy, % #Eo]= SEQ ID No.33<

gripols ZYES A=

AJE-(INCT €+Hd) %

A olgad satelo]E 15.10
Al 1.52
C24-28 <4 wEZ 1.9
2R L e 0.0114

| maf ol g, v e shepl,

ol shebal, e gkl

zegdvtepil, ol & dvtehd 0.23
B Ac-L-Glu-L-Glu-L-Met-L-GIn-L-Arg-L-Arg-NH.

(OFAAE=SEQ 1D No. 11-Nz) 0.0024

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

= (AQUA) 0.228
C AEFzdedsal

U E - Az gy 45.9
D Al Z 2l 24 35
E k(e 01
F o CI 17200(H = 33) 0.0003

dlolz= A AEES &858 WA of 75 WA 80T Zhdsigint. WMol 8] SN, dol= B ARES
75 WA 80T 2%ollA &§AZE. Ho]= BE aukatel] #Ho]= Ad 7hsbar, o]
.

== Jﬂ o]z C % D& EFstar, Hol= A+ B 7tdE & Jlapsivh. whA o kA B ZA A

1 ol= E 3l F)& 7Ia3itt.
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[0200]

[0201]

4 Al 9 7

b i R 1] W

)= Ay = 5 Vo No. &~ HES )=

AL =Ty DAl a— L~y —L—Phe—L—Leu—OF CSEQ ID No. SO PR otrs =7 3F & <~

A AECINCT el >

A LECAQUAD
U] A s 2 BDTA 0.3
S]] ek B, G ST,

-~ 0.7

B LECAQITAY |
L B B R BB S S S 1

o 2 sl i g,

Tl eSO e ) B S
R e VR 4
PEG/PPG—1#//18 © v =) 77 2.5

] ) sl LR Al e ] 2 5
gl ) SeeA] e AL 214 2 0.5
A—TH L TG TR SR os

E Ac—T=Glu—T —Glu—T—Met —T.—Glu—T.— A e—T.—Avre—l.—Ala—T.—Asp—NH.
CRF A SHG LY Mo A O.005
R -

R e R IR L RS RN
st TEEEEN, o] a- NG e Q.03
A CACLIA Y 297

F 1L Ty —D—& 14— LGl L-Pha—-L—Lew I 85y FF Na . 3250
L] ) = o.5
Fheaml gl T U= 0.025
T 0 AQUTA 3 4.47
e Tl ] ks ) o2
H Fegl ol B2 o parl a.s.

Aoz A AEdEs EHstaL o7 Hol= B2 71 v, o] EdEs dHstst
7HA ARk A o] = A + Boll Zheigink. Hol= D AEESs 65TolA 5417
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H A 98

ARl 8. HEL] = OfAJE-SEY 1D No.1I-ME, K HElO]=

HA=Tyr=D-Ala=L=Gly-L-Fhe-L~Leu=O (S0 1D No.55)F 3

e

jpopis ZYRY AZ

AW-(INCT &) T
A - (AUA) q.s.p. 100
=] A 5

) iy Aol kb &, w e e
olel e, Hovlsh )l
2 abupdl o] 4 NE bkl 0.32
vlAs e BDTA 0.15
R SuE 5

B AcL-GluL-GluL-Met-L-Gln-L-Arg-L-Arg-Nll»
(of FE-SLQ 1D No. 1IN 0.0025
RN R K S R RY S T
A el e e
2T vl o] 4 NE vbekul 0.015
= (AGUA) 4.98

[0203]

C H-T.-Tyr-TD=-Ala-1L-Gly-L-Phe-[.-Lea—OH( SEZ 72 Ao, 25)0.0025

srel Al 0.5
A R 0.025
B AQITA) 4.47

D  #ujetsidepr] = C13-14

ol dzavbal . vpg-ul =T 1

b s ) 4

Cza-28 w2 vllv] & 0.5
E W akAl ek 0.1
Foooowmagiyy 19.3

ol wl g e spThal
ol el gl s,
22 aehl o] A st 0.1

ehaid el o] FL/C10-30 2

N A R B R 06
G el rkEapd 0.625

[0204]

