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YIHIZ) 7.5 i %,

147, BURIESR 139-146 AL — T A A4, b Frik A &6 & H, Tk,

148. RUMZEK 139-147 (F— WA W, K rd A 598 1 Sl iz 25 .

149. BUHE K 139-148 fE— T AL G4, HA ik H, ralig 25 / sl LS A7 70 IR

8




ON 103442723 A W F OE Kk P 8/10 BT

HIZHEWIIL 0.1 B % 245 BEaE %,
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YY) | EE %
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%o
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PR A VDR FE AN TR IR BT £20% -
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173, BUREESR 16517 LAE— I AL G4, Forb Bivid 1, HT2 i 2R/ s s o va s Al
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A 2 B A B REAHAH 01 EENEH S EEY%;
R RIEH 01 EENEL S5 TEY;
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AT ESRNIMNECENMERNREMTE

[0001]  AHIKCHIIK

[0002]  AHIEE KA H E. T. Fossel T 2010 4F 12 H 29 HIRATIK, & h “VWaI7 8 & RN
L E (1) R G AN 7 3271 35 s B & I 61/428, 003 FiTET E. T. Fossel 2010 4F
12 F 29 HEZAZ W, &0 “Hil#& H T Res 25 I FLn B 647 1935 B &4 s
61/428, 213 ML XL HIEIE IR NEN S

& BR 4

[0003] AR BH RAK Joifs fe ¢4 2, HL B, ¥ )% 1, idl g 25 et e 45 25
[0004] R EHTS &=

[0005]  ZH e sl i ik 2 e 2 AR I A A E I 2590 H, il i 25 3097 B8 ROV
(allergies) MPEARUWIAL S0 . AR NS H B AR MY JRU (Wi ORITER ) i 2
(1) 1 RUERUR N SR . AR R, W8 7, v S EOS BUR R, 115 [ B PR 2 i AL
EARMIE R H, Brd 230 e FIEA BT RS ARG (s jITe ) 512 i R
FAREPIER, BT T AR R

ZIAAS

[0006] A HRiE KW & H, Pralic i ML eA GR35 25 o AR B 230, 76— 20
UV N % 1N Pt TN = N P TRy 87 X 3 L= e L= 7 L A R T E A
AN TR Y FH A

[0007]  ASCATF T A7 TR AL 2R E 5 A AW LA 8h T BARRE . N4 PRAE,
PEA R B B — IR FE 10 T3 T 5 12 & B ik B AL FE FH 36 07 sk i B AR iE i 4154,
R YAE R H T V07 8OmT 2 B AR AE (R 2590 b i A o

[0008]  FE—Lsijfi 7y A, AR B KO H, Brdl iz 2580 / s Eh i 2t 3 2 i 4L E
Yo FE—LESiE T S, AW S T2 B KR4 20 A AR A D) HE IR T
(hostile biophysical environment) A H, LG5 / stk 7F—2852jif 7 =,
HEWRAT A AR, 2T Z b, A-G5 Wikt & — a2 fidae i/ 8
HEORAEH /) BOBE A EY (Flan, &G — 8 am k) .

[0009]  7E—485j 77 R, AR -EWER & T AT HE R 25 200 G B ROEE 2
AR, T35 BRI T 2 5 MR B IR kb 1 AR IR R E FH o 90, AR A e I 1328 B2
LEPEV IR A B B R B )b T2 A WA ROE R I 0 D IR 2L R e 5 R E
[¥5 10% (52, 20> T 5%, BR 0. 1% 22 1%, BREE /> ) o 40, W a i A5 A AR J BH 11 J 30 ol 370 R e
A B PR S B P A IR 2R A R SR 4 25 A s B e 1 L 8 1) R R 80K
ST AN A CTREZE 24575 136 1R 4 B P 7K i A Bl A i | VR o i L, B — 288l &2, R
KA AR SRS E A G AT U S AR Cln, A T T & e
R I B B IB A AR ) o AHN L, 7E— LS Ty 5, 2 T B R IN [R) NI v T AL
BN, A BT PRI R AR B A ST TIR 1) Jr) 8 366 326 w1l 551 5 461) 4 1 R sl 550 AH B AT

