SIHEd 10-2017-0066419

{19) el E-E8 4 (BR)
{12} FAESFR)

(11) 3/NHE
(43) FMLA

10-2017-0066419
2017 d3064¥14d

(561) FAESHEF(Int. Cl.)
A6IK 8/365 (2006.01) A6IK 8/67 (2006.01)
A61Q 17/04 (2006.01) A61Q 19/00 (2006.01)
A61Q 19/08 (2006.01)

(52) CPCEFEF
AGIK 8/365 (2013.01)
A6IK 8/671 (2013.01)

(21) E¢H3E 10-2017-7009641

(22) &29LA(FA]) 2015910815Y
AAATFAA HE

(85) HYEA LA 2017304€10Y

(86) =AZYUHE  PCI/EP2015/073912

(87) =ZA|37/iHs WO 2016/059169
=AFALA 20161304921

(30) *HHF

62/065,102 20141109172 W= (1S)

D& 15 3

(71) &

(72)

tol2q) ofo]u] o]Al= W] Hol,

HEEs= old-6411 Elo] 2 E W
g A}

JHUE Zry=a

292 AF-4303 FHo)AelenaE BEu)aw g
576 Tel =9l FEHMY ZTRE 2 gu[HE= )
E HmgEdE

Ze2gE g4y

292 AF-4303 FHo)AelenaE BEu)aw g
576 ol =gl FEHMY ZTRE = gr|H = el
E HmgEdE

HAx g2

292 AF-4303 FHo)AelenaE HEu)aw g
576 el =9l FEHMY ZRE 2 guHE gl
E HmgEdE

1

S

(74) A<l

ALEFHEY

o, | ¥

0S| ESAZEol2AS EUFE SHIE B $E

50 -

4,0 -

HH X

TGFB
10 ng/ml

0 S

E
HJ

F10.6
+244%

5.00

2.50

1.25
0.63
0.31

10-HSA [uM]



Intercare
영역 강조


SIHEd 10-2017-0066419

(52) CPCEHEF
A61Q 17/04 (2013.01)
A61Q 19/00 (2013.01)
A61Q 19/08 (2013.01)




SIHEd 10-2017-0066419

SR
&

AT 1

s e % S AL 98, mok 55 F5 PAARA, FAG ARES] F72 A9, mF 2719
Bag 98, F5 A4 Bas A9, 53 WP &3 L F IY wshe] FAL gaAE § LR
s 7] 919 10-5fo| =B A 2Ejop2Al, E ole]

g o] de) B ool o] B Av]e] gk B FE A AasTH Ad9Es, 34F 4=
3T% 3

A1l oiA,

g o] e B oojwe] el F

ATE 4

el
o
ox
o,
o
B~
il
4r
o
2
)
i)
fr
b
o
i
oo
i1

ALl gloiAl,
S50 e 2 o) Adel F R £F L P AR wne] THY paREH AdHs, FIF SE.

A% 5

A5l 1A,

dEol =7} AEd opAlelolE, dEd AP, dEd ZeneddE, drd SewdelE,
d ehseolE, dEld woleolE, dEd SodlelE, ey ewddelE; ded 97 AnvelE; %
AEgpoldgdet (& Eds)-dEY B olo] oig B o5 PEG-12 A=, HAE S

AT 7
A1 WA A6 F o= & o] glojA],

10-3ho] =S A el ob2 ate] oFo] & B2 o 0.0001 WA ¢ 50 T, HIF

do

A7 8
A1 WA A6 F o= 3 ol gloiA,
10-glo] == A Hof2Ake] ko] & ZAES 0.01 WA 1 %9, 4% &%,

A7 9

e o= B oo frmAe] ol & 2AEe oF 0.001 A °F 50 U, HEF &=,

A% 10


Intercare
영역 강조

Intercare
영역 강조


F1o:

[e)
2

A

&f 10-2017-0066419
1

=

=

H

e
=3

o= ¢ 1000 :

==
RS

Hol24l o dEwols i ool fEAY It FFE 7

Eo

]_
Jo| =% A Ejol 24t )

fol =54

100021, 8}
AT 11
AT 12

10
10

momd or - ) Eﬂaﬂﬂﬂ% ol
= - X — - B = U mo 53
BB 3 T TEZrT Lo
%Jﬂw = Jﬂmué L,%%ﬁ%ﬂ%
o o 7 i I NS 0
B R A = = ER AR R
E\w ;ﬁﬁ H;l — ;ﬁﬁ dA| U_.._V _&.E ﬂAIL ‘wﬂ ‘Nﬂ ) ﬂ o
T o N TR R
R = B Mo 00w
S - afimﬂ o#]afsoxoaé
SRR of EENNC TEE T
o B m RGN W do g W o T
g P o ol P H Txw e R
Ee;u% z]t AN - 5 - i
we ~ T SR MITH T
W T E T 4 0 W om o IR
N NS o WS N Y {4 =
h = FA o = N2 BK o -
B R wo o Mo T o 2 o o o o) o
XOW - g Wﬂmﬁw ‘mylﬂLﬂeZu‘l_ﬁlqu,mwl
R g o N =R g o ® W i W z
Monp ™ mm o = il 1 to g M B
H@;Tﬂﬂo Mm o z_lwq ddlﬁ.%ﬂ%ﬂ%wﬂ%
W = = B D T g
M Pom o ~ = T Mo (= Rl
e oo Ui o & TR MERE .
EE ﬂo N N . OT H;l — nnrvr ‘Ul O ‘U| oy I~
oy A sFe.  upiBRaED
%EM% S = e T T %ﬂwﬁﬁ,%:uﬁ%
-9 ; - -, = 2 R o i3
nE oy ® - s ) EER T IS P X
Emﬂﬁmﬂ MTM u%u B mﬂNdE.@ %kw_;ud.ﬂﬂbﬂoo#
R T B bl P ol SN S e
R A " ey e Mo BT TR R
M7ﬂmon7n Mo ~ a oW oo 4 rd é.%ull;o g o X
© o = g s ny o} ﬁﬂ&o hlﬂl mor:iNrLHTmﬁ
WE o = %%}% TR TN e
oo = i = W TN g N =
B N LI = [ T ]%x%ﬂ
S g &) 2 w0 w -
—_ y,m —_ < 0 —_ = iz} (N o
5 % < CEO < e ﬂmwhé W F
NEE Woooe 2 B TETE w i EEal e
T % I EX P T X T o @ T e e W
&Mﬂegﬂnﬂ le& @ le& oF W TN aHTﬂuﬂlM ageﬂ
~ o Ao aSp. < 9 el 4= I N T
< omORE L 50X o TG I of Mo G
DTS IR R P 1Y SsFleizes
il ool o — — Y — m — — [ KD — o) Jjo Hq@:dﬂﬂm R
ol VIR T NN LD A s
J] L U L U L U - 0
PeTd ot 3% 8 et oz Pg Trr CeyTEEwcm
SHAbRE ® T S ® T oW O T S Mo %o B Gl UR oo T oW
& &
= =

{00031



10-2017-0066419

5

=

=

H

e
=3

Jol=% A A

o

ok

5g 4

]

&

SHA A

BA 8o

A7 ol

jm

-

3t

|
o

Pyl

[—=—y
o

ol
&R
)
ul)

{00041

(==
"o

ol

)

=
St

I

S}o]

el

BEEE-]

(R)-10

-, tert-FE)

=1 e)
=

1.
T

3 el
o] A~

ks

s

A

o] ~H,

T

1.
s

ot}

]

z2

fl, Bt} 5

3

‘?4
1
o9l

o)

o)

, o 53] 5 AR

[e]
1

o
T

1 Cig

pal

il
B

T

1.

o)

oj3te] A
OH
g

Eo

2|
o

DR
Fo] =5 A) 2 g ok 24}

o el

=1
=

el

10

1

ks]
pa

o 4ol
‘?4

o)

=

oA,
HO
Tl A

)
.
[<]

A

glo} 2 AH(CAS: 638-26-6)2 3}7) &5t
7

Lo

i

ol

fpel o

fol =54

=it

— O

GERY
10

=l
=

[0006]
[0607]
[0008]
100097
[0010]
[0011]

{0005]

e o=z odF

&

K

5]

of whe} ARE-

\mo

[0012]

g
g

obAllEl o] E,

dEd 2ol E,

g

E
—

U] o]

of 7 o

s
=

g

o] ~H,
HEA] PEG-12 #®o}m = ("PEG-12" = -(CHy-CH,~0-

A (e

dEd ok,
o )

L
—

olm]

=ololE,

=5

3L

ey
Aeolo)=: dEd 97 AuvolE: oH, dAY e S =L ol

o] 2]

E
—

o} A

=]
5

73}, 3

"

"

il

{0013]

]

A

=l
=

o] o

o

A2 34 %

=l
=

L

5, Azt

]

A

"

izl
el

il

B

, Hr}

1

ks]
pa

‘?4

o)

=

ol el A

=l
=

o 4ol

[0014]

]

ol

o


Intercare
영역 강조


10-2017-0066419

<!

