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#10
T HEREMACR T AER, IARE (S=176mm? ; EEX=50mm)
ER1
RE
AL B Y /Rl (%) (ng/cm®)

1.2.1 FEBR 1 &L 2 (BSD600)00) BIH 1 20 19.563

1.2.2 FBR 1 &L 2 (BSD60000) B 2 40 3.706

1.2.3 FEBR 1 BV 2 (BSD600y00) B/ 3 50 2.556

1.2.4 FBR 1 &L 2 (ESD600)00) Y15 4 70 3.741

1.2.5 FER 1 B 2 (ESD600p00) YIH 5 70 0.808

1.2.6 FZBR 1 )V 2 (ESD600y00) BI5 6 80 0.856

1.5.1 EB 1 )L 5 (ESD600p) BIA 1 30 1.994

1.5.2 R 1 &V 5 (ESD60000) FIH 2 40 1.045

1.53 FBR 1 BV 5 (BSD600100) BIF 3 60 0.702

1.5.4 FEBR 1 BV 5 (ESD600y00) N5 4 60 0.620

1.5.5 FBR 1 BV 5 (ESD60000) FIF S 80 0.438

1.5.6 FB 1 &V 5 (ESD60000) Yl 6 90 0.398

1.6.1 EBR 1 &L 6 (ESD600) Y5 1 40 <LOQ

1.6.2 FBr 1 &L 6 (ESD600) Hl)7 2 30 <LOQ

1.6.3 EBR 1 &)L 6 (ESD600,) Y5 3 50 <LOQ

1.6.4 EB 1 &V 6 (ESD600yy) H1H 4 80 <LOQ

1.6.5 EB 1 &L 6 (ESD600y) HIH 5 80 <LOQ

1.6.6 FBR 1 &)L 6 (ESD600,) B 6 90 <LOQ

LOQ : EETHR
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#£11
7HEREURICRITLER, YIiRE (S=17 6mm?; EX=5 O0mm)
ER 2
RE
A4 i A Yl R (%) (ng/em’)

2.2.1 EBR 2 )L 2 (ESD600;00) BIF 1 30 8.498
2.2.2 R 2 &1 2 (ESD600;0) BIF 2 40 0.799
223 R 2 &V 2 (ESD60000) BIST 3 30 24.198
2.2.4 FBR 2 &L 2 (ESD600;100) BIST 4 50 11.017
22.5 R 2 L 2 (ESD600y00) B 5 70 8.429
2.2.6 £ 2 L2 (BESD600y00) BIF 6 80 8.588
2.5.1 FBR 2 L 5 (ESD60000) BIST 1 30 0.795
2.5.2 EBR 2 &L 5 (ESD600;0g) BT 2 40 15.067
2.5.3 FER2 /1 5 (ESD600n0) HIA 3 40 1.940
2.5.4 EBR 2 &V 5 (ESD600y100) BT 4 70 3.881
2.5.5 EBR 2 =V 5 ESD60000) YT S 70 12.286
2.5.6 HBR 2 &V 5 (ESD60060) EIH 6 80 7.660
2.6.1 EBR 2 &V 6 (ESD600) 1A 1 30 <LOQ
2.6.2 EBR 2 ZV 6 (ESD600) YIH 2 50 <LOQ
2.6.3 EBR 2 =V 6 (ESD600) 15 3 80 <LOQ
2.6.4 Ek 2 =L 6 (ESD600) Y5 4 90 <LOQ
2.6.5 R 2 )L 6 (ESD600y) HIF 5 90 <LOQ
2.6.6 R 2 /L6 (ESD600y) Bl5 6 95 <LOQ
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#12
T ERBEORICRITSER, IARE (S=176mm?;EE=50mm)
FE# 3

=B

A4 B ) jr R (%) (ng/em®)
3.2.1 FEBR 3 B/ 2 (ESD600p0) HI5 1 20 136.798
3.2.2 FBR 3 &L 2 (ESD600y00) Y157 2 30 37.633
3.2.3 EBR 3 £ 2 (ESD60000) 815 3 40 45.961
3.2.4 FEBR 3 &L 2 (ESD600y00) Y5 4 80 24.637
3.2.5 FHR 3 &IV 2 (ESD60000) 5T 5 60 29.884
3.2.6 FBR 3 /L 2 (ESD600y00) BIF 6 70 37.251
3.5.1 EBR 3 /L 5 (ESD600y0) HI5 1 30 13.863
3.5.2 FEhR 3 &L 5 (ESD60000) BIF 2 50 0.584
3.5.3 FEBR 3 &V 5 (ESD600100) F15 3 100 12.716
3.5.4 FEBR 3 &)L 5 (ESD60000) B 4 20 1.308
3.5.5 FBR 3 &V 5 (ESD600p00) BIF S 70 10.097
3.5.6 KR 3 &/ 5 (BSD60000) BIF 6 70 11.002
3.6.1 EB 3 =V 6 (ESD600,) 15 1 40 <LOQ
3.6.2 B 3 &L 6 (ESD600) YA 2 50 <LOQ
3.6.3 HBR 3 &V 6 (ESD600;) 15 3 50 <LOQ
3.6.4 FEB 3 &L 6 (ESD600) Y5 4 60 <LOQ
3.6.5 B 3 BV 6 (ESD600g) YIH 5 60 <LOQ
3.6.6 EBR 3 &V 6 (BSD600) JIH 6 60 <LOQ
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#13
TEEREYRICBIT2ER, 1ERE (S=176mm?; ES=5 0mm)
£k 4
RE