[0205]  Slel= A, B % C A¥ES SAANAT. Wmel §7] oA, Hel= D AREL o 0TAA AAF by, 3
o= A+ B+ Col Zlala @ Edelid. dol= B L FE wwtele] ey, iAo, EE) piE o



ZIHS3d 10-2018-0083958

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

4 A 9 9

HRI 9. Yt eo] s ol ¥ SEQ ID Ne.8& AL H gfalo)rs

i

LT3 Ala— L Gy L —Fhe—L—Leu—Ul (SKP [0 No. 3655 SR8 XY A5

A ECINC] TR Sk
A q.s.p. 100
5
Zar] Al =l 5
o d| B 2
GIR=Er - aE S b 2
who] =T oA o] AR s @ 1
Sl s 0.4
Al Al AN TR 2 )
Sl sk, 2 srspl
25 0.3
el o1
U] A ] 42 EDTA 0.15
B Ac—L—Glu—L—Glu—T Mot —[.—Gln—T.—Arg—T—Arg—T.—Ala—l.—Asp—NH,
(COL ARG ET SO 1) No L SAeD 0.0025
e e | & o) kel il
2= B3l sibelelll, o] a0 wilaladl] 0.015
A CAOLIAD 4.98

& M-T.—Tyvr—D=-Ala—T.—Gly—T.—Phce—T.-T.ecu—0OIC S7Zp 772 Vo, 550.0005

wrl %l 0.1
i Sl = 0.005
T CADLAD 0.89

[0207]

_34_



[0208]

= CAQUA)D

2EAERE 2

M

E R b= e M
Al

S

A )
o] 4~ vl & EDTA
- CAQLAD
TmEr ) o] Al b o] =
R G RS
@l

Sle) s mz gl g el

¥ e R
] <3
L N | I R I

R [ B s )

==z

1] A F 2 REDTA

R R e R I

R e e S RE R

ELa IR R B R [ e o = B0 (R R )

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.0087
0.015
a.o022

0.009

0.015

_35_
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F oS (AuA) 1.7919
FYAE EdelolE, FYAE Ymdele= 0.1
o172 0.08
e | HEEFEA A 22 0.001
et B 0.0081
Egd gyl 0.0048
v] At EDTA 0.0061

A A o &, v e s,

ol shehu, e sk

zE2dalebdl, o] &gzl 0.0101
G HEAGEE) 0.15
H €I 17200 (A= 33) 0.0007
E E=Egdegoll 0.08
[0209]
[0210] Hloj= A, B Y C AFES Gt #AFA. A= D, E % FE A&5H 0% Foj= A + B + Coll 7heta
37 &3t Th. Ho)= ¢ 2@ HE wwrslel] 7bskeinth. wixeto =z E3E] pHE FHo]R EE 6.0-7.002 %
Askelth

_36_



[0212]

[0213]

[0214]

ZIHS3d 10-2018-0083958

4 Al 9 10

&1 R] 70. ¥ ofoj = Of Y B - SEQ 10 No. 11 Nz, FYEf o]
H~L =Ty DAl a—1.—Gly—L—Fhe—l~Teu—OH(SEQ 7D No..55) 24 2 Ef o) =

OpY EH SIQ 1D No. ZG9 NE 478+ 2852 A5

AR CINGT ) TF

A Srirel] o] B 15.10
) A § 1.52
C24-—28 <7 Ml 1.9
) A g1, k=] 0.0114

sl Al ol Gk, o) L s,

oAl Q) e, e e,
T AR, ©) A el A 0.23

B Ac—L—-Glu-l.-Glu—TL—-Met—-IL.-GIn—TL.—-Arg-1.—Arg—NH.
(LA T —SEQ T Nov. JT—NH») 0.0024
H-L—Tyr—-D-Ala—L-Gly-L-Phe-L-Leu—OH( .SAQ /7 No.550.0024

Ac—T.—Glu-l.—Asp—1.—Tyr—L.—Tyr—l.—Arg—-l.—l.cu—NH..