=

=

N

e
=3

o un R
_ B N7 o T uk oI
N —_— E - — . ]]]
wr_ &z B U HHW@HL T IXYE TS T g L =
- = W RN S w oo oo wﬂﬁ_@ ;fw %%%3% T ST S = @ AR Mool T W
i wr TH  gadRE FawK e p e pTe ey S SW a9
= 4 o w0 o X E%E? " DT vl S S = g e
o %mﬂm g iﬂﬂ% tE T mo;_omwuy ilHE%E_ﬁwg% : L o maET e wrwﬂmm
7o > B oo F T o 7 ﬂwoiﬂor% ﬂwmﬂ.&ﬂ @%éﬂw&%mﬂ S % o ﬂomm &éi
2 T 53 T S R S TeT Ay 50 cwog iz B B
—~ S —_.— [ - ol f
W m NI R f. ;) mw CRCp T s Ty R T WA
i w_r_g il ﬂ%m%& mﬂi%i _E#iaﬁr é%gaw%ﬁg %_Hm @Dmm ke %ME
= < —~ 7 =
- T = N Bo o o] p| o Qe ® < = Mo FK ol oo P B0 X =0
4 54 48 PFTT Tad% esle FITszogd MEF LT g g
(] — = ! —~ S ! o\ o Jal
7 E% eﬂ% %mxwmwor EMMOE, CRCTIC= R ﬂ%%%m%@uy e Gy x&%x&
T zE H4¥ P_wl Sode wem ol $2°LScpz zhZio 4 @
NoOoAT TER LT e P PHmREZ S I e - D B Ty oy
—_— i ol © X l 11‘|1_| <0 = = 0 —_ jai
Ho eMo A_OVE_ﬂu _ = W M_;d.&ﬂe. M_,uoin_wmﬂnﬂ LtﬁoPLquim.UMM Mg ﬂ%m MﬂMEMM y%u
o] r — Mbtv_.oﬂ _,o_.lly]n_moﬂl BN sl ﬁszA nmoo#hvﬂo % = 2 = N = %
. Emﬁ o W Muﬁrwaa ﬂJﬂ = Hoa<gN _Eoﬁi%wﬁyﬂmﬂ mﬂum =2 S m&ﬂlEo_Esn
o o = U 7 o Z ol - o o = o LTSI ~ 0= B o W T
= e o DA BO T Bo = _— :.L 5 N &H . o N EYS ol
Wr oy ol W o o= U 2o - m_w < mrL =l 7 o hwﬁﬁg %Emﬂmw %g = mH CRY an s
oo S o A = oH Lo N = — < AL e N 2o 8 B oo w AR 7o
T o Fhw &M XS m N WY ﬂxooaﬂorol i = R = T oo
Wy T pBE o E o o imd B g g S T3 ow el Mo B
SR 1 LT TEahT gl RE TuRaERy Fgow g BU g 5P
Of 1>.AIL ! 0 — E.E ol J|y o qmuﬂ B =K = 5 KON Lf W;A % ‘MV_I E.E jini > m ~— o = ol 1
~ ER o X AR 7o S — ° o B S % N o =K = =~ — N —~ o
(ol F o W T n o A I ! T %oy = g n- N
Ty ZT ZUT Taiw PeLTL pEIsT TosoMTly Taowaf LF s BT
,m%:i Wﬂmﬂ U 7Emﬁd| ﬂﬂwo] ! N o Oﬂﬁ R - 5 = T — N
4 TN %ﬂm w Al g W Filk N T =52 ﬁﬂﬂ%@r%%% CHCI T ooy
N gy P g ©F Ly B e TN S T pPag®M, 7 Mg x 25 0oy O R
T Tl STk TETE e fE2EY TR =T g dUE Y3 T3 L E
ﬂﬂm_i NrO,OlmH Xoﬂ‘h ﬂ&i _J_.._V Ho \WE,E!OEWIMJ - ﬂu(“lm.._, . ,ﬂvﬁﬂﬂ_olOf E.o‘%rl T Otl E.Ewﬁr% Zx_,,mul :iﬂﬁﬂ}wl
ol H 2o — ) o W mﬂ B _Lox% A= DTN e ey N o N o W - S o S Wy 0| H
- BT o o i oo mo M 47 A MR 5 w g £ 5 Hn a0 B
Xq P Lo & A R dpsx I T Egife mo Mg S OB
ey PEs EPTICET DUITERETERE LR4CRTIiTiTale S EET
ﬂ_:Wi ,AILf Otﬂ_oliw_ OTOﬂM_l J‘_i‘Ul,uAlL:i;o yz‘t t.._vl VﬂHHﬂO_TT]_&o ,WI ‘A‘._V » @ Et HLI:AE#
I . o A p FEREG oY owl LgERN K ol S g3 LT g
— T+ I X - = Tl 0%y o2 N m S G Hezﬁl_. T - = o — ﬂﬂﬂl
< opwd owdT TH A T o T v TS R @%wk,%153%m1mxmm ~Eeml
o w X w WS N A SN N = 5 s g & o = 0w
i %niﬂwzﬂmiﬂi pmeidzE A4 LT oy R T v e R
IR S .. iy L % ° 0og,om P T oE ped g a2 W
2o B ™ | = AN oty Mo o I - d <= J—
S rlTtepfoes EPIzz ROVL REABETsEg 02 Do i FUE
B4 w oL W IR ovﬂﬂgfﬂ 9 ,mﬂ,& LR T do = W< s W e M
Y W oo < oo - X 0 % ! 6 T 90 X = o B
th,w Mmmﬂmm 2w meeA#EﬁW ﬂmﬂﬂmﬁgﬁ ﬂmﬂmﬂog&mﬁ wmo%w]rwﬁw_/rﬁrmﬂeﬂi < 5 imam Eumﬁiﬂww_zf
E T omWT R WU B F =0 =t o PRE T U S B ° :
;O,@lﬂﬂ OL‘LV‘I_ ﬂ_H‘OI AL A L MDOLOO = 111r‘mv|‘ul
T hwi DESEAL webSiZEIB T 4540 BT
(3 e w2 wm M oo A
_\M Mj & 2 o
g g = = g =
2 = =3 g 2 M g N ey =
[ g, g g &
= =3 =

19 18 o4, «lg

T

4 51 =

2 &)

2 vt

1251

-
L

{0



10-2017-0066419
tpgi

1 Adistd w7

¥

5

=

=

d

Z
Qs

H

e
=3

#}7} ¢

=N

T

1.

3

I

=

Bhol =5 A 2elof 2k

EoA]
=

-3

EES

& 2= 10

&

A

SRR =

d

=1
=

1.
s o

nga

71714 2% ol4gel AR,

/\610
el Aele Aol

=3
=

=
=

il

=N

T

1.