12
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WAk P T b i 16 AR RO 2R RStk SRR Ao i/ TG T L I 4 B AL A
T AR [ b R A IR VBT A AR AL A AR, SR, SR TR, R SR T A
EHMHIBE.
[0010] AN BH IR — AN J7 T R AR S-G9, B, AT R ik 252 10 B2 ki 414
Yo 1E—H S b, A AR —SA A AR K AE DB R e RS
(stabilization polymer) A 8. B8 (L ALEER My VEFIAT H, Hral e 250 / sl Lk,
[0011] R4 75—y &, /02 80 T& % AL GRS K. 2 0—Faib . —4&
WRAR GBI A TN B R BEBR R TS R RN H, Pral iz 2y / s,
[0012]  HR¥E 7) — 45l 75 % A AW AR — AL A SUA AR W3R LS, FH, Bt
ey / B
[0018]  TES—HA 5 B, AW E LN A Ll U RA R 7K &4k
B — AR AR I B R H S B ER AR/ S AL B R R E RS, W SRR
ST T B SR (I AL R R 0 500, R0 H, Pdd e g A/ B ER . A AT A
EHEAFEIEA L HPEAL TR
[0014]  TES—AHHEH B, ARG U N EEA EH U RA Rk K /&b
B — AL BRI T R I B IR BB/ AL B R E b R E R AW A
T E IR S N BRI ER T I S WL AR R I MR H, Bk R/ B R . A Sl
AL B PUAEAL I BE A b PR
[0015]  HR¥E J3—2H SEHE &2, A G R S R EEASEE TR IR BE 1) £20% 19 R 24 &4
(R B — R R BE A2 35% 22 55% H i (/K IR FE N2 2. 5% 22 16% B i [ S R FE A
2 2. 5% 22y 15% F B — A AR MR GRFE N2 4% 2229 10% &2 1A 5 IR H i Bs R A
Yy 4% L) 10% F B KB KAL) 2. 5% £4) 15% FEE NGB IR LA 1% £ 8%
EREAEL IR NZ 0. 2% 227 2% T8 15 L BLEER T3S PR R E A 29 0. 1% 2229 5%
FEE A S RERT NI IRE 0. 1 £4) 5% B E MR IR AL 1% 24 10% EEIA
TEEGIRE N 1% £L 10% EEMICHESY, TR N2 0. 1% 22 5% EE1 H, rdl
feZifin / s gk . ZAAYE TR EIRE N 0. 1% 24 1% B IPUEMT].
[0016]  7ETF 5 —4 57 &, A G WA SR EASE H TRk B +20% 1 F 540 &
WIEE—Ph R FE N2 35% F2 44 55% BB /K I E N2 2. 5% 4 15% BB &AL Ik
N 2. 5% B4 15% B I — AL B MR IR B2 4% 24 10% 2 1R R H B K
HYY 2. 5% LY 15% EE IR IR AL 1% 22 8% & 1AL IR NZ 0. 2% £
2% BB I B8 L) LG 2% S YRR IR BT N 0. 1% 4 5% BRI A S RE R SN RS K E AN Y
0. 1% 4y 5% E R FIHER IR Z L 1% 240 10% TR AN IR AL 1% 24 10% E &
A LR A, TR N2 0. 1% 4 5% E & H, Pralig 2y / sl . A a5ty
TR NZ 0. 1% 2L 1% E =P
[0017]  FE—4850j Ty &, fEmh / AKFLRITP A AW 52y 7. 6% (Flhn, 1% 2 15%, BiE 2
/D) EERPANEZ (nzig b ek A BT 20 )  Z A AR 52 10% S AL A
2y 5% FALEE. W, ZPTA 2T LA H SLALG R / Bl Eh .
[0018]  7E—2L8)i 7 S rh, ARAL A A I pH BLES Tz o 4 e 25 1m0 4 1B OR 7 AH 258 (1 ]
P21 pH Y5 LS R (001, 754 pH5 254 pHS WISE ) o 7F— 48z 5 &b, pH

13
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KT BN T 28858 pKa {8 (9. 0) 2202 1pH 847 (Hi4n, KT8/ TiER 2 /02 2pH
B ) R PUARGA S 7. E—2Si &b, pH7 (+/-1. 0) &AW 7E—2Esg
Wi 77 &, pHT. 2 (A, +/-0. 5) S XS 2R hr IR AT 200 o FE— S8 Sl 7 b, A A I
pH K F 8/ FHu 2% 251 pKa {5 22 /D2 1pH B4, e Jall 2 a5 pH ZERE RIS 15 B2 Bk H#2 R
A )2 pH5. 0-8. 0 JE BN o« ZBUAIGZ AT LA, Bl n, H, Srdlfig2s i / st #h, s s
BT BT T B AL 24

[0019]  ARFEA K BH , AHX i i SR U BB, 9 un 22 /D 245 2% (20, 24 5% 245 10%. 24 15% 2 20%.
2y 25%. 2 25-50%, 1= %) , AR R I PTALE 2y (B b ] ) F R AR R
VIR R . 78— S8y T, ARSI R FLA, Bl an, A SRR e R A A/
SR AL ER R TS A / By T (B T T, BUR TN £ i e A R
B — AR, YA, B AN I R nT B B MR, R AR BN TR, W
T Y B CHERR ) XY SR A TR B R AR e A T BRI,
A AP UL — PR I TR R R A 28 T8 2K — 0 2, R e PRod 028 Bz 3 126 i 4 Jie 24 5 Tl B
Ho fE—2etG 0, Ak H Srdl ks (Blanzcighim ) A/ s,

[0020]  7E 5 — 25ty &b, A A YA GRS R GW T8 I R L ARG i
) A H, Pref i imn / s dtEh.

[0021]  fES—@ sl &b, £/04) 80% EE AWM E /K. E/b—ME LW Fae
M ZEE ) TN e 5 WL R AR H R)  BU AR A R Hy BAL G 2R/ BLER .