LA =S T Ne. S9—NILo) 0.0024
L CAQUAD 0.328
C A=Ak =t

Ul W B £ SR ] v 45.9
D A=k gk 34.9

E A RS =) 0.1

0.0003

F CI 17200 ()=

S 8§82 w7bx] &k 75 WA 80TolA 7FEsSlth. el §7] FolA, #Hol= B
75 WA 80T &XolA LA ATt Ho|= BE nlHkslol] Ho]= ar

o]

Hol= ¢ ¥ DB EFsta, Hol= A+ B 7ty EFEo] 7Fstgnr. mpxuto g WEEA @ ZAA)
(Fo]= E € F)E 7}sl9itt.
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[0216]
[0217]

[0218]

[0220]

[0221]

[0222]

[0223]

[0224]

ZIHSdl 10-2018-0083958

4 Al 9 11

R 11, OFAPE=SEQD ID No. ANt W FE}O] = SEQ 1D No. 338 eFH3F 37+

YT A=

A H-CINCL &) Tk
A EIESR=] 1.5
Pl A, == A 0.012
C24-28 <71 vl E]lF 1.9

) 1 N ol gk, vl e,

ofl ¥l whal, ] s Th

e e, o) Ay el 0.23

ol gl e 2l 57 570 o] B 15.1
B Ac—L-Glu-L-Leu—-L-Glu-L-Glu-L-Met-L-Gln—-L-Arg—

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

COPAY B/ =SED 1D Nov. 4-NH») 0.005

H-L-Tyr-L-Gly-L-Gly—L-Phe-L-Leu—OH (SR [0 No.X27)0.0025

T-(AQUA) 0.34
c Al FE 2 el 54

=2 R R I R | 519

Al sl = 4k 589
D A (=D 0.1
E CI 17200 (&= 33 0.01

dol= A dise oF 75 WA 80TelA 7FEsidint. ke &7] FolM, doj= B Aies E9sta d &

8 WA wuke g, o= Aol Absta @7 EFech. o EFES 60TAA AU
MER, dolx ¢ JEES EFeta, Aze] Fito] gud urA m—s}w T e ol ¢ YRE
E£FE dol= A + BE T vhAsoE, WgAl % AAA(A= D L D)E stetalnt

=

B3l 2zle] A FEYR] Z5. EHEZE S AFF Felo]= ofY-SEQ ID No.11-NH, ¥ HE}o]= H-L-
Tyr-D-Ala-L-Gly-L-Phe-L-Leu-0H(SEQ ID No.35)& 3}-38l= ZAE

HEYE 54 A8 9 T AAd9 2 2 3¢ 2AEY FE9H Eﬂre ﬂﬂo}ﬂ 3 ol% 3 (double blind)
ZAo) A @344 (monocentric) FAMS —’Ff%‘é}%i\ﬂr. = HEZE BA A AA]o 19 24
E(EPA )R A7t AMEEHJAY. RE 4 2 6L M, 4 2 el FE Zol=
A7) fe) e ﬂ%ﬂﬂﬁELEwlwmrwhmlmmmLJ%%é@%ﬁ%%?%aﬂq.

By A8 51419 ZFHA 2A(Caucasian) 94 309 tis] FAEFITH. 2E giAAE ZF w71 B9 (%7 &
A 12,599, U) 2 olul 2e(250)0] BEE% =41 AY FAAl(Vistabel , Allergan)E Folulgtor], %

)
B
oo
g
r

F9F, @ 150 swel WA AN 29 2B Folst AAHAT, E e aFe) 999 A
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 W ATE Wi 3079 A7 w7k B9 (ks FEAD 2 oln} RemRE UR Az #Zer)
2, uEEy 54 48 9 Ael(10), 127 AAle] 1] Sehan = o 2 = 2l

o,
d
H
rr

>
>
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[0225]

[0226]

[0227]

[0228]

[0229]

[0231]

[0233]

[0234]

ZIHS3d 10-2018-0083958

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
230 EFsta, viAmoR 6 x 3ene WHS ANSFES wrb L ol 99 R g
WA 158 Az Foll, wRERE AP eEeste velut,

72 AN doldl w9 g Bt £8 & 1 by

#£ 1
, o ST
Ael ZAL R F ARy
TO 2M 4M 6M
C)]U}» 7 7 7 = -
A A 2
=7} 8 g 8 - -
o] vl 9 9 9 9 4
A Al 3
27t 9 9 9 9 4
o] o} 13 13 10 10 4
Hzg
=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.