3

I

=

=

=

=,

100261

= =

B g T 2T Mgg FOOT OTWA ZB®E e MW
E.o [aze) T_A =r =0 W ﬂml wo = 7! m° i :i o mﬂ ) _zT 1%0 ol 3 E# i —
X I o o) ~ X :::.; ‘ldl,m_ﬂ = I- or =)
o)) Np P odo T Jlo — O — K =y S L %) - o o .o &
o) o X A § W 1= W
o Dy B S W = g b E A O (il L MR
Hf OH#OJ\HN‘MO o< ,O|,_.|._W EE E#,l iy yﬂ_EHE.._, /AT&HM%JG t.._vsi_,lal
= i N zT&mAT K ﬂﬂe ﬂpl% o_l = fuy Lr, ﬂﬂo _#otﬂ X = my [ .
- oW o L O - S R e T T i
K oy B2 N T : . I P e SR
o Sy E T S - 4 N - T o i BoOm o
B 7 oy WAe THOwD q 2
mo B o ol X W - &eﬂl 5 X ——
. T E o B o - = = PR ) o Mo N
T SXwm T o g ® - o A L L ol ®
3 =2 T % w T " K FR gy W= B TR oM P T =
2 cCNTRC N | = . ll T BHC X o= M 2 <
o ow i Twos R4 ik 2 TN i Fe TR G 5 £l g [ H
” AR . = - EhE ! 7 I
) EMEMWH  Am ;ﬂﬂﬂ TR A - L - E s
To! Emﬂwﬂ do Mo N i) T W ,%WL CE e X = I
poowS W e T A 2 0L R e ST
@ g POE R TR o o oy PW D Ty
~ BL .y oﬁo S n 5B =8 o7 = ﬁ L ”ﬂ 7
poel A" 0" o =K . 3 - = = T
ToZeios T B sRFr o FRUad 3TETa risc
Peslaz v ®mI_ 5% THE BT sTdE Sougy
o mmwr_,@,ihﬂﬂ ﬂemw =ww X Y ETC TR Mﬂw%%% B o TR
- ° g = T . n ) = oooE 2y R ™.
w = A 0% ™ w M= % v T o T
HWEW@@ T E Wao%,wn_mw _vaiiww oﬂ,H,Urﬂﬂ dldwmruwﬂ#
. — . 0 s ‘ = i
; fg¥ric wF zievl Erid. 43341 2lEl
| o _— _— o+ - = I I —_—
po=2 v Wz FIIH T TR AT “Tgos O
oo TTE oz g T e W T ey E=Tak TR
o ﬂﬂﬂﬂﬂﬂnmoﬂ m-%d.ﬂl. ﬂ_:wuﬁEmemmh m.f\)nﬁyi xOmmuw_.y © imﬂmﬂy
T ) %%owm@% LR o o _ o oMoy B oo % = of < W 2
By Pugee ¥ 9T ywalDT T o»y _wg L T
o Moimo&% A o & X knWE;ﬂ ° maao = = ﬂ%iuﬂmﬂ WW%W
N ZOL N D A ﬂmﬂﬂw W;, 4| ® o o AL = ook = ﬂw%
i W B TR S = & - o o Wz
nﬁ7 nou.w@mm H@ www% X =g A QE Mﬁ%i,m ,ﬂ%% PP
P wmNETE N o xow, OT T¥T opEg PETTH S THE
I TR S BT B A B N Tl O O -
o Ay Eae B Lo ﬁ s = F T oW w Ty 5
o B K 1 Mow b2 = =~ I = - =
H i I T = NN
o meaw a Bl ﬂEEﬂﬂEa# L nommzzo o n XHE:M
= oF o i 3 T 3 Al = rogs ) X Ho
T I mwﬁ.u T oo e T T ® éi&%% b o c%%
mB TMELT W m W ow o w o z R g
LTI A VR <8 =P =R T T o~ ml_w%ua%,ﬂ,gﬂ o9 K
=¥ 2w . R S A - T Ch
T el v Tw_ogR . mo TP TT oo Ao XwE Mo ¥
~ M ;oﬂ_EuHﬁEi ™ = 0 = = T = iny - o T Bof /.&oﬂﬂﬂlo» o W KM
W oo - N = ™ T =% o — o A B —~ - T o . E
0 N - mgﬂl T W Aﬂ&o < =y -~ L - X y,A;&AT e W~
SN R do T NEHR O TWE T T pw T NS ®T N
TR zH@EMY B® A7 FECSE M T oM HEE HT R M® T M4
- % 5 = oy N = T &
(] (] (] o [sa) [sa) o o on
< < <> o) = ] o] o) o]
2, 2, =) 2, =) =3 =) 2, s

el

o HE-
-3

el EA(AAY a

ol

I

o t}o]

=

nmol/kg)),

=

I

o pmol WA
el =9, EDTA, EGTA & ©]9

=

=
= =
8]
=

- =
fanl

e}

o
(<l
EELIE

]

=

=
5

H

et

A4 ol
)

s

=

o]

0

=)

3L

ool
Ze(gallic) #5E,

) (- 5t

[e]
>



[0036]

{00373

[0038]

[0039]

SIHEd 10-2017-0066419

9 y-glEaal, gEak, SR4b), 24 2 ool FEA, fulF= 2 fulAE F ool §&A, vEw ¢
FeA (A ofzm2UIATHo|E Y OFéiE‘ﬂéEﬂEa}O]i%U]EHO]E, Mg-ol2m2H T AH o] E, Na-ohist
SR IZ A E, Na-of2FABRolAHCE), BEFdE ¥ FEA(dAY blgv-E-olAHCE), HdA 2 IA4

B9 Eo] EFE, g A 2 FEAMERI-A-Z0EH o E H —olAlHo|E) ¥ mydddzdclE, FH4t

2
=
72 =] Hﬂaﬂtiﬂg$ﬂy$%aq:iq

HE 9 AA)E o]Foix
A B dyo 2AHE = )
ol o] WA /A S} WA Al oF 0.1 WA oF
TS, APHoR I AL EH
v Z8d AdiEo] ddstA Z%Q%

1% %Eloﬂ OJE, AEHF AT g el
HAld-3-to]o] axo}E] o] B, ZHl/olxdol2qte] ZHEAlE iy, EEdAE-
olE, ZHgdAlE-4-ZecolE, FdagAlE-4 2ol E/PEG-8 TR =¥

DEA, TEA Plelelol=, TEA Zelobdlol=, shadls Zeloldlol=, BEF Zdoldels, B EP%EHO]E, 7
F AAElolE, YEF aadelE, UEF BRI, 2F AEdelE, EF LedolE, ¥ o|Fe
ERES TIIT. FAE AGE FAE T2 28 % oo o, onr] A" Eado|E(gNE
Cghisol, S35 0, Geldeeoltl MY E2AZGATEREL), 4F AT EafolgT
(BS4%) 0, JEF U4 2eololE Eado]E, fastd 4% FeAds Eado= @ o5 £F
Soim. wa, s ogel B4 FBAA FIAZA SR 4 Ak, AR Hol, PP ololad FEUA,
AU E /o B bLHRC|E AmFEGA, obL P o] Z/ B0k 2 (Steareth)-20 MEHLAA ) E FF
A, PG-22/ERA 2EE FERA, PEG-45/EEA FlE FEYA L olEe] ERBIT. wgad 43
AT A EEASPIEEFED O, el ol AT LA @AFEIAL), 243 AT X

Ao E(FIB(EEAHE) K), PP ololmal FHHA, olA™eo)E/Cuordd obaPAIE FuBHAl,

PEG-20 4ZH|E o]k HolgolE AZH|E o|higoldo]E W o]&Y £FEo|t}.  shy ol FiAlE
2 e 2AES & F39 oF 0.01 WA oF 20 3% FHo 2 EAS. ui@A s AE, oF 0.1 WA <F
10 2% A7 A

g ZAEY AF AL fEEH vl 2d F VdE g o, oAy FZAN Ee SEZYAY E
golzgiAdg =, 9 v oY; oY EE g d g HA T J4 oo, vz Aaldea, Ak
7 AFE(AE B oJaZReE, T2y ZF, FEAR)Y oy B AW daT AL EE 2
Whake] o 2E; dAWlRoE; F/EE AE od, JAY folrEZeldEsat, teldeZEgdEal, o]
AL Z A FAE, ALl S2EHE B o] EFEERFH Adgd F+ vt

2 oadge] Fatel vlolam Fatel Lo Al SR e R o Ad EUdE 4 e dAF
AL 3 WA 30711% B g 2 o Y/ Byg, A9 B BAY I gpEAale] oaF,
3 A 30719 B dAE e ¥8 Z/5E B, MY /B EAYE dae, W oplsl WIS g1
Alake] el =g, B3 A 30719 g HAE Zte EI g/Ee BEE, A4F EE A 4FE o AHE
FE dedn, ol dxEe fEstA SEZRECE, SEIAFAE, SgolhiHoelHcE, SEEH
Arjg] el B, AeeldolAhkbinoo]E, olAX R vy o]E, o|AXRIAMEO|E, o] hMX P o}
HolE, oaZad Sy dolE, n-FdHoel#o]E, n-dHa g oolE, n-uld&wdolE, o]inLEgole
olE, olhwHzHolHoE, olhkdolhirtindo]E, 2-dYd AT E, - Hetpo]E, 2-9
Auldzoleo]E, 2-SE Aol E, 2Eold e mololE, EHldEeolclE, YU FAIE,
FAZe o] E, o F M FACIE, Egfoluldgoleo]E, EgtoldldEgtoldelgo]E, Wyt ofya} o]l
e FA, WA T A EFE, dF 9 EEH]- CARKE MEd 4 9t}