[0022]  ARHE F3—J7 T, AR B KR —Fh ke fE— Sty Serb, 1071 i AR SO
RPME R A AV T 52383, 0 W 252382 1 B IR B 751 WA o — St 7 &85 4%
TSR AEAH B A BRI B b 5 W, ST 25 A/ eSO B i 3 2R B0t A 132 K
B8 B R BIAT A

[0023]  {EFF—ZH50HE 7, E7 A AR A G T 238 Rk 2 > — 35 AT
My AW ER —EAE AR KD BEIRET GRS TN R R AL R
TS TEFRUAD H, gl iigifn / sk,

[0024]  7E 55— 710, Ak B AL HE ) i — PEk 22 TUA SCRT IR it szl 77 28 (9, & H, $i
HIEZ5AEY ) Wk T — 77T, AR A RS FH — Ik 2 DA SCHT IR 16 Sl 7 &6
(B0, &6 W BUARRANIAEY ) W7k, £ —J7m, AR HaREE 1 Sa&sn
HEWREF R B0, ZH5%n R/ TIRT 2 &R .

[0025]  {E—2C80ji 77 G2 rh, AR W K& A AR HALE IR Clan, & e & —4
P EAAE, R B S —Fhel 2 MiE R e E LG ) o 75— 285007 P, 2416 R
IIANBIEFIF A FLE s BE R X AR, BT e H HAh/E X (configuration) .

[0026]  7E—2C5jili 77 G b, AN B B WA T 1 st 8 i 77 1 4 5 1) B 1 — 0 43, J=ils
IR AW TR . 52 Sy Serh, PPl AR B AR A BEER B LU s iE i
R )RR . BR TIRT A, AIE R IETE X (B, A IR S AR A )
HPIAEE FLE WIS E ) wIHE A Rk Sua T A I R S e S &

[0027]  FE—SUsjt 7y L, AR B BT L (040, 43697 B IRAR R PRI ) D 3o e
FIIRAS ST TR A A A 22055 P i 34 TR 486 PR = 38 o) 700 R 7735 o AR S 3 49 Jea s ol 70 B 11 Mol
PR

14



ON 103442723 A OB B 4/20 T

[0028] A BH AL AR B4 B SR 1E A i 452 VE IR 1 25 ol A 2 B PRI PR ok Ik s i), &5 &
BB e M ARVE 2 . SRR UL 5 5 I NE N 255 1 SCRRE R AR JE R/ s —301)
PSR, A U B A5 E 0 B R AR I 00T AU B . WA R EZ R IANE NS5
() SCIR LG 7 JE T/ BRAS— S0 AT, LR B 80 H S SR R v o
[0029] R HIFFIR
[0030] AU BHRAKRWE ARG W) 003 B2 idik o 7628751, ] i@ kA8 AR A= 904
PEIRBEE 0 f i . — S 5 SRR T R i it A &4, A o, drdlizzifn /
ol H, PralIE 2512, U RAT IR & AR AR R / si— AL R ik, 78—
o, A AR E R A (nE R KELTROL® BT A1/ 8 KELTROL® RD) 75 —E
FEE ) B R 2 S R R A 2 (L AL ES 20 (WAL A R AR 2 ZAL G, HEb— Mk 2 R LAY
JREI LA DAL, X R4 A T ok R 2 4] A3t T iR Aa e v, ) a0 46 T i i
Wb 40 C (DA 104°T ),
[0031]  RAEAKE, SAEMX mhd r (B, sy ) MAEWX H, Prafks
CELEICER ) 4 a0 28 hr B 1) R il B 26 tH T ORI R0 AE— 2850 77 2, Ui A &)
(1) pH LLE BRI AL B FAL (I, 22025 80%. 222 90%. 22 /024 95%. 28 /24 99% ok,
L) B, EhIGERAIEE (W, 7E A TR & A2 2 2% 3k, 2270 5% 13k, 22 /b 10%
[R&h, 2/ 16% [ Eh, B S & B ER A G ) R A R Y BB T LA W pKa
LA pH, B AT AT BN B & 7 R sl S & A/ (i, B TR FAufER ) o fE—4E
SEHE T B A E YR RE S A T E AR, 5 B AN FER pKao 7E— 285 7
XML A AR/ 1.2 803 AR P S AL DA SR SR A 16 . AE—SEsT R,
WERAEYE) pHAR %55 4] pKa 2270 1pH B4 s A /> 2pH A7 (140, 1.1-2.2-3, B E £
pH FA7 ), B AT A8 78 70 B 14k, HOAAK T3 pKa RS+ (T RFAAER ) o 28
BIHh, 75— 288 77 Zerb, iR -G pH R T A1 16 pKa &2/ 1pH 547 B 2220 2pH H
A (A, 1.1-2.2-3, B £ pH BRAL ) , 7] B A5 T 78 73 B B -4k H A i T2 pKa B 5
T (HTERFWIEN )« 752507 b, AL BERIAEAE, Bl 0. 1-5% E &, v AT
Fasg A AR i pKa (11, KT 8. 00 K41 9. 00 KT 10. 0 BREE &1 ) b S &4. 16
— LS T S, AW pH AT G2 ) T LAYERE . SR, AR BH AL -G I pH 7R S8
MFINA NEOF IR . AE— LSty &b, BARR pH nlEE AR (fin, HC1) sih (1
U1, NaOH) ¥ 52 IR AWM E . FTFdla4 (B, i Bl s A SCAT iR fFLAIE ) 1 pH
FERHE (o, 208 B B0 1L AP s 4F ) dsoe iy (i, 2 DME A & WA 30%E ik ) .
[0032] AR A B AL 7y T, A EC AL R (A8, e B K 2R LA B A i B L) A6
WS — P ek 2 MA AT R AR LB S A/ B8 AL 2R Ty MEFRI R / B0 % (8.
Her 78GR T8 )) B, 58 H hid gy (BRI madem_aTE
BIHARE 1o 7E— 208l 7y S, IR AR FLINAR = h ik B A G0 8 pH LU A AR SO
AL A .
[0033]  7E—4Lsiji y S, AR A R B Rt (i, H, Prdifcsy (RFsHER) fln
ARG R R ) AERER (S pR2 B gk B2 B R ) T TR T A A
PEFRI PR, (29 1-5 23BN ) o A I, IAT 10 2% A B ol 500 7 2 S 5 SRy ) (8 2y
40 BB 2 ) A PRI, AR BHERAL T 25 2R3 IR SUh YT TR A G LR TT
15
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BRI AL RS RV A — 288t 77 2, S S B R A G pk it T RO R ik (BE A
BB A AR A R MIER. RIS RRE ) I BZIR ) 7. 7E—SUsiit gy &b, 1Rt A A
YWULED T 1 /NI DT 30 4380 DT 20 4380 D F 15 38 DT 10 48, 8b T+ 5 4r B
P = R AR A SN AR IR A