A4 Bl Y/ & if(%) (ng/em’)

4.2.1 FEBR 4 £V 2 (ESD60000) HI5 1 50 31.850

422 F2Br 4 &L 2 (BSD60000) Y7 2 50 25.606

423 Bk 4 ¥/ 2 (ESD600y00) Y15 3 70 24.540

4.2.4 FBR 4 =L 2 (ESD60000) BI)T 4 80 21.279

4.2.5 FBr 4 &L 2 (ESD600;00) YIS S 80 26.482

4.2.6 Kk 4 v 2 (ESD6000) BT 6 70 31.855

4.5.1 FBR 4 &)L 5 (ESD600y00) EIF 1 30 149.132

4.5.2 FBR 4 BV 5 (ESD600y00) EI5 2 30 156.107

4.5.3 Ehr 4 &£V 5 (ESD600p00) H15 3 70 76.175

4.5.4 EER 4 &L 5 (ESD60000) YT 4 70 124.940

4.5.5 EBk 4 =V 5 (ESD60000) Y 5 60 68.073

4.5.6 FHR 4 &IV 5 (BSD60060) BIF 6 50 13.699

4.6.1 £ 4 &6 (BSD600g) B 1 20 <LOQ

4.6.2 EE 4 BV 6 (ESD600y) BIH 2 30 <LOQ

4.6.3 B 4 &L 6 (ESD600) Y1 3 40 <LOQ

4,6.4 EE 4 &)L 6 (ESD600y) Y15 4 40 <LOQ

4.6.5 £ 4 £ 6 (BSD600) HI5 S 100 <LOQ

4.6.6 £Er 4 &)L 6 (ESD600) Y15 6 10 <LOQ
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#z14
VeSS —DRERERICET IR
A4 & (ng/ml)

1.2 t=0h <LOQ
12 t=1h <LOQ
1.2 t=2h <LOQ
1.2 t=6h <LOQ
1.2 t=12h <1.0Q
1.2 t=24 h <LOQ
1.5 t=0h <LOQ
1.5 t=1h <LOQ
1.5 t=2h <LOQ
1.5 t=6h <LOQ
1.5 t=12h <LOQ
1.5t=24h <LOQ
1.6 t=0h <LOQ
1.6 t=1h <L0Q
1.6 t=2h <LOQ
1.6 t=6h <LOQ
1.6 t=12h <LOQ
1.6 =24 h <L0Q
2.2 t=0h <LOQ
2.2 t=1h <LOQ
2.2 t=2h <LOQ
2.2 t=6h <LOQ
2.2 t=12h <1OQ
2.2 t=24h <LOQ

JP 2012-516879 A 2012.7.26

10

20

30



goooano

37

2.5 t=0h <LOQ
2.5t=1h <LOQ
2.5 t=2h <LOQ
2.5 t=6h <LOQ
2.5 =12h <LOQ
2.5t=24 h <LOQ
2.6 t=0h <LOQ
2.6 =1h <LOQ
2.6 t=2h <LOQ
2.6 t=6h <LOQ
2.6 t=12h <LOQ
2.6 =24 h <LOQ
3.2 t=0h <LOQ
3.2 t=1h <LOQ
3.2 t=2h <LOQ
3.2 t=6h <LOQ
3.2 t=12h <LOQ
32t=24h <LOQ
3.5 t=0h <LOQ
3.5 t=1h <LOQ
3.5 t=2h <LOQ
3.5 t=6h <LOQ
3.5 t=12h <LOQ
3.5t=24 h <LOQ
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3.6 t=0h <LOQ

3.6 t=1h <LOQ

3.6 t=2h <LOQ

3.6 t=6h <LOQ

3.6t=12h <LOQ

3.6t=24h <LOQ

4.2 t=0h <LOQ

4.2 t=1h <LOQ

4.2 t=2h <LOQ

4.2 t=6h <LOQ

42 t=12h <LOQ

4224 h <LOQ

4.5 =0h <LOQ

4.5 t=1h <LOQ

4.5 t=2h <LOQ

4.5 t=6h <LOQ

4.5 t=12h <LOQ

45t=24h <LOQ

4.6 t=0h <LOQ

4.6 t=1h <LOQ

4.6 t=2h <LOQ

4.6 t=6h <LOQ

4.6 t=12h <LOQ

4.6t=24 h <LOQ
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ull 0 J. Controlled Release,