10-
2017-0066419

5

=

—

N

=
=3

O -
+me%m_xao1r
O ~
o P T oy
m%wffm 3 < 4 1
it P o T 50 Ko
ORI ﬂEdr §11 ] o] T
Gl o W ;EWQEM_; ar i ﬁmrwr - =
oy i %hiﬂ% wj _ . L;ﬂoﬂﬂewﬂ%_@ o
1$%%ﬂ %Mbﬂ_ o i oy e ,%}W o s -
uaﬂaﬂaﬁ]dl o*xﬁo m%%ﬂm i) = xboemeznoﬂ Eﬂﬁo o
1a%iw_mr§ =22 E%M # el R %t%gﬂ,imﬂ
oao?ﬁ:%au ;xﬂ = - A aaniiHogﬂw E.&%%@ T 1
of = R 2 B M i <] A ) }ﬂwrxzﬂug K P = LT
X B EH; <) i Emﬁ bl & B e %7% u g o s ,_z:imﬂae ) Lfo ,
= oo D . o B g 5 BT o w9 & TG T w B o w o 4 o7 M
= = = oﬂlE#fw_i‘_o ay o ],mWLIMeOF; i)t e Mﬂv gl i:it‘._, = ﬂ\ﬂ)g_
ﬂLf%OA% ﬂ/ﬂ} = - qr N5 ooﬂﬂ%]mﬂ EﬂgeﬂA A R oo
\Eﬂﬂr&aﬂa qT T CIC = 2 o T goE#P*ﬂrﬂaEWﬂ J;aﬂaawﬁ o Wl I ﬂge%yﬁ
%V%ﬂéé 5 A o A w ) = o g % s M H B g o = A ;ffﬂaa &ﬂx:m
A i = M R P § P = o om ¥ F 5T 24 g o ° o
i@@ﬂﬂ;g %/ﬂ]ﬂr% & i %Eﬂ%mi B w2y A 5 O A
R B o Hfaﬂﬂaoo ) . = = L2 o .ﬂ%a]mﬂx i X i ﬂE],ge
- aljui o W o Aoz W = T = = i/iﬂ@%ﬁmgq oo Tﬂmozt ﬁauiaﬂo Eﬂﬂﬂ
gmimﬁamﬁ_aﬂiﬂ wﬂﬂfmga,m@owmm % %EMﬂg %mw@ ﬂﬂﬂ%
of I m i ﬂ?uﬂ%ﬂdl o Ak B = Wﬁmr_mewrﬂrwe N Lo W%Eoﬂ%% ™ ,ﬂﬁﬂr T o o
1.|d; ,:I/EAAL L © 0 _é,ll] 53 HL7O,_,O,A£‘|CZ‘_L Z,IElH,m_W,m_W‘LI lEIEoT LEA‘LIE
X e ey g TEa X B R TE gl nE oo W nE FC @z =7 o
o o © & ry R - 0 N Bl g O o= il < o B K el |
IEEE T oo TR Toim ¢ A w0 o ” o . g T T oy o o =
" <) o & Bl A o ar x% ;oio%aajl, o= o T amel% = = W s d =
R g P LfﬂEEq 2 w0 ww Py R 2T T2 S m = 2T o %ﬁapo
of I g 2 T %ﬂﬁ;%%] do 2 o;_% == WE EQE = mEa@ﬂauuw ﬂ,1ﬂ% %%%m
%Hrﬂ]( 1D|9| 0 o E 0 e oot Blﬁ»ﬂ_tuﬁ yoe &oﬁo 2w yﬂe(b_ol Wrwxaaﬂ Hﬁ
5 T 5 P S - Lew Eom fo o = oo J e SN e 7
)ﬂﬂﬂuuiia JEﬂ:ﬂEu 2 E}ﬂﬂ iw;ﬂm ﬂElOO = ﬂTﬂA_/o_. T ehE QEM o
iﬂl., il Eeqmwe s Ew@ H o _Eia _ u <] SN NS y,m_WLCﬂWIT 4_|ﬂp| &EEM
,%U%ﬂ& oo bWaa;o oy s X éﬂ%ﬂxg,ﬂ %ﬂkwﬁ E@ﬂf}%k W%EE hA#ﬂm
5 T o CR NN by o X E R oW P T of T u/wﬁrﬂwﬂr 5 I Rl
%aﬁ% ) Tox M = aK OF < o w T oo X ow G Lo ]Pob
géim:fmﬁ ﬂEcﬂﬂLﬂA B o o Lf%Ag%o@ @%WW ﬂ%%%ﬂiﬁ LfEEa_EwM qmﬂﬂm
T —_ = ﬂF?.v/] i o ﬂJE el - IF 2 #Jlo_niao ‘|% @ N
W%%%Wﬂ %ﬂE g e W <o Mo E%ﬁmﬁmomeﬂ_ﬂlAT %urmﬂmw &J.m Lo g ﬂMdr%
ibﬂ]ﬂovﬂrﬂ 5 ﬂ%%ﬂﬂ ﬂﬂ]iﬂr Ekwﬁ ﬁweﬂoar_u %ﬂﬂi = w M
L)%%xﬁdl iaﬂﬂmi o Zo o o _ﬂhluli 4@@ of W 0 Ho &1 i LdlLEae o A H ™
ol Eoﬂé Mw_mﬂrﬂ ﬂﬂrﬂv: ae MUF ~ ali alil oLUq yPLyPow < H]ﬂbt - ]Lth q_oﬂwo X0 g o o
o] 1_|1JH oy 1_|EC o o= 70 _ ‘DIMA yofu Eﬁoﬂ o y1_7|t,_,i6 ﬂﬂ:ﬂﬁiia_ﬂu mﬁcéy - o
,IH_‘;M o J.Ja?ll_ i O,_V Zx_,ﬂul qbf EJI,IE|E ﬂwoll Xﬂﬂ%t/i%&.o " iy %#4
T ,xﬁurm,xop/a iE ) e @ﬂurmo:er L%%ov}ifﬁ?s% s E%i%
o 5 L =] T~ it o Al 2l ~5 oR K -~ ~ i W ]
B oemwruﬁc zmeﬂuwﬂwmﬂo do M Eﬂaﬂal 2 5T . o Ao%ﬂ@ﬂ z%5
oﬁgwﬂ% do = w2 i i . Hf@ﬂaéq EU o B wl;e%%@w 4%@@@ LT3
ELlaeﬂL],VE iw:aa %LMUr % Z R T ,W%JAEHEQL %Woc/@x mﬂiaﬂzo i ,me%
o]]oo = © N iLﬂﬂwo ]11%%0 ,m_uluw_ﬁlj = il N N
mﬂﬂﬁluﬁroﬂ i Eﬂpl::ﬂ%h g ¥ f r ;o1r]ﬂ = o joo oK oy Eew:ﬂomﬂ H._Ei
TEE S ) TR Yad E T Lo g2 TLy AWy b Be N TR 5 BB
sl = ) MﬂL ﬂpl,wE] ,moﬂﬂ s ﬂ}ﬂemeﬂi W B NCRS drﬂi(o. N o - S oﬂaﬂ]%
R E RS mooaliiol ol m T e " %Hfiﬂx;o o P <
o A‘._V l]EQ] = e = yO,_V Em ooy ﬂwo =3 EéH]O‘t_u W _Eu,lﬂli
ugeﬂ%aa %H%‘ ﬂmaﬂw EMM ut_mm W uuuew@ _ﬂm%% \n_wmo_lui?wwi ww%m%ﬂﬂr N&QEﬁL
o - ) = drﬂﬂn% r = W - W b P JatlS
O <o R XTﬂKﬂM . 5y g Tl T Ty R = 2
B I o= N I L o o T = o o o o W i o ©
™ T N ol X = o K ;ogoqu% oH 2o R aamE_/u
Ao o) %o ,%7drx §A7zﬁl e K B0
qa B T 7 i T2 47 T2 MR T
XX o . i W o % ) Hté IR
%ﬂrmﬁw ﬂ%ﬂ_zfurmm% Lh_ﬂiq@n Egcuzurm
Ly owe Ry %M%Q_Eﬁ ﬁwmﬁuﬁrﬂw
A PR T
Lmﬁgiﬂﬂﬂ e
o RO EWJW,WI@.L
ﬂ,LI;AHL,_L.m
UE\W‘IﬁTIA_o
st

451

[0040]
[O@d ]
{0042]
{0043]
[0044]
[004

[0046]



{00471

{00481

{0049]

{00507

{0051]

{00521

[0053]

SIHEd 10-2017-0066419

S

g, ol

T

S CEECES S EE
SRR
E

(DEA), JEH2 ORI (TEA), ofv]id|e =2ahe 4
2 A%E Qele] Ao 2P TPPTh FohAE B wwe] 4B Fol o 0.01 WA o 8 Fw, A5
A=, 1WA o5 FHee om 24T 4 .