[0034]  AJRBH—ANJr AL T Y ity (Han, 25 2mavss) it Rmis
(WA o A2t T 523838 00 a0 N B2 Bk, DAY B T B 7 i i Bl s, A/ BHEAH G
SR AT« FE—2ESH 7 &b, AR BHERAL T 0 2909097 By e s e A/ B 1
(0, Y87 G0 A SCETIR S Wi B 97 i B e 1 2 i ), HLAE— 28t i i, Ak B 42
3 1 /N B (1) 259 A [ B2 5% 1 DRI JR) B2 6 A R P () 25 [ e R B4 o fE— 281
LA, 29 RGRE T L DRI 29 S G A

[0035]  FE—ZH S Zrh, & N, PrgliE g n] A DL 450 -

[0036]

R’l

?xni

[0037]  H:A1 X 25 CHUN, C(CH,) 5% C(OH) ;1% “IRR@IE” 3 4 2-3 M, Hool o HBE .
AR SCRE RIS LR 5 B R R R AT AR R —H B SR SR S B R I e 2
(BN, —CHy) o fE—2Li5uirh, X Al Pk, FERESEiE R, AN 55 7 i 2R ] B[] AN [
ST 040 = IRER R G n] AR 3 S 1 P A 5 A IR W HES AL T AN RIS LT~ 1

[0038]  H, H 20 Ji&e 24 1 Al BR ) 1 s 9] A F5(H AN BR T AE R AE A 2 (pKal3. 20) . 75 % A1 ik
(pKal. 6-2.2,2.9-3.0.8.0-8. 3) ( B AE VIR A ) V& ST KM H ] (pKa8. 2-9. 1) £
Pakrf (pKas. 7-9. 2) JAEJEhri (pKad. 2.9. 3-9. 4) K EIVT VEZEIRE (pKag. 2-9. 4) (3£
oI R AT R A FUR IRBOR AU b 2 (pKad. 9-5. 0) o IR S84k W11 45 74 43 3l 4 R By
AN

P&G H
e
CH,
OH 4’\1 o OH
oH
a nJ ©

[0040]

16
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{_H
N ™
1 s
Gl
Br-
7\ @ 0\/’\"/
N N i

cl ;\

n‘i"n“'\

[0041] (Rl A B 22 AN J7 8 S B 46 1, ARG 25 A G9), ZA -5 T35 K shik
BRI 252 1R o B H, Prdl i 2540, 28 g sty £ P i s ek S hn 1, Hrdl i
I ER BT ) s PRI, Y BRARAE A ST IR I A H, oA i 25 AT S e g S8 b, FEANAE
hasls MR H, LA iZ 2502/ BBk T H, STALZ 2571, 28 B ) e STl 7 Z898
H, P25 1) 3 H, S 25 it