1998, 56, 7-21; SimonO O O Maibach. Skin Pharmacol.
Appl. Skin Physiol. 2000, 13, 229-2340 0 0 0 0 0 00 000D0DDO0ODODO0DOOOOOOO
00000000000 O00o0O0O0OOdo0ao0aoONeubertd O O Wohlrab. Acta Pharm. Techno
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#15
L Atk
RE K REMH
PEG 400 T
TH ) —)b REEH
7Y a— AR
Pluronic F68 (1-10%) REENE
D AF N AR F T K DMSO) FEH I AT IA M
Z h5t Fu 75 (THF) AN

A~ AN
DAF IR LT I F(DMF) R
U7 uau A H L (DCM) AR
PLASDONE 5% A
Fub Ly a—)L AP
Gantrez ®S97 2-5% RN
TAF YV aA— LB b U UL 5% R

PR3 10% AJYAME(250 pg/mL)
v RTATIV20% AIYAME(250 pg/mL)
ERedy—7mr—B—v 75y AAEMER50 pg/mL)

FA LY 5%
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Figure 17

$Ya—YIYLYIVDIGNA P144nih#iE

F&E (mm)

ERHM

goooao

Figura 18

Oooooao
Figure 21
3
z +ES-100
N\ 2 —-—ES-0
']
£
|
s !
™
iy
3
+ 0 © o o
< 5 10 15 20 25
* B (h)
ooooaod
Figure 22
01 sraum
-+ CD-100
200 4 -»-ES-100
E 150 — l L
o T
2 ‘ S
3 o —
z .
sol 4 l
.— . L_ 3
0
5 &

t 2 3 4

(42)

gogooano

Figura 19

JP 2012-516879 A 2012.7.26

goooano

Figura 20

gogooano

Figure 24

30

P144 (%#s®)

rnCD-100
mES-100

-3-CD-100

\D\>h§siﬂ




(43) JP 2012-516879 A 2012.7.26

oooobDao
2012516879000001 . xml




(44) JP 2012-516879 A 2012.7.26

gooooooanb

" INTERNATIONAL SEARCH REPORT.

Intematione| application No ‘
PCT/ES2010/070062
A. CLASSIFICATION OF SUBJECT MATTER

INV. A61K47/48 - A61K9/107 - A61K47/40 A61P43/00
ADD. : :

According to Inlernational Patent Glassification [IPG) or to both national classification and IPC
8. FIELDS SEARCHED
Minimum documentation searched (classification systam followad by classification symbols)

A6LK A61P

Documentation searched other than minimum documentation te the extent that such documents are Included In the fiekis searchad

Electronlc data base consulted durlng the intemnalional search (name of data base and, whene practical, search lerins used)

EPO-Internal, BIOSIS, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Chation of document, with indication, where appropriate, of the relevant passages Realevani to claim No
Y EP 1 669 367 Al (PROYECTO BIOMEDICINA CIMA 14,12,
SL [ES]) 14 June 2006 (2006-06-14) 15-18

sequences 3,4,6,11,13,14,17,18
claims 1-7,9-11

Y US 5 730 969 A (HORA MANINDER SINGH [US] 1-4,12,
ET AL) 24 March 1998 (1998-03-24) 15-18
column 10, Tines 1-8, 51-58

column 14, lines 40-65

column 17, 1ine 51 - column 18, 1ine &
column 24, lines 1-8

Y US 2007/207965 Al (CUESTA FRANCISCO BORRAS 6,7,
[ES] ET AL BORRAS CUESTA FRANCISCO [ES] ET 16-18
AL) 6 September 2007 (2007-09-06)
paragraphs [0009] - [0012], ([Q018],
[oo20] - [0023], [0026], [0042]

m Furiher documents are listed in the continuation of Box C. E See patent family annex.
* al categorias of clted documents :
Sped T h‘emmem p;%lld’led after the inl:ma!lonalllﬂlng d%te
or date not in conflict with the application but
*A" document defining the general stale of the art which is not brinit
considered 0 be of particular relevance m}l}om:nmand the principle or theoty underlying tha
‘E* earller dacument bul published on cr after the Intamational *X* document of parlicular relevance; the claimed invention
fiing date cannot be considared novel or cannot be congidared to
*L" document which may throw doubts oh priority claim(g) or involve an inventive step when the document ke taken alone
which is cled to esiabiish the pubiicalion dale of another *¥* document of the daimed invention
cilation or olhér special reason (as specified) cannot be considered to Involve an Invenfive siep when the
0" document referring to an oral disclosure, use, exhibition or documani ks combinead with one or more cther such docu—
other means ments, such combination being obvious to a person skiled
"P* document published prior to The intemational filing date but Inthe art.
later than the priority date claimed "&" document mamber of the same patent farmity
Date of the actual comptstion of the intemational search Date of mailing of the intemational search report
26 August 2010 02/09/2010
Name and malling address of the 1SA/ Authorized olficer
European Patent Office, P.B. 5818 Palentlaan 2
NL - 2280 HV Rijswik
Tel. {(+31-70) 340-2040, i
Fax: (+31-70) 340-3016 Birikaki, Lemonia

Farn PCTASA/210 [sacond sheet) (Apnl 2005)
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international application No

PCT/ES2010/070062
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT ) .
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