2 Uy 24w e Halde Hrle a4 FiAS Aes v fE 28 ¢ o wEbA, &
[e]

Fo) fajel/rlol 2 fE e vigAs Al o, Ay vA@Hon Fretel=, AdelE, uielE,
welolE ¥ GRUelES TP sht oldel Ao A $HT S A DE AFH gL {7
gole, oAt WARAeE g, opdEolE, Mz, XMoo, HaEeE B A=Y=

=
g Jwes @ Avh Feleond wEHsAE o
s

2 W 2AAES AR 9% B Uy neEl, @4 ARELS O AAE Ee Aestd FH, d8 59
& FEH2 A2 4 9. TS uRA s 2HE B AEAHEY At @4 mx= Fd) glo)
HARE AESte] FAH g4 AEY Aeds d5o® T gs 34 ARY @4 82 & 9l
A ek, i ole] A, o AFH E ofH|E(AV]d Aod A& A 2 AoE M) WE B dExo= w
5 Aedste Aol 7hedhy, E v AES G4 T Hile AeE Redste AR /st

2 AAE e e =0 E AEE WAL Aoy ALS 93 uA e wud Aes g gded
HE ol =g U502 e AW, & o9 o, oX2E E& on|=(dr|e] A" A5 A 2 g 7}
et A R o9 et B3l 7E&S g5 Eo W0 01/80823, WO 99/03450, WO 93/17784 HE+
31 [Fragrance Journal (2001), 29(2), 83-90]¢] 7] v}

%
R
ol
L
Rt}
o
N
B
ol
L
N
do
e
ol
L
<
o
o
lo,
ol —1)11
N
=

olglst AR o HEZ=(dE o mMEZHAMatrixyl, 4 [HEHEE §24]), 2d2HE =, &2=-4
4 AUEE o 59 wolHolE B Edfolslyd 2 Azulg ojhswoluels B wrlEd-Leln
U=, FeAE, oo, Fohu(el® Hol ol Foluw); HEkEl % ole FEAl, ofAT] ek C(o}
23R, HEY AGIE ol dEels $EA, oA dAEd BujHoE Ex dEd ZseveE),
Wl Bl E Bo EAAE olAlHlol=), Bl B(lE Fol UoholrE) 2 wHul B(dlE Hol Bl
2), vEm B % e By, vlo®, B oEE 3 BAA Er o(dE S0 daall, Aea

e
e
2

= 3 =
AAA L XA, oAy d2e v F3E, SEER 5 ARH =S4 A

SE,
Ho
X
iy

o

=,
o
righ
o,
2L
ol
ol
°
(r
Jfu
>,
12
8,
Y
T
=
5=

=
o, Atv= B FRAFETE, ofvxAt, wHd Tl
L
[}

=,
(biochinonen), HE=&EF<, A& & ol&e] 45ot= =A<l

FrHeR £ o] SEE R oY wad 2SS W AEAWV 9
G4 FeshAl IR, UV-A, UV-B, WW-C B/EE Ao ZE2RE A
A(F, oF 290 WA 340 o] Hd F5E 2 = & ]
= Fdy AdAE g =9 ofAdHelE, A 2-oded 2-Aloke-3,3-Tho] ¥
dl, =24 (PARSOL, o]

=
[}
° wdeld PR E(

=
wE Py 29EY An
[e3]

i
o|l
Jfu
o
121
o
S
S
N~
&
2,
i,
W
=,
s
4
i
s
ozt
i
2
IN
i
kI
L
Eoh



{00541

{00557

{0056]

{00571

{00581

{0059]

SIHEd 10-2017-0066419

oet Asae] A AGA FEA; prolreMlEd G2, AT p-olE iz, 2-ojdedl p-rholu
dopr il o o] 2, N-SAZZDASE oY pofrlmlroo]E, ZeAY prolulmulz]olE; W,
2 Eslte, 2,2'-The]sho] S % A4, 4'-Tho] W] 5 A

AAY WxdE-3, WaHAi=-4, 2,2' 44 -dEdslo] == A-w
Wlizedl= 5 WEdEse] oxE, oFAY thol-(2- @A) 4-HEAMAE R0 E; 2-(4-of| FA-obd g =
g @) E 2 golale] o A8, oA 2-(4-o]EA] old@=mdH) 2ol tholo]d o] A (EP 0895 776¢]
Z1A8); Wzg2elE 715 Ff3le 7] dZ4F 3135 (EP 0358584 B1, EP 0538431 B1 2 EP 0709080 Al
of Z1AlE), Ay FEE(FTFLE) SLX; ERHEZC]E Edto]dEA(H A (Mexoryl) XL): oJFvE =
A, oA 2-dd WzolntkE HEA B ole] A(SEE(FIFAIHS eltt. 2-9d WizolnntE HE4Le]

, 4, ; AP A E FmA], oAy olixxaawld Aedd
olE, Wid AejduHclE, F4d AuduclE, Jdddd dejdeoE(EE(F54E) BHS, ve dwlewt
(Neo Heliopan) 09), ©]4A3d agdgelE ke srdd AgdyoE(aradyoE, B2&(554%) HNS,
v dgjest MMS) & Effololrl F=A, oA oddi EEPOM%(%H]%(UWM) T-150), tloleldal A
Feiu|= Eglo]ol&(fHlE E (Uvasorb) HEB) Toltd. edd UV 2H, d7Ad PBedd 284 o &S24
o) E(f&d 2 (Rusolex) UV-8) EE UV 2871 A4 vlo]ag #4s o5 % EP 1471995 %ol 7A€
vie} o).

— P

FHY AFEY EE VA AE oF 5o ¢ =]}
& (A2&(SFHE) 1789), to|uEAtfelwlzdn 2 S
g -0 - (6-CH-H R Egfol o E-2-d )-4-(1,1,3,3, - H E&}

AN H iy wEAHE Edtolol (B =EH ) 5 7
2,2~ 1,4—Eﬂ‘é'vﬂ)ﬂ]i—(lH—‘ﬂiolU]ﬂ%ﬁﬁ—“%ﬂ%%&)

/\

e A EEﬂ’\)(EP 104689101] 718, ]i/‘q W-A ZE WO 2005/080341 Aloﬂ 7]

2t ool AE A E
Aty PoluEAY FEAE AGE & A4S 2] e, olE W-A AHAE F ARHAAE A
of gAY S gtk mebd, g0} "FUS) V-4 ABATE dF Hof 3,3-theddolaPe o= HEA (B

0514491 B1 2 EP 0780119 Alel 71A4%), WAzl X2 S=4(US 5,605,6800] 7|A4H), W= E 7
&2 55l G AZAHEP 0358584 Bl, EP 0538431 Bl 2 EP 0709080 Alel 7)AlE)e] 23] <tAstg tholwl
2dE A, A $2E(EHER) 17808 e

wE, 2 Ao S AR 4 e UV-A- 2 UV-B A Y 8 7] 8= DE-A 103 27 432¢] 4] FolE
Fodrk. TS, A B A" BE V- dAls B dde] 2SS Y ARoRA f&stn B U
of FuE TIPT, Frpgoem B wgol zAEL IV-A 2 UV-B ZEHE &5 ¢ k. V- ZE ®£E 1
B4 o] 714 o Ed FoE E3E Y0 04/000256, 3] 10 WA 129 AAFHo vt