[0042]  H, Jréific s o2y (o, H, Bl 25 sh sl it s ) vl LMETIE & Kk
FEAFAE o I, 78— L1500 b, LA AE AR IR S A Z A S5 2 /02 0. 1% 22027 0. 3%,
2027 0. 5% /DA 0. 7% R /DZ) 1%, 2/02) 2%, 22 /02 3%, /D) 4%, /02 5%, 2 /b2
6% /DL T% DL T, 5% F2 /DL 8% F /0 Z) 9% B A /DL 10% T, fE— LS T R,
ZIPAFAEIR S ] AN AW HI2) 1% ANE L2 20 AL 20 3% ANHE L2 4%, AN i 2
5% AR L2 6% ARt 2Y 7% AN I 2T 8% AN L LT 9% AL L 10% AL L) 12% A
it 2y 16%. BAEIE 2y 20% E . AN, ZZY T LLRARE AR/ Bl— Rl 2 M2 e . 11
g, W R —Fp H, Prac 247 4E, ‘Rl e LR TE L, A/ sl —Fhak 2 Mk, 40 H, ST
fe 2y (HAnAERARE VIR AR (BEPER AR ) RS BT asilg hr B 2 i AR e
B AR YT SRR 36 7 v e RUAT R A SRR U Ah 2 55 ) (Rl b B0 L B
17
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Hh B AR KRR R L VRIR R TR IR ER L SR ER (acefylline salt) ik
MRS RAE . X T2y e, “ UL SR E B B RS R R ) #he = i,
AL LR ATAT 7 B - a0 VB SE . nI RS Y rh g 25, 490, Sl s A
A AN 5323 F T 3 HPLC B HPLC/MS 43R

[0043] IRZ H, HiA KA KGN 345 72— 2eig ol H, Hudilie 25m] LI e
REWIRTT, BlandE =AM 2 (Flin, (R) - AERAEMEM (S) - dERIAEME ) ST Ak
(fan, (R) - VORFRIEAT (S) - VORI ) o SRTAT, 78 H e AE Ol rp, —Pioit B e 1) AR A7 A 11 B
KT A4 —Fh. B, 2LE W 22 60%. 2 /02 70%, F /4 80%. 2 /02 90%, sk &
/21 95% I H, PrALIZ 25 7] BeAE R e S i A 2 — A7 76 il 2 B BSVH e H, PTLALiZ 25 1) H
RN 20, B, Fang 22N\, “An Efficient and Facile Synthesis of Racemic
and Optically Active Fexofenadine, ” Tetrahedron Lett., 39:2701-2704, 1998;Liu %
N, “Direct Separation of the Enantiomers of Cetirizine and Related Compounds
by Reversed-Phase Chiral HPLC, ” Chromatographia, 56:233-235, 2002;Pflum, “A
Large—Scale Synthesis of Enantiomerically Pure Cetirizine Dihydrochloride Using
Preparative Chiral HPLC, ” Org. Proc. Res. Dev., 5:110-115, 2001,

[0044]  FE—2eSTjli /7 b, A AW el B — A AL BN, a0, L- R/ B
L- KRR #h o /£ —2eIF o0, XA — AL B AEART B8 FH T 38 Dz 205 it FH A 1 )
T A, M (R I mT MG 2 B ik . fEA-E T, — S AL AR T] DR G 1)
WEEAFAE . BN, 76— 2o, — S BRI R R B ZH G M 2 /D2 1%, 22 /b2
2% /DY 3% LY 4%, 20 5%, £ DL 6%, DL Th BB T, 5%, /DY 8%, R /Y
9% B /DL 10% B, E— 4G 0L, AT BEAE A — Ml 2 M — L UK (it 20314
5.6.7.8.9.10 F & — AL B SRS ) o 7E—LBRE 0L, FEAGW P, W B AFAE AT 3.5.7
5 10 M AL R A

[0045]  ASCHT I “ — AL BB ” & BE A% 3 i 471 G AR A PR R sl R e e R I — AL
B/ B R — S B 20— TR E Y . — SR BHA TR L Ak A
B2, F1/ BRI / BRARH R R AR T R R G A b o — S B AR AR
PR PE S A FERS 2R (i, L RS ZRAN / 8 D- K2R ) K BRAT B (B, L- K
AMRRIRERA / BUD- KRR ELER L ) IR H i 2 845 & 10— S BRI &4 N- LA
5 N- BRI R IZ 1, 3- CRHEESAUZE 2L ) 2R3k —2- FRIR R ER / Mase, A/ se e
BHEGH /S ENEY .

[0046] [ T L K52 R A L- 5 20 2 #h R 2, — S04k 01 1y 2L 8 S PR i) A S 491 4, i
D, L- X524 1% « D- K52 B8\ 8L L- K52 A / 8 D- RS2 IR bedk (fan, L6 L V2L 7
PR T 26 T2 RCT 2855 ) B (flan, F2ERR . LF6ms 2R T JEmESE ) A1/ sk,
DA KNS 28 () He B AT AR AL e — AU o 91 4, AT 28 F 26 R 3 FR o 14 S 491 40 46 2R 1R
B BER T RIBBGR L E (FIwn, AR L- KA R B AR L- K2R T Rk L- K
AR CIREL S D- WER I D- AR AR 5% ) » —H AR SHAR I e L piet
FEIET L- K5 B San, (BN T, L Sk 2088  N- 520 —L- K520 AR B AL L- K
R ARSI L RS 2R WA B AL N- FR3E —L- RS2 8 WA IEAL N- 238 —L- KR
AR SR VY 2 ] A S R LS, A AR (D, EhEREh AR T

18
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R CRIEE) M/ BENERAEM / et a. SRR e AR
MRS B 4E S— AR ZENEIE I AHPR &L / I8\ 2- 0t -2 AR, sl ME R — S E &
BRI A o A —2Ef5 0, — S U RT LA SR A P A U A il — AL BRI 54
XML G L B FEE AR T L- RG22 & MO X — SRS i 1A — Lo 41 g Xl
TR SRV R L LE VD T RE Y K OH- KS 2 B2 BN B2 %5 (endothelein) , il / 8%,
EAIRMERAERN / et &Y.

