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VB LN K BRI R IR TT

[0091]  ARAEAK BH—AT5 1, Bk bt R IR B2 I e PR ] ad ik g N H A g 52 B 90 i A
[F) B i I Ath I 52 B 7712 49 S PR &5 S I S T IS S S S Vel 00 AR e = R R
S

[0092] AR EHRIZWER S5 A A W mT I T A 20 BRI %« SR OLA L WS Bk TR N2 2%
BRI VR s PR BT IR VR A4 AT A, BB BT A4 o

[0093] AR EHAL AW m] H-T o p B & B 290 B35 25 8 PRSI = 30 26 245 (R Ji) o Je o v
) o

[0094] AR BRI Z5 MBS R A A V] FHAENBCHAR BN L, a0 L3040 - BRI , A B
HEW SR N B AREEN .

[0095] T jeick K AR RIR il P4 S it 7] v A AE R A R T

[0096]  SEjita 51 iy FH A4 A}

[0097] 1.5y s {8 FH RV A4

LA HEE HE | CcAS 45
Lipoid 75 K5 BE e 2k g N 5] | 8002-43-
(Lipoid) |2
Lipoid S100 KBRS Kfg NG | 8002-43-
5
oops) | PROSpholipon 90G | K BRI %l Al <§00243
Capmul MCM C8 | FHEEH I EES, HIMBE | Abitec 2 | 26402-26
EP i A -6
WS RE R | N R R B4R R Ay | 110-27-0
(IPM) 4 a]
(Aldrich)
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(00991 sz 9 A Fir S /£ 99.9% LB (“EtOH” , VWR) . 2-TH B (R A BE ,HPLCZ 7 ,
Rathburn/y &)  f12-"T % (ReagentPlus®, o k% 31— B 48 B35 /0 |) ) o ST 4w Bt FH Ak el 2
Cyclomethicone 5-NF (P& FE T/ 7 (Dow Corning), 1 FF LI F A LE) - BKLL-37KR H £
BRseEs = A/S(PolyPeptide Laboratories A/S); BKDPK-0603 H Dermagen AB/A &), BKPXL-
01k H Pergamum ABZ W) o B A HoAth ) ok B P A% S-S0 0E BL25 A 7]

[0100]  sLjafs

[0101] Ak R iE %k

[0102]  ffi| &R 2-4FT PR AR B IZ 54k B GV T I 22 B o5 TR . 2 7 22, 1l 1 /K s e
AL 25 H 25-40 °C FEIN 8 75 R AR BEIA R o I TRURR BE (1) A8 AL %f@ﬂ PIRA I
8 S LB TR BB OB

[0103] K2 . AKHIZHA(HEY%)

[0104]
ks (BB o |BE % BREEAH %
2a g7 S100 3.0 |1 95.0 | 2.0
2b fE R S100 50 |Z.0= 94.0 | W 1.0
2¢ JE R S100 50 |20 93.0 |l 2.0
[0105]
2d He i S100 10.0 | 2.1 88.0 |k 2.0
2e He i S100 20.0 | 7.1 78.0 | 2.0
2f He i S100 30.0 | 2.1 68.0 | 2.0
B _ _ i 5.0
2¢ = 19.8 | Z. 1 3.0 |0
o HgJ# S100 9.8 | 2.l 73 2B 31
2h Hg @ S100 20.0 | 2.1 75.0 |HE 5.0
2i &% S100 202 | 2.l 749 | FLBH 4.9
2] g $100 20.2 | 1% 749 | KPig 49
S s W& 2.0
2%k YiH S75 4.0 [2-98E 89.0 | . .. .
Hg i S75 A 15 2 E 5o

[0106] 3. HAmBEE S EN AR I BIE(EE%)