ZE:I_/

28 Ael &y

71534(T0) el we HEelnm 54 A9 9 3 AAld 19 SFAE 24E Fo § 2, 4, 3 67RE @M, 4 ¥
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[0235]

[0236]

[0238]

[0239]

[0240]

[0241]

[0243]

[0244]

ZIHS3d 10-2018-0083958

vE"H Al N cal. PV RMS Ra

2M o TO 11 A 10.52 15.24 15.42
AM o TO 11 3+ 556 7.8 7.72
&M il TO 4 ¥y 0.24 -2,93 -3.76

I, F7F 2 olnf {-9lo] axtol HF)S B
H= GA] 7.72%93, 671 &
(Ra max 38.57%) = REIE =

32 (o
R
= o

COERCESECEERE!

Z1EA(T0)ell W REEE 54 A% FY9 2 AN 29 245 Fo] F 2d@DF AAY] depnE o] 3
T 7 HAES 3 3904 HoFEr.

X 3
AZRNDE%: AT 7t 8 olvlEfleolA el &3
AMEHE A]® N Cal. PV RMS Ra

2M i TO 9 o 20.28 27.68 27.87

o,
=4
o
_‘:ﬁ"
=
=
o

=]

o

Z
o
N
™
w
=
32
n

7154(T0) ol Hlsl B AAje] 3¢ 4= Fol $ 2, 4 3670 2N, 4 3 654 7
A7) gmE e i B2 HAEES F 4o ®olFEu),
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[0245]

[0246]

[0247]

[0249]

[0250]

ZIHS3d 10-2018-0083958

A7)t FaAGET D clohadAel mvh

g=%d A" N Cal. PV RMS Ra

2M ) TO 10 H+ 20,38 24.76  25.31
AM ) TO 10 3+ 11,07 16.36  17.11

6M i TO 4 et 18.08 17.41 16.77

REHE B AY FA4S A9 39 ZAHE Fojo Wislt 4, F5UA ¥+ BHEZE 52 AY Y 4
A 39] 2AE Fo] & 6719 Folx 16.77% T}

39 2B Egei A @

A A4 2 aF9 2E Fo FE #A H7Ra)S xE A FF A
Ho] Hh(Ra max) 9] 65.6%Q 3, 47019 3o= Ra max®] 44.4%, 671Y€ Zo=

Ra max¢] 43.5%%c}.

T+ BEE 54 AD 9 5, dE2E A o A 39 2AEER Ao Wi aaE
2 2R Ads dxd A Aeold dEH= aanyg ¢

=g
EH]
Ra MtOIEH (S &)
~iCH =& X el ==L A Gl 3
40,00
=2 30,00
34
RU \
— 20,00 \
Kl i N
= M‘%
10,00 T— :
1 Ry
= \\\
0,00 v v v v x \
8 12 16 20 m‘”“w 28
10,00
AIZH(ZE)

g g
<110> LIPOTEC SA
<120> SKIN ANTIAGING TREATMENT

<130> PXW000510/2011
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<140> PCT/EP2011/002799

<141> 2011-06-08
<150> US 12/797,222

<151> 2010-06-09

<160> 39

<170> PatentIn version 3.5

<210> 1
<211> 206
<212> PRT

<213> Homo sapiens

<400> 1

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

1

Arg Ala Asp

Leu Gln Leu
35
Met Leu Asp
50
Asp Gln Ile
65

Leu Gly Lys

Ser Ser Asp

25

40

55

105

10 15

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

30

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

45

Glu Gln Gly Glu GIn Leu Glu Arg Ile Glu Glu Gly Met

60

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

75 80

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

90 95

Ala Tyr Lys Lys Ala Trp Gly Asn Asn Gln Asp Gly Val

110

Val Ala Ser Gln Pro Ala Arg Val Val Asp Glu Arg Glu GIn Met Ala

115

120

125

Ile Ser Gly Gly Phe Ile Arg Arg Val Thr Asn Asp Ala Arg Glu Asn

130

135

140

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

145

155 160

Arg His Met Ala Leu Asp Met Gly Asn Glu Ile Asp Thr Gln Asn Arg

_42_
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165 170 175

Gln Ile Asp Arg Ile Met Glu Lys Ala Asp Ser Asn Lys Thr Arg Ile
180 185 190

Asp Glu Ala Asn GIn Arg Ala Thr Lys Met Leu Gly Ser Gly

195 200 205
<210> 2
<211> 84
<212> PRT

<213> Homo sapiens

<400> 2

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 95 60
Asp Gln Ile Asn Lys Asp Met Lys Glu Ala Glu Lys Asn Leu Thr Asp
65 70 75 80