W zpgale] gkdsta fadh o] AHgHI, Ao 2w T T oF 1 A oF 20 T30, Hrh A
S [e]

A o o BT AR 94 2718 4

zre okl ABHE, o 15 A o 150 me] BT AR YA A7 R X]Eiﬁ ASHE, o 15 WA ek 500
mel YT A% A A71E 2 A A%E, % olE EYELS TPUY. =P, B4 A%E dde B
ASE, oA STV Br A2ai AnEel o8 T f7] 29, dAd Eeg, vz, 2%y 2
oblel=, 97 Aol olsf) IHE 4 k. oleld ;Y FRopl FAH Yrh. Bde] AHEA, R
Hrade z42e F F39 o 0.1 UK o 20 B, vILASAE o 0.5 WA o 10 F%, Bt} nE
S oF 1WA o 5 F3eel Fom B4

ANzEle A AL BAY RRe AFEe Hoku, FAH Y
W we s A e

=
HE FES AaA7E B odde 3R 2AEY 5HLe EI["Skin  topography measurement by

interference {fringe projection: a technical validation". (Lagarde J M; Rouvrais C; Black D;

_11_



[0060]
{0061]
[0062]
{0063]
[0064]

{0065]

[0066]
{00671

[{0068]

SIHEd 10-2017-0066419

Diridollou S; Gall Y, Skin research and technology: official journal of International Society for
Bioengineering and the Skin (ISBS) [and] International Society for Digital Imaging of Skin (ISDIS)
[and] International Society for Skin Imaging (ISSI) (2001 May), 7(2), 112-21] B=& ["Direct and non-
direct measurement techniques for analysis of skin surface topography". Fischer T W; Wigger-Alberti
W; Elsner P., Skin pharmacology and applied skin physiology (1999 Jan-Apr), 12(1-2), 1-11]¢] 7]Aqd =
ZHZEZ WY (profilometric method)el &3] H7FE 4 ).

7] AAele B R dAsht, 2 une Afse gow REeAE gEt

B wge 5] A6l o8] F7hw oAHch,

)0 ebd gRE Fheke =0k WA AFE AN TAE PWeE 42T - A

A % (w/w)
T A mElagolE 4.00
A 438 2.00
ZHglot@ 222 2.00
2 g ol #4-21 2.00
olAXZHY g2y olE 5.00
EadE oldgeolE 0.50
deay qEA o E 4.00
og il szl olE 2.00
1 g s Aol d gkt 1.00
olEE 99 2.00
BHT 0.05
A=A et ¢ ddstad & ddsied & 2=9(0.80
spebul & TPyl & o] AT E el

o[\tE=F EDTA 0.10
D-#dl g 0.30
zogda G2 F 4.00
Zyloladolr)= & Cpu o288 & #59/0.50
2*(Laureth)-7

10-8fo] B A 2 H o 2 4% 0.50
= 10077
Edtolal ek olvl e

Ao 2

)0 ebd gRE Fheke =0k WA AFE AN TAE PWeE 42T - A

_12_



SIHEd 10-2017-0066419

{00691 AE 2

qE % (w/w)
=M mEAgoelE 4.00
AE g8 2.00
g o} 29 2.00
2 glota 2221 2.00
ol A ulg] Ay olE 5.00
Eadd olHEHolE 0.50
o el g A W5 AL o] E 4.00
ol sl she] g o]E 2.00
e S A c)olwz A gk 1.00
ofE1: ¢l 2.00
BHT 0.05
Az oL ¢ Wagoha ¢ g ¢ Z29(0.80
gopd & FEIT ¢ o)Az eFsabd
o]} E & EDTA 0.10
D-THEl -2 0.30
zagd g 4.00
Trelot Aot § Cpy gy olAaF R & 227  |0.50
i 100717
10-5Fo] = A - 2 g o} = Ak 0.50
E Lol o] €l 26l =H )
[0070] Sthelgfold A
[o0711 AAle 3
[0072] k7)o Vel AL d9stE Ho)d EYEYE AFLE AR TAYE HYHos A2 £ 9},
[0073] AF 3
A5 % (w/w)
=l Mz AolE 5.00
HE 458 2.00
AlE xAHE 2.00
EEEEEE D 10.00
E a9 ool E 0.30
olm= ¢l 2.00
BIIT 0.05

A Aee & WEsed ¢ oldaga & Z24(0.60
il & FEd ¢ olAz R

E=zuvey 0.90
s 10071-#]
D-3el & 0.20
o]} EF EDTA 0.10
zxdd g2 4.00
FeeolA=Hobn|1t §& Cp gy O] Thebel & 99227 2,00
10-3 o] = F Al 2 H o] ZA4F 0.50
[0074] Ejolo]glgolql ZB
[0075] AXd 4
0070} k7)o Vel AL d9stE Ho)d EYEYE AFLE AR TAYE HYHos A2 £ 9},

_18_



{06771

{00738]
{00791
{00807

[0081]

[0082]
[00%3]
[0084]

[0085]

[0086]
{00871

{008R]

A3 4
AR % (w/w)
=248 v o= 5.00
Ag 458 2.00
AY EAAE 2.00
oA zd ueAHolE 10.00
ExTd opAE e E 0.30
ofE= 9ol 2.00
BHT 0.05
Ao eL ¢ dEsioid & desoid & =23(0.60
Sl ¢ SEE ¢ o] AZ 2 st
E = eyl 0.90
3 10074 A
p-gae 0.20
o]JEF EDTA 0.10
Zadd ey 4.00
Zojofardoln| = & gy 0] AFEA & 23U A-7 2.00
10-cpo] =5 A o op 24k 0.50
Eglo]ofgkLol1l =1 ar
AAd 5
71 el AES dfole BR MEE AAZE FA9 W

;q] 3 5

B % (w/w)
= 1007} A
o gh& 8.00

ol AT 2 RS 1.00
z2dqg gy 5.00
D-¥tel-e 0.20
PEG-12 v}olu B & 0.20
PEG-40 FA-8l% ujz} o9l 4.00
dEtEF o] & 0.05
HlEtd E olA e o] E 0.10
10-sfo]1=F A| =g o} 24k 0.50
AEE 150 (Frzgg/s=Zd Ego)ldyAgs & #(0.50
HE)

NaOIl 10% TRk
AAd 6

71 el AES dfole BR MEE AAZE FA9 W
AE 6

A5 % (w/w)
5 1007+4
A e 8.00
O AERTRE 4.00
ZzrEw J2F 5.00
D-#d2 0.20
PEG-12 Tlo]u]E] & 0.20
PEG-40 T48l% FvlA ¢ 4.00
JEED o] & 0.05

W el B ofAE o] E 0.10
10-3}o] == A A H o} 2 4F 0.50
NaOH 10% Bk
AA]d 7

)0 ebd JRE Fheke AR 3 24 AAE g

_14_

SIHEd 10-2017-0066419



{00891

[0090]
[0091]
[0092]

[0093]

{0094]
{0095]
[0096]

{00971

{0098]

;q]sﬂ 7

qE % (w/w)
= 1007+
D-¥ren-e 0.05
YE of2m2W ¥ Auo]E 0.20
Zzadga g8 5.00
o} 2L 0| E/Cygy &7 o} T 0| E Fh FFHA) 0.20
Tk JEF 30% 0.40
o]Y =+ EDTA 0.10
iy 2.00
A Ao e & Agaopd ¢ Jdaupda & 2z430.80
Ul & FEHIAUH ¢ olAZ 2 AT

FFA-FI T Yo E/FE Y| E 4.00
BHT 0.05
Esid g oA HolE 0.10
Aol = E] & 3.00
ZeA 7 3.00
10-8F o] EZA| 2 o} Z4F 0.50
FAksl YEF 104 ZiF