[0047]  AHLVHE, N Y BRAEA SCHTIR A L- K5 2R / 8 L K %0 25 R 2k T = sL ik
T3 ZE AT A S 1 — A B AR AU AR R B I L S 2 R/ B L K 2R Eh R 26
BE , FEA R BT by — RS it 7 Z2 oy, Al AR L B — S AR R L K 2 B A/ 8 L- kS
AR A S

[0048]  7E—4EIF AL, AW I — AL B AL PR Bk B T DL e DA R0G TT Fra 2 /b
29 3 /N, 2D 5 /N, B R D2 8 AN ERAE — SE S rh BE 2 KRN R mT ), 1
WS — SR RIS AT B IR (SR IR A . ARSI e T dk ). B
A N FH P S o A P T A A0 033 ) 3 20 R AR N 52 A FH AR T RS2 380 1) 7 ke , 4 i
kI AR A A 2 i R B SO A R BB | R RS A A 2 A N A A T 5%
(R B R R B — A R R I iz

[0049] RN H AR AERR il PRS2, 78— 28 SL iy b, A8 L- RS R et — S AL A, 41
o, —FEMERIRE A2 /02 0. 5% BEE (wth s w/v) MIKZEIR ([TIEEH A e —
Pk 2 Pz E e 25, 40, B89 Al 1E AR A P A BB R 3 ) ) 2025 0. 75%
HiE. 20 v ER .2 A% EE . 2DAMNER. LD ERE. DDA T ER. R
b2y 10% B, R DY) 16% EE . L- K2l IR W] BEAFAE T IE & iR Eoik i, an gL E slvt
o E—SEREOLP L- X528 m] BeRe A A, B T IHARERPE e e R/ BURRA . — 4
W B AR H e SEHIAE E. T. Fossel T 2005 4F 2 H 23 HEAZIH 4 N “Topical Delivery
of a Nitric Oxide Donor to Improve Body and Skin Appearance”{E 55 H| Hi PCT/
US2005/005726 H4 Airistie, 2+ 2005 £ 9 H 9 HAJF A W02005/081964, HAEH 5| A4E K
2%,

[0050] AN EESZ PR TEMTHLG, @ U sl 2 i B IR nT gedscs, T HEREA
L. FE Y BUEE— B AU AR EAR B T AR B, B35 k. SN
Jr g ] GEBH 1B 2 /D B 25 i sl IR BHAT o DRI, 2 20 A0 FH T B2 JERIN S 2590 0t 125
AR NA R ER T, U 29 mi s 3 80 3F EARTEA LR ERREE . R, 76— 2850
T &, 23T g g INBI R kb, Bk 25l an 1, i i / B, a2 n s sk i A
W, % H, PrA A WEERAEA 2 FUB R (BB RIE ) RS T RiE R 2 7
B AR JE PR YT SRR AR 35 s e L AT R AR A R A B e . AL, 1%
HEY P B fREl A / B B ik s 5edl], 2 E0EX E e R (RY, @ g2k ) , (HAE—
L b Ts AT T o = o P 7 (1 v Y S 22

[0051]  7E—2E5Lji 77 b, A A Ye vl A 50 1y ST AR A E . 54
R AE DR b, RG99 (o, H, Pralie 2558 ) BB ] e A8 25 AR T B ik (O
HAMZ ) A TALEER /) sige s AR RS (i, 29 E AR A i) 3 A B b
(R4 2E 3/ BB HHRE B 25018 B2 IR T R4k 2 35/ BB HBE KIS 2, R RE 2 b
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Hia R ) .

[0052] X Y20 A 4 1K) 9240 7 E. Fossel T+ 2005 4E 4 H 19 H 4248, 4 4 “Transdermal
Delivery of Beneficial Substances Effected by a Hostile Biophysical
Environment ") [ R L&A B PCT/US2005/013228 Ff7 fiiistie, H T 20054F 11 H 3 HA
T4 W02005/102282, FAE LT | AME R 275 o AR AW 3EIAES 13L& BORTE AR SCH 4
[RII o AH RV, A BH ) — S8 St 7 8 K ARud S FH T it a2 521838 R 40640 5 1%
HEWE G AW SR AR AP EEIREE R 258 H, Braig 2588 H, Hrai iz 25 16 25 5k
Y%