10
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[0107]
Biky | BERE % B % FBREEALF %
3a He i S100 48.0 | Z1E 48.0 | Mg 4.0
3b He i 875 48.0 Z@? 48.0 ‘_HEE 4.0
3¢ g5 S100 48.0 |2-]NFE  48.0 |H% 4.0
3d g5 S100 47.0 |7 47.0 |FLERHE 6.0
3e g% S100 495 | .M 49.5 | FLEEHY 1.0
3f 5% S100 475 | 2.1 47.5 Z TR 5.0
3g & S100 48.5 |2- T 493 | Kb 2.2
e . ; JREE = 0.05
YRR Qg ) 2 Q v Whlh]
3h HgJm 875 30.1 |2 68.1 K 17
3 Hg R S75 48.6 | 7.1 46.0 |KEE 5.4
13 JIEB S100 495 |28 495 |k 1.0
[0108] KA. HHRIMEREBARII AR Hizik(EE%)
[0109]
Boiky BEls v B % | FARPAR % |BSHEART %
4:1 | Fgm $-100 245|218 473 |Urea 4.7\ MCM 23.5
4:2 g5 S-100 9.5 |ZE 77.7|Urea 3.3 MCM/IPM 1:1 94
4:3 | LW IEEEEEIEEE 900G 10.0|Z.8E 749 |Urea 50| MCM/APM 1:1  10.0
4:4 |8 S-75 29.8| 7.8 458 |Urea 3.5 MCM/IPM 1:1 209
4:5 | Jlg 8-100 297\ 2.8 45.9|Urea 42 | MCM/IPM 1:1 203
46 |JEH $-100 30.0 ZZJ'@J;* 193 Urea 46| MCWIPM 1:1 20.1
4:7 g S-100 9.6 |Z:lE 794 |Lactic acid 1.5 MCM/IPM 1:1 9.5
4:8 | JI§m S-100 25.1|Zf  39.1 |Lacticacid 6.0 MCM/IPM 1:1 29.8
4:9 | Jig5 $-100 30.5| Z. 1%  48.7 |Sodium lactate 1.1 | MCM/IPM 1:1  19.7
4:10 | gk S-100 28.9| ZWE  43.5|Glycolic acid 4.8 MCM/IPM 1:1 22.8
4:11 | JlEjA 8-100 9.9 [ZMF 79.6|Salicylicacid 0.5|MCM/APM 1:1  10.0

11
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[0110]
DU . o< 2T 100
4:12 g s-100 29.5 2 379 Salicylicacid 2.1 MCM/IPM 1:1  20.6
! e o ; |Urea 3.2\ reans )
4:13 | JI§/R S-100 9.5 | LB 761\ ioq g MCMAPMIL 95
4:14 | JER S-100 100 ZiE 732/ \rea 48 MOMIPM 151 10,0
‘ ) ' . | Glyeolic acid 2.1 o ‘ ’
_ G . NP Urea 5.1 A HBRA
4:15 | JIBR S-100 14.9| /.8 73.8 Glycolic acid 1.0 MCM/IPM 1:1 5.1
4:16 85 S-100 3.0 |ZFE  82.0|Urea 50 8 10.0
4:17 | Hg 8-100 4.8 ZJE 699 |Urea 4.8 N K2 20.4
4:18 | ZIGUNEEERERE 90G 5.1 | ZuiF 74.8 |Urea 5.0 N B 15.2
4:19  Jlg i 8-100 96 | 65.6|Urea 5.0 A K 19.8
4:20  JgJA S-100 18.7| % 57.0|Urea 5.0 N g 19.4
4:21  Jgi# S-100 20.0 | Z.0E  75.0 | Urea 2.5 A NE 2.5
4:22 g $-100 204 ZI5 747 |Urea 2.5 | 2.4

g C e FRFREER 5NF

4: 25 Q- i 2 C ; 0.6
4:23  Jlght S-100 11.2| 28  27.2|Salicylicacid 1.6 MCMIPN 11 3056

[0111] s f2

[0112]  AKEHHAED

[0113]  ARKIHEEWMINI B ZILEZRS 6 FIT o I8 b S INFRR B & 1) % N 38 R B 25 WG T

FE SR 1 18 B — P OREEAT il 46 RN AT 75 I TR 5 ) L BT s i«

[0114] 5. AKHAA LY

[0115]
AEV pue | mE% | EEN EE%
5:1 2a 95.3 XS T R 4.7
5:2 2b 95.3 Eip-sis 4.7
5:3 2¢ 98.0 [abers 2.0
5:4 2d 97.8 e an 2.2
5:5 e 99.6 FHEZ A 0.4
5:6 N 98.5 W2 B 1.5
5:7 2f 99.0 FRER 1.0
5:8 2g 98.8 o 1.2
5:9 2h 99.0 IR TR 1.0
5:10 91,9 HE:m 8.1
5:11 98.0 Je P b RN 2.0
5:12 99.7 EE 0.3