Ao 8

7ol e ARS Fgehe BR 3 2AS AAE FAH

A 8
q 0 % (w/w)
= 100717
D-3tdl & 0.05
YEE ofrs2d] 3 AHOE 0.20
Zz=2dd geF 5.00
o],ifig]]ollz‘/clo o O olzAY e E FHwE A 0.50
23 JE S 30% 0.40
]L}E% EDTA 0.10
2T et 2.00
AL Ee ¢ ddsoa ¢ g ¢ 2D 3H0.80
gyl ¢ Feseld & o)A e uleld
FFA-FIZHY ol E/FZ Yol E 4.00
BIT 0.05
EzvE oM H ol E 0.10
Alol &= E] & 3.00
s ) 3.00
10-3to] 2 F Al ~Hl o} 24k 0.50
Tate WEF 10% Z=Her
AAld 9
st7ld el s Eiete AN A5 AFS AR TR
AE 9
B % (w/w)
= 10074
Zo]H¥F-10 0.10
D-¥Hel & 0.50
UJEF ofagmen xAfo]E 1.00
Lopalolu = 0.50
Ted Fem 4.00
2|49 3.00
PEG-12 tfoldlE] & 0.20
o]V E & EDTA 0.10
ERENLEIR=EPN 5.00
Ay e & eyl ¢ JEFgA & TEHA0.80
gl ¢ FeFeld & oA glelyl
10-3fo] = Aj 2 H o} 2 4k 0.50
Tatsl JEF 10% i

SIHEd 10-2017-0066419



{06991
{0160}

{01011

{01021

[0103]

{0104]

{0105]

{01606}

{01071

[0108]

{0109]
{0110

[0111]

(0117

SIHEd 10-2017-0066419

A 100 EFA-1 Ao tE 10-3fo|=Z R 2 H o= ALe] &3}
31422 10 mME DMSOell -&aiAl7la EF et -20ColA A5,

oelg o BAL A7k AT AflAENA Zehal 1 GAol o) d 10-5)0] =% A mE|el2AH(10-HSA) 9] &
t;ﬂ 7

5041 44 71EAHFb-D) 2] Ao wHEH walg A7t 3 HFolAEE 10% SolA o} FAH(FCS) H 1% AU
A/ ~EAED0)A(P/S)L 5t EWZ(Dulbecco)d A" oF WA 1T FFEIZ(DMEM) A
FABGT. AEE 37CAA 71EE 5% (057 E97eA wjokstdct.

AE 54 SA: AxgAe] Ao wet NMITE AHEste] AX 548 SAstAn. =] Aol 34000
AzZ/d, 96-9 ME g ZHAE 5, $3(Nunc))E DMEM 10% FC 1% #Udel/2ERAEaLo| 2 (P/S) Foll A
Fol, 0.2% FCS ¥ 1% P/SE &-fale DMEM A FFZ20A 25478 Bk 2EpHo]A
(starvation)& F33IAT.  olojA, zglo]ld wMAE ghAsta, 7H83td FES Hrstar 48417 Tt
FgeAgatgdvk. ololA, 10 nl MIT BA Aeks ZH7te] e H7bet(#E 5% 0.5 mg/ml), 7oA 2HYH
ZY o] ES 447 BOH(37T, 5% €0y F2Astdrt. 100 pl 7183 89S 24zt do) HUEgE Fo), 4

=S WA LA (GTC, 5 0] BANAL. FLEONE FHE ZAE BEIINA 550 melA

>

Bk 27F Aol oA Zabal 1 g A A7k AT Gl XS DMEM 10% FCS 1% P/S Fell Al 2441 7F

kst Bo], 0.2% FCS 2 1% P/SE &35l DMEM A ZE32o|A 2.547F ot ~EHo] S 423

A, iE}HﬂoVﬂ WAE gAstL, 7HESE FSFES HUFSkaL, 48A7F F AT gl

3letE A AFEE 49 TLUslol=E dF-3k= FDPBS FolA] 15F =< 1AI A DPBS 0.19 EFE

t o8 90% FS AFAZ Fol, FHA 1& v -7 EE}@] 1 dAE AR&ste] AZE3ha,

Al FAS LAANZZ0 = (AlexaFluor) 488 Hegd G -1k [o6E A&stgrt. 32 DAPIE thu]| G4

/\]ﬁ‘?}. A AES AR M 3le] ZEE o]u]A A2~ (Thermo Fisher High Content Imaging System)<

A 10x iEd=E ARRSte] she] 99 49719 ARE 5T SO, onAE "dEAIT R

f‘é(CellHealthPrOfiling)” Hto] e ol Fe Aol vaE ARESt] EASIGT. Fek 1§ 9 FHd dAE 99
oM FHsly, FF A= S AE Aol diste] AFasisit.

7\%*7

AE B4 48A7F B S EE A" A4 A7 AFotHAEE MIT B4 & A3l AEg sl #rst
Ak, FFELS AFEEA Fe UxT TS 1000 AEFoR AASUTt. 10-HSAE 499 AT =4 FH(u)
Za AEe vlaste] 80% Hwo R A¥ AE S Ve A LTt

FabA 1 g dujujek 77 S, AxF A7t AfolAlES 48417 Bl EUlste 4 FStEw §A A
gatirt. ololA, AMFEE AT, e 1 9d $EE HgF g o8 Hrietdrt. A3 23] v
5315t aEHold Fol, ARl NEE 48X 7 E¢F EUteke %9 Fd¥EY 4 dAgstdnt. TGR-B
18 44 dxToz AT FolZ #e Uz AEY 8zl e 1 F=29 WeE YeERG
10-HSAE ZEHl 19 Fo= & F2& vehd Wi, Agol2AH(SA)e F8k 1 HHE F=30A Fsktt

}__
10-HSA7} 5 uM= 282 o 34 1 f== 2.249)

AN 11: 4334 AE 2 F2h4 39 g 10-HSA) &3

XH_,E_._ al g

5 AL E5 AJPoRRE FEI A7 HEE AMESACHIIEA: 94, 19719A) . SYAE T
5% EEEGhototype) & 9 HAAE Agsie] BAST (Ao E RRAGDUIN 7 = 0.5 (A
Az S5 W A8 < A < F7 < FqF4A < A < A (3 [Del Bino et al., Pigment Cell Research,
19. 20061)

I AE Az FJF AEE 4 8x3 mlg x FANY 2740w dAosti 6 olst T wigeriet. 14719
5 AEE 49 A E Y3l AREsT. 2719 B AEE vdstd 98 A& AES st E
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S| ® oo Ew oo AR X T G K B ﬂ 5 E .9 ~ ww
e G ol o T R ik B oo T 3 < @) o O W wl
kS ewu ~R OE g~ b — = —_ N R ~ Ho B
i) Ho o= R o ~ —~ Hu oy oo W -
o M S o = T = N T o ey o = — _
B 5 B A B o 3 o i e X .l
%) AﬂWEEL T 1) g iy =l b o RS I ) =< I