[0053]  ZEAN AR St g 58 7 5 A BH IR AN (9 26 W) ) A 58 w08 B 8 TR R
BIER) CUniR PR sk &9 ) » i pH MBS (a0, R T4 7 R T4 8 K T4 9. K T4
10K T4 11 R T4 12, 80K T4 13) , K pH 5 (ANTA 5N TA 4 /NTZ 380N T
23 2), m B KA 3 Bl FE SR K 2 43 B e 5 R Ak A 3/ B F Re RGN 400 5 5.
AT M Z R AL G/ S S, s b, KL AT R A
W — KAy BC R BN Z /D2 100, F /02 1000, /025 10*, /D4 10°, BiAE— L8R5 A B &
AL, SEAK L5 T RE A B - KRB /N T2 0. 01 /M4 10° /N F2) 10,8,
E—SE BN T2 107,

[0054]  FE—48iFii b, AWM e T AR AR, £ e ol 48T Lt
J7 AL AFAF A m X B A UM/ Bt M 18 AT A4k (derivitization) 1/ 8@ I
TE R PR TP AL AR A BRI BE 1 S8 ) L FE AR AN R T v B o B (s i
TINIRBE B KA B4, F /808 7 R n AL B LS4k . AL B S A AL B L &AL
Bl AN RALEE S ) DL eI G / B el ), 0 an DL R B 1o (i, KT8y
0. 26M K T47 IMVK T4 2M0 K T4 3M K T4 BML K T4 10ML K T4 15M K T4 20M, K
T4 25M 2%, B AE—SEAE W, 29 0. 25M ZE4) 15M. 4 5M 4 15M. 4] 10M &4 15M 45 ) =k
fIC pH BREE (49 2, @i i A n] 245 R IR B, 191 i, 45743 pH A2 3 240 7.4 3 22 6.4 3
RS A4 AL RABASREHATREAILASRA L. AIRL11%5) ;8
P FE LK PR RS (490 2, 38 3k PR AR5 H 4 7K B s R G I R B () I T SR/ B ) o
FE—Sesjili S rp, B R O R TR AR e B o AT R . B SRSy &
o, AP R o R AT I A AL S ) TP AR AR R — a2 B 3 I 2 B0 AT, 491 an i 4
HIGAL Y S EE  EAL ISR AT / s e B i Eok s B s il

[0055]  7E—485jti 77 &b, e WAl o+ i 2 B AR 2 BB Al 2 R REAAR
A Ty A e R IR AL ] ] T OIS AR A A EE . K p sk B AL 2R
TR AR (R A PR ) S 491 A 455 i I 4 i s D L) e i A B e SRy LB 21 43 e I . FlL
rRORTR A E R i) S 9140 4% 244 UL R o 1k K R R B B s at o 78— SRSt 7 S, AR
A ELEA B ] LR AT R PR BB 22 Pk e At . 5 A, AN AR A ) B A BT ] L HE v
T AN = pH BRA pH- Ry 7K PR PR BE R =1 pH BRAIK pH. AL 8 IR PO s K A B 25
[0056]  7F—LLsijit 7 S, AN A= 40 4 HE PR 855 148 W] T8 oo A O e AT ) 2 N i K
PECH RS Cn IR BRSO K 2R FLE 8Ost ) SkAlE. g S A
A IR BE RN A0 AR SCdE— 20 Pk ()32 3% (e b 5 ek — 20 3 Bh Wi

[0057]  7E—4SEHt 77 =, -G AT BELAFLIRIAFAE « A0 ARSI iR 3 e AN 53 i, L1

20




ON 103442723 A OB B 10/20 T

SR B B 55 FE SR AR (9, SR ) TR —AE (i, JEESEAE ) o 25 (4
Wi H, PraiE 2y ) nIAAA4E T s AH . AN, ekl CUiASCATIR IRkl ) Rl 474E
T 521 ERAEF

[0058]  7r—Lsizji 7y Fe b, FLR AT B il % B AE AN (1) A=) BRI B vh B A RO BRIK 254
(s e 259 ) AYTEAR 2B A A, A1/ 808 (AL BE 2R T 9 25 i — Fh el 2
Flto FE—265 Ty Zerh, SRR WAL — S AL AL, 9 n L- KSR AT / B L- X5 2R 2hi
tho

[0059]  7E—485jti 77 S b, A B IR 25 7 1l S T il #& F0 /Bl Jey 0 326 1) 2540 11
TR IHEMAEY) e 15— ALSETT 0, AR R 5 A — Pal 2 F i A Sl (1)
TR N s e 29 3L . AE—EE ST R, AR B I — 28 75 T ) 24 AR
AR AP ERIR B M2 MY (BELEdY)) MELAEA R 75— 250
T3 R, AR A RIS R i I A (9, SR P — R e 2 R ER ), i, A
SCHTR IR