12
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[0116]
5:13 99.1 b 7 B ] 0.9
5:14 99.9 L T 0.10
5:15 2i 98.5 A RN 1.5
5:16 2 99.6 253 0.4
5:17 2k 99.6 [Tbeses 0.4

[0117]  Re6. BA RS EMARHAAGY(EE%)

[0118]
HEe Bks |HEY% WEHER EE%
6:1 99.9 TR e 0.1
6:2 99.995 BIH=R 0.005
6:3 3a 95.6 S B 4.4
6:4 99.72 LY A 0.28
6:5 98.0 Bk LL-37 2.0
6:6 99.4 IR 0.6
6:7 99.0 AL R 1.0
6:8 99.8 PR LA KA 0.2
6:9 99.1 SOE 0.9
6:10 b 98.2 Rl G 25 HE e 1.8
6:11 98.7 Akl ks 1.3
6:12 99.1 A AL ] 0.9
6:13 98.7 Fk DPK-060 1.3
6:14 99.5 ik PXL-01 0.5
6:15 99.0 CBREF™ 2 1.0
6:16 98.4 SALTAT [k 1.6
6:17 3¢ 98.0 XS R A 2.0
6:18 98.9 Z R 1.1
6:19 99.0 L 1.0
6:20 N 97.2 XU Tt R 2.8
6:21 3d 99.0 Bk DPK-060 1.0
6:22 98.7 Bk LL-37 1.3
6:23 2 96.3 RS 1y B B 3.7
6:24 | 98.9 W 1.1
6:25 | 3¢ 98.8 e — 1.2
6:26 99.4 ik PXL-01 0.6
6:27 3g 99.0 i — i 1.0
6:28 3h 99.0 XS By TR 1.0

[0119] 7. AATHISM IR RV TG A AL £ (% )

13
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[0120]
BEY g |EE% RN EEY%
7:1 4:1 99.0 LS B R 1.0
7:2 4:2 99.7 EE 0.3
7:3 4:3 99.0 AL [ 1.0
7:4 4:7 99.7 EEE 0.3
7:5 4:12 92.0 H kEig 8.0
7:6 4:13 99.7 LR 0.3
7:7 4:23 99.1 N 0.99

[0121]  SEjiffs3

[0122] bk Pk 1 R

[0123]  FESEPEFIME IR A 75 T, 5 25 R SR ) A R B AH A PR 5 0 AR s A U & B2 4H.
AR (3R8) .

[0124] K8, & TEMEAINE FH A A i A B It

i HEW A HEW B
BEE% BHEY%
Wille (lEIR S75) 414 437
[0125] | 4iZ.1% 45,1 47.0
Hx 52 0
FZREGEMR) |44 4.6
W E R 3.9 4.1

[0126] AR IIAEESHIHEY

[0127] iR eH &4 ieacd St ] LRI 200 75 i il 2% o 205 MDA FIB (- 1011 ) 43 it FHAE 53 1 72
AR B b, B 5 R R L em® I DX 380 it FH 1043 B i, A 5 X g bt R BRAS 5 1 3 X 3
WA X RIS MIARIAE AR A TR

[0128]  SCjafsi4

[0129]  SJbb Pk 2- & &7 5k

[0130] {7 A R Pk 0 €2 M) &SI A A (R 4H -5 10 ) FR MR 65 -5 O 20 B 1) R A ) [1) , R AR
ARSI A7 V53T (Bonina FPEE, By 45 28385 A RIRUESF IR N R A LR BRI A 4 A
&AM FEAE (In vitro and in vivo evaluation of polyoxyethylene esters as dermal
prodrugs of ketoprofen,naproxen and diclofenac).Europ J Pharm Sci 14(2001)
123-134:Duval C&, R AL FZ A B2 IR R IR 5 1R By B - T) ) 22 e — 0 & g 3 m 52
Jk MLy B B} (8] (Difference among moisturizers in affecting skin susceptibility
to hexyl nicotinate,measured as time to increase skin blood flow).Skin Res
Techn 9(2003)59-63;Wiren K&, 181t FEAG =50 65 o 09 6 7 2 & 4 i A W ] R PR
(Enhancement of bioavailability by lowering of fat content in topical
formulations.)Br J Dermat 160(2009)552-556) & B 3 MR £h ) = Flr 1] 77 e FF T 58 7k