Leu Gly Lys Phe

<210> 3
<211> 37
<212> PRT

<213> Homo sapiens
<400> 3

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

1 5 10 15
Asp Ser Asn Lys Thr Arg Ile Asp Glu Ala Asn Gln Arg Ala Thr Lys
20 25 30

Met Leu Gly Ser Gly

_43_
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SIEdl

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

1 5 10 15
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

20 25

_44_
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<210>
<211>
<212>
<213>

<400>

8

8

PRT

Homo sapiens

8

Glu Glu Met Gln Arg Arg Ala Asp

1
<210>
<211>
<212>
<213>

<400>

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

1

<210>

<211>

<212>

<213>

<400>

5
9
13
PRT
Homo sapiens

9

5 10
10
12
PRT
Homo sapiens

10

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

1

<210>

<211>

<212>

<213>

<400>

5 10

11

6

PRT

Homo sapiens

11

Glu Glu Met GIn Arg Arg

1

<210>

<211>

<212>

<213>

<400>

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

5
12
21
PRT
Homo sapiens

12

SIHS31 10-2018-0083958



1 5 10

Arg Ala Asp Gln Leu

20
<210> 13
<211> 23
<212> PRT

<213> Homo sapiens

<400> 13

15

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

1 5 10

Glu Ser Lys Asp Ala Gly Ile

20
<210> 14
<211> 12
<212> PRT

<213> Homo sapiens
<400> 14

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

1 5 10
<210> 15
<211> 11
<212> PRT

<213> Homo sapiens
<400> 15

Glu Leu Glu Glu Met Gln Arg Arg Ala Asp Gln

1 5 10
<210> 16
<211> 10
<212> PRT

<213> Homo sapiens
<400> 16
Glu Leu Glu Glu Met Gln Arg Arg Ala Asp

1 5 10

_46_
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<210> 17
<211> 9
<212> PRT

<213> Homo sapiens
<400> 17

Glu Leu Glu Glu Met Gln Arg Arg Ala

1 5
<210> 18
<211> 8
<212> PRT

<213> Homo sapiens
<400> 18

Glu Leu Glu Glu Met Gln Arg Arg

1 5
<210> 19
<211> 11
<212> PRT

<213> Homo sapiens
<400> 19

Leu Glu Glu Met GIn Arg Arg Ala Asp Gln Leu

1 5 10
<210> 20
<211> 10
<212> PRT

<213> Homo sapiens
<400> 20

Leu Glu Glu Met Gln Arg Arg Ala Asp Gln

1 5 10
<210> 21
<211> 9
<212> PRT

<213> Homo sapiens
<400> 21

Leu Glu Glu Met Gln Arg Arg Ala Asp

_47_
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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

<213> Homo sapiens
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<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

Asp Glu Ala Asn GIn Arg Ala Thr Lys Met Leu Gly Ser Gly
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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

Gln 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

<213> Homo sapiens

<400> 35

_50_
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Tyr Ala Gly Phe Leu

1
<210>
<211>
<212>
<213>

<400>

36

5

PRT

Homo sapiens

36

Tyr Ser Gly Phe Leu

1
<210>
<211>
<212>
<213>

<400>

5
37
5
PRT
Homo sapiens

37

Tyr Ala Gly Phe Met

1

<210>

<211>

<212>

<213>

<400>

5
38
5
PRT
Homo sapiens

38

Tyr Ser Gly Phe Met

1

<210>

<211>

<212>

<213>

<400>

5
39
6
PRT
Homo sapiens

39

Glu Asp Tyr Tyr Arg Leu

1

5

_51_
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