— — =n - -, O 0 v == W . ° i X
A= NI N R ETﬂ_EuuAlﬁE 5o 3 T A A — N iy o R =0
= eI Wﬂﬂmn o dmﬁmm = WDxlﬂu H mﬂﬂul 38 ﬂwm N
— . 0 - e
wE wwER e - R doo o - R O
& TE o W Ne TN B W o W 5 b LA T =5 = w 1 :
= = A I B =T S WS = N ~ .8 .
= TVE S o wm S Mmoo oS o B = T o b o -y
I O IR = o T =R~ R - mEE e ga wmE
=0 E%] = o oy A = 2 0 _— B T4 T oy = sy T = o
i TRy B SRS aa® TR T 2.3 s T B
HM glemumﬂE% ﬂ 2 %ﬁ.@ o T B i T AW = SN & 4K B A
N © o o & - T = 2 = = X o oo = = =
W5 2T ZAREF fEm ozl T paE $=E 2 2o %3
: EE A PR A N VoL K oomy - FER 8 X% 5w
T G G T %7 o Wb TR ey TE B L=
5N ,|‘L|_qu — B N RT oy i J) z‘f74_0| K Y il <] }L,m_ﬂ
sy JEYER Toav ¥z T T + = T OB e T
= T o= T F o/ o 0 o E = 7
Tz ©=EZC EEfe gal oml Poglz s RELRLEF Ly
o - Mﬂwx_.ov Nuﬂ%dﬂwyﬂ NS ﬂvlnx — m\mmﬂl g = gy © iﬂl ® < W
P LA oy ™ TR T g E Z T o oy o B oo B NP
= _ o LT mig TR - e = g = S Oy g oM
3 ‘%Ommm_ﬁﬂwﬁﬁi M %ﬂHT .ﬂoU\I MJE =) rAﬂEu,m% ﬂ_OIMu#nD 7ﬂ_nmo X ™ W
r w . o RGN 5N E T T = = B . Bz Mi o= :
e ZH = AF B o Hoow el — 0 5w o v Lo & = W]y
B L ) N X o= =T X TR K T o W T m A =L o T
1w AT N - = . i ST e W (R
Moo =0 ° ‘o e ~< = N o - = O " »
i = e X ) = } - G — o peid ¥ oL :THI T o H
wox oo ﬂho @uﬁ 3 T = ™ g - téu_ oF * ﬂnﬂﬂvlnr) —~ W= iﬂ
o] A T = o = W K a — WY = - B o« T B
v Pmiel Cawsp ToT o l= S FELEL R Ea¥ osg Y . dT
N i % = L9 = me g kWog VAR )y RE
$VE 255 8x BYTE 4T IWY it =wE Pi g 0T ET mEm 4
HE Sy x® CE A =m W N gl S T 8 By g B ;.ﬁum
TET W Eer Mg R T I 2 sriew T, ST F2 w7
o= _WT%MMMME mmmeﬁw Lﬁ% WOE - & ﬂehouwmmww\l = ATAuﬁ G- T
N S e > EH N oox F T g B2 e P
g XawmT Erga =®L wab T L FE e o MT L OB " Ww
= :.L ﬂAIL —~5 K ﬂ_ol R ‘ul . ﬁo OE mwo H;l OE 5 = ﬂWQ % —_ Lf ‘% ﬂNL n"u OT Z#O Mm ‘.A_.u_.w a 1_|L H;l OE o = o7
e UF W BT i B2y Xl = B S - O O S S L X
K E £ [ G —~ il OE " ~ o = ) _El 195} 0 oA f N Z‘.— %o 5.0 =n o —_
CE L TT N 2w, TdR wof Fowh oz oo W, g TR e
o T SR 2 T TN BV R fin y = LN 2 2x 4 T, GE T W
zH B~ qorm X M= = To B oo B .. B A- S B M Hﬁ%ﬁ = " 7o
o L R rgsTw % = A mfﬁr Jo . T AW NP oW 0 T o F o
TE® MG AT T Ry ®FT BT TR W oy B B NV oWy R 2
Ty o MRy P Mgl T o px Mg OF T mag o m wme MW
.. i aJn o = B =) Urﬂ@» = =3 X w0 o e ﬂﬂo#ﬂ = o 7 st il Lo
™I - 7 R P PR dT T % wWE R T w W I Ho /T O C I . W WR W R
TBEW B Y TT T FPdod I WSFT Py 0 BX PdFTLE WML I BHEEF B N~ ® W
T = ) = ) = oy & wF 7 ) £
= = = = = - & g &g g d g g
=) S =) =) 2, ) 2, =) ) =) =) =)
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Uy ZAF: 33 AZS UVB T8-M #Z(312 mm)E zZH4 UVB Fd(vte] - F(Bio-Link, £ Ju2szE4 g
E A4S AFE3F] UVB-ZAFSFA HH(60 mJ/cm ).

RT-qPCRel &3 MMP-12] & o] A3} RT-qP(R F41& 93, & RNAZS 9A% FAY ARZHRY Axd A
1>‘<1°ﬂ w2l A %8 RNAeasy "YW 71 E(FolAl(Qiagen) )& A}%o}fﬁ FEshvt. A=s Fol, 400 ngd]

% RNAS A9 &34 2 SHA2TEE(Superscript) [TI(QAEEEA(Invitrogen)) & AFEsle] dlEZ-AAFSHS
ﬂr. A cDNAE AREshed MMP-1 ¥y WHI/HE s FAH ZElo)mg AREste] g d B} (Real Time)
PCR(SybrGreen TEEZ)S S33Frt.  FulAE 2 YWHAZE HolH AH3E 28 A3 FAAEA A5
=

Hole +d % ZAA FEA: RT-qPCRE ZE J(RotorGene) (=¥ #fo]ZAlo]H ~(Corbet lifescience)) A
Abo)E 2] (thermal cycler) el @8} REST 2009 V2.0.13 AZEg(FHolA)E dlojg EAE 9 AL-835)
A=

WP-1 2 #ale) Az odsEle whsh ol WB(L J/en) RARE MP-19) WES AAsw FHo
Hrh(+438% vs WA E UV HARE) . HEHoR fderiee Mg v dEHE WV E3E 248 ¥
AT (-45% vs PIAEE V). 10-HSAx o] BIS|S (5, DMSO)¥} wlaisted MMP-1 2& & dA st 3]
A F .

AAd 13: WV-F58 2E# 2 upA p539 7
A S A7) Aol 126 ek go] s

2
it 3FA|(Abcam, #ab7757)F GAAFTE. ph3 YA AEE AGsia,
= Ak, A FHE AEL] 279 SEtol=E on)A oy F #=
o] 12719 olnA) o= A st}

H: wE 4B dolHE 22 Aol vstel Wit Aol Betel acksle] et wE AR
2 el BE o semEA W] ARE U Aoel G BE Ao =

(=]
= g9 EAREA Sl g AR va-ddl =Edd 3 Ad AR dla-H7] HSD =€l

o
_>‘4_4‘
o,

i

My

0,

N

Y
to f

p53 A odHEE wlel 7ol WB( J/em) FAFE AEws v ps38 =)
(+8429% vs MIHEE WV mAME). AgAoR ks Aew IV 2HE IV 49 f5g @48 o4s
FH-67% vs VA E V). 0.1 mg/mlelA AIFA], 10-HSAE p53 WW-F=d A
ALSF A ER(-46% vs DMSO UV).

AN 14: Q17 A3 AFolAEoA Z&t 34 thdt 10-HSAY &7}

o
'rBL'
2
_O‘L
k1

4
K-
=
o
9,
PI
‘[()1!

E
iy
ot
o
o

AE wfeE: Al HF(504] 71E5ANER-E 59 7t A3 AfolAEE 96-9 ZHo|E AlY3F(4000 Al
EZ/4) 10% FolA ol dA(FCS) ¥ 1% #V 2/ A2EAEvto) A (#lo]E ¥ IZE2EA A (Life Technologies, &=
A FAE 2AD)E e EvEY Add ofF wA A 37C H 5% (004 24417 &< kst wiA]

2 0.2% FCS % 1% Pen/StrepE FHirate DMEM A S2FaAE wAE Fol, ATE F717 2,59 &< 3247
sHltE.  ololA], ZERolA wiAE AlE SFES Fhyehe AMg wiA R qiAskATt. 48A17F A F
o, MXE 49 TLuste]l=g sty EWAe] TAdoE-hEd A5 (DPBS) (HHe] X HAEEAAL(L9
FAE 2A4))e 158 E< 1ASET DPBS £ 0.1% EYE-X1002 % 9032 T AFA AT},

EL

A A7 AfFotAlxodA Z7 3 Y FAH:
(BioTrend, =& == 24)), 2 olojr] LelrAZ=o 2488 Agtd o]z} o6
HAasZEA 2 (L9E FAE 2A4))E AMEstd A&, I8 Alar-d=gx

-l IgG, E}l
Sigma-Aldrich, 2=¢& %
) o] 2=

A2 A 47 6-tholobr T e-2-H 1= (DAPD E g A4 AIZ . A" AXE o9 H(ArrayScan)
VIT HCS #EZ (AR A Aol E]= (Thermo Fisher Scientific, U= wiAFA=T %‘1‘% AANE
EAEGT. 10x EAZE AFRSte] e 99 & 49719 ARRIE 53 Fof, o]uAE "AdAZI TN
H(CellHealthProfiling)" wlol2 oy & Aold vag AEste] EAegict. & 3 FHo] e 999
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A HAs, 9 PR @ AT ASel dstel Aiastdn. dolHi 270 S99 499 Fagks A
o= g},
7\%*7

10-HSAE AeE AfobAEaA Folg-o& Yoz 3 I Fehd 4L A FESAH: Fo%
p < 0.01, W gael e, WA A ALsh vimste] 5 uM =) 10-HA AHEA 20468 F9 111
e 27hE BRSATHE D

50 - ~ ¥10.6

4,0 - +244%

A= 10-HSA [uM]
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