14
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SF% (56 % ) B XM A  F @it pSM TTH it (FFF DB A A 7 (Cortex
Technology ,Denmark) ) BEAT 2 BRI €8 0 , BT ik I & 58 T3 R A ek 088 F, Hodp R 6 e
H A LEDYE (it o M =S (LB FR 2B T )X BT B R K 40 (Bonina F PEE, [A] b)) o ZLBE R R
(AE.T.) &y FriiE . DA 4 2 18] 1) 22 S, I FLR AR 18] A it F 5 1 381 gt K 20 B 3R
75 % FIT 75 R A7) o 22 9 5 7 (1 B A2 g 6w 21 2 it FH T 3em” (B R 01K X 45 i 660 DY 2k 97 1
PH o IX B 25 FLIE RN I A R AL R R S B g L A W 460 7 B FE AR £ S A 40 BEAY
YRR 1] o

[0131] 3RO I It &P A 4I%) FF SRR 375 5 K 20 B 1) VR (7]

[0132]
YLt HEE*E S100 L@? ﬁ% BB (9% ﬁé%ﬂélﬁ@é%& E{’EBTIEJ
T (% wiw) (% wiw) |7 wiw) (Y% wiw) |(ED
9:1* 25.3 74.3 . - 0.4 9.9
9:2 252 68.9 i 55 0.4 8.3
9:3 25.1 69.5 LR 5.0 0.4 8.9

[0133] s AKHACERIHEY

[0134]  sZjitaf5

[0135] bt P31 & &7 5K

[0136]  FEVE PRI AR SR 1) 5 1D , % 25 M8 & 5K 1)) A & B 240510 -5 0 A o 4 A7)
[R505 BZH AL L (R10)

(01371 FR10. I TG TR FRINE FH 75 S TR T LG U

[0138]
Hay EREKEEY A HEW B
"HEBE%- HE%-
WS (HE R S100) 47.5 475
gl 7.1 475 47.5
Hik 5.0 0
[0139]
LA B GEtERD |0 0.1

[0140] iR 4 &40 8 ik STt 49 L R0 20 75 125 /il 4% o ZH A DA FIB (- 10l ) il T B3 X 5 1
R A A o 5 6 FH 78 25 20 1 em® 4 B2 JIk IX 358 o 66 FH 5 15208t , AR R0 56 55 1) % 40 1 B0 it ) o
b 21N I A YIB B K 4038 25, 4L A A 51 I MV I8 2 . 4 A WAV I )
KR H 54 A YBAHEL B8 T i 5 E 3R\ R Bk .

[0141]  SEjiif5l6

[0142] Xl IMiAA-22 5 2 VR T B S R e ) 15

(01431 Jz Sk B2 ) & FH T 0% 9 22 28 0 B JOR 190 2 03 o 15 222 5 R Y TP b ot 90 it FH T 5 P et
% (562 ) [ A AR 2 1 o e A i RS B 7 340 28 I DX 381 07K o FH S it 46114 1 A T4 28
= REE ORI E &, CIE 1976(Lk %, bk ) BUEA S [A] W (b2 40, 5 B IR U 2 5 2
(R B R PR 2R o B2 IR HP 22 2 3R B AN B v R LO RS 88 i Ml 5 ) b 22 ( A bk ) 2 [H]

15
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032 7 B PO KB MR 22 5 201 R BB A 50 4125 0 FE T B B Bt
RIS e T

(01441 125 S DTN A A I A B IRAL 2 WG T 2R R 7.
[0145] L1152 21 2 DOIBA I OV 5 30 B B e A AN
[0146]

oy BB S100 2B \IPMMCM L1\l Ea o
8 (%wiw) (% wiw) (% w/w) (% wiw) (% wiw) | & FIHIN
11:1% 9.5 30.7 94 - 0.3 0.36
11:2 9.5 77.5 9.4 33 0.3 0.46

[0147] s ARKHACERIHEY

[0148]  SEjifs7

[0149]  HEEHAEW

[0150]  JHIdSEHEH L FTIARI 77k, 39, 5 H &7 B AE (HB FS75) .53, | By 1B 2. %
A6 .5 F B (1) IR 1] 25 AR R B I8 3044 o 1 B = 4y 3 IR AR bL 2555 (B T 7)) N B B s 5 2%
2PV S W) IR , EH B S R A .

[0151] S48

[0152]  1EAFFIAE A

[0153] ik SEHEMI iR ) 7775, NAT OB S BEAE 47 . 9O S (W EE L BE N3 . 9 &
13 149 iR 1) 46 A & B ) I A o 7S 7K & AR AR (0. ST &, TR MEF) InNia ik b, 2248 ik
TREWIEEE S, HRE RS R A .

[0154]  SEJiif519

[0155]  Jdid 41 i LA Tl I 2 = o 14 Nty M ) £ 8 A v R s g P2

[0156] I8 LR A 3245 & 1T T R A A RS AR VA i ge 71 A R TR 12. 45K 8
TG AR RV B B B IR & T AR B R Y i e

[0157]  R12.E@BMAE MR L EGEERIS BV EE %h

16
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[0158]
B (Yow/w) WA A (Yo wiw)
HL LogP HE & (SN T
A i B* * Q100 B 4 |=HR e
JEE B i 2 |7-10 |50 1.0 [94.0 |0.14
495 |1.0 1495 0.18
R 6 |47 5.0 1,0 194.0 [0.50
495 1.0 1495 3.35
0.0 2.0 [98.0 [0.65 0.59
5.0 2.0 1930 [1.10 0.83
10.0 |20 [88.0 [0.98 0.87
200 |20 |78.0 |[1.45 1.22
FENETS 11 |24 |5.0 1.0 194.0 [9.90
495 |10 495 16.83
AT R 1.6 |50 1.0 (94,0 [2.28
495 |1.0 1495 2.89
0.0 2.0 1980 (225 2.09
5.0 2.0 193.0 (237 2.22
100 |20 |[88.0 [2.83 2.48
200 |20 |78.0 [3.22 2.82
30.0 |20 [68.0 |3.50 3.19
T2 BRES -1.1 0.0 2.0 198.0 |0.40 0.27
3.4 2.0 94,7 0.41
5.0 2.0 [93.0 0.50
10.0 2.0 [88.0 0.98
200 (2.0 [78.0 1.81
300 |20 |68.0 3.17

[0159]  *HLB: 25 K% A5 T {H

[0160]  sexLogP (7 EE—7K 70Tt AR EUKI A H0) - BAL R AR K SO0 AH o 2 R B ) Al T R B
FEREBR I S 5 AR T SRR A T

[0161]  sEjfsl10

[0162] iz #ARFIAL &M B AL ARz 2 TE

[0163] AL HPLCAINMRIGHE 7 Hr iz #4484 1 14142 154£30 °C M 44 H i A B e = AR &5
o P I B JR D 8 AR B 3 0l 100 %6 <97 %6 195 %6, I FLATART 2 A 40 v SR DN 45-Fo¢ e = 40
TE o

[0164] LLHPLC%?FE%J?@@NE’J)%432“%?&/\%7 TR HEEA VAR T2 H
):E’Jihﬂaﬁtls%%%ﬁ% FIr IR 45 8 95 % ATL00 % .

[0165] 63‘1‘)?2&’:?%7.7TISAHEE’J7M%E§:. o TR A2 25 BN 104%

[0166] 3 HPLCHINMROY HE 7 Hr S I 1] 7 ) 4 B D AE =0 1 150 H e B e = M Al &5
5o ARAGE B AR A 2 e AR R At = P T

[0167]  JEIEHPLC M RIFR 2 G406 : SAE =R T 114> H I B XU B BR A &5 = o R A I
BB RN & E AR

17
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[0168] XLzt B0 IR A K BT I 3z B A A 2E 5 W0 1 S5 A 70RT BT 40 N B0 PR B EL AT
ARV Rz TERL A2 R 1
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