[0060]  7F—4L5jti 77 Sy, FLAIE R A — KPR CansAE ) s 3R K MR (an
MBI ) IRETM . AW 2y s e 29T N 25— K R (i, R 5
AEARPEFIFNRAAT ) o AKAENE CBUAHXTHKAGYER) ) s E AmTin 2 —4F
KPR C(lan, 76 558 — K R SIRNR G AT ) o 053 /KBS 1 25 8L e 259 mT s in 21— AH
o, BAEVR G RTAE PIAH T 70 8 o EPAH T B0 B G TR i 25 (B E29) &
— RS IR AL Rk (A, HLE A 2 BRGSO B ) S pH RS L H B B AL A R
2,0/ LA A . i, an FIBOGER 29 e K PE (1, K BRZE M) AR PR 1% K,
{EFLFI T EL 2% AT B 254, WIRZ 2k ] L 1% KPS & dEK Can, g ) AHh. 78
— LN Ty G rh, R K AR TR AR T 1% 2 AEIR A AT AR AR A . AR, B B
fif e A LR/ BOMAR ) A S A A

[0061]  7E—2LSijif /7 Gy, Vi A — A 50 2 — B 16 pH DA AR B F 2590 160
ST AE—SeSTitiy b, R T R shilk 2 o A T B b s Sh i FE R IR FLF), A — e il A
T — ek Z LA 75— LSy 2, ] A BIR-A I R CUE 3 1 iR A/ 8L
T o

[0062]  7F— &S 7 Ze b, WA A — A/ B R IR R DR R R IR A, A/
BUFLRNITE e A — 285077 S 7P, RLRs —Fh sl Al 55 R R/ B8ORS R B
A 25°CEEHE i (4, 30°C BY 8 iRy 40 °C B B 51 50 °C B 157 60 °C B B /57 70°C BICRE (5 B
80°CELF &) o 40, VELEE AT LA 30°C & 90°C . 40°C & 80°C .50°C 245 60°C A4y, B, T0°C /2
Hio

[0063] N ERfE, A & B T AR AL -G]S EATE S 2 sk i — i . fE— bk
it 5 G A, A, A A SC T IR 1 —Fh 2 AP AL A Y sk s A TR D IR 25 L T R %
ST T sz il (i, ) ik A E gy (s e gy ) mALS AR
S RIE ZBIE A 51225 OUIRgs 29t 7= AR Zha i 3 A B PR IR B A 0% o AH R HE, JR ol
SR T L LG B AT F R (B, 1697 28 ) 25 &, %2y BAR T4 DR b2
Yt s 2l (i, ) A S .

[0064]  7EAN i B I— S8 STl 7 22, AR BB FLR AT A AR & e 8 (L £E58 VR
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e 28, BT e i AR ) kX, B, 48— sjl o &b, FLR T i n 2
Wi Fr B R T o FLIAA AT CLFLE BRI AR PR Wi 5551 (spray) <K% (aerosol)
G T2 Bk

[0065]  7E—485 it /7 S, AR SCHTIR WATAR 7 V2RI G4 mT FH T w46 DG w1 I BUAR AR A= )
HREMNAEY.

[00661  F A A BH (1) — %875 [ 1, A FH s 36 8 R a0 L8 BRI R 1A TR W5 25 701 R 5 )
o3 WG F A K I B 4552 R & (B — ST b, AR B 440 ] it T
SRR IELEIN S S A A, NS SO0 i A SR T R e AE sl b, W S R
JER 2 e 49340 43 FR AT A0 BB L A 20M 0 FH AR ST i o ) L BRCRL R i B, o
S T b 358 73 T A AT S, R SR s o R et R — B R BE ARG A B B
PFUNSLE 2R I B IR I« ASSCHT 2R & 7t ABEEA . 23R 1524
FEAHARIR T, LB . S 7 R e e KRR (B, B (Rattus
Norvegicus)) /MR (WI/PZKE Mus musculus)) 7 206 W R K B3l (1, 1% 1
PR B IR KR SE ) S5 IXFERERRE B AT T2 R Rk, i N2 iR . ik
BRI S R AR SCFT R o IR A ] BB B ) R MR 1A 250k B 1 — S AL AL AR /
BRI R BE R Bk o oA, s IR B A T RS — Bk 2 PR B (R B, WA SCEE— 20 P e
(o ABE BB ARN 2N MR — A LB AR/ BB A\ B X E AW FLE
HERE R PR BT 2550 R BOE I RAEFEA . 7E—2UiF b, — LA A
H /B2 3683 325 280 A (10 9 B T Bt 2 N B K B B0 TR ¥8 025 {1 3 591 T ik 2D B m DA e
KA B AE—H S T7 Frb, — UL EIHATN / 52Vl g5 -G48 R AR, Wnosm (9,
LL10% & / A ) o

[0067] LB Bl n] £74E T I ik 2 A, 49 40 2% v 7 S A R s R . o, LB
A ALK B T B A e T I I R L VR R R R H R L )
5tk I 7 TAI I Tl TR R A IR R I8 (steryl stearate) VB ILAYLEE 60T —EBE IR\ 4E2E 3 B
J& L SK L B BEAEE R BR TGS  4E A2 2% A RN D = % R 6 2 FFY R ARG L 2 25 3R B K o
SEMR KR IR RS PND, 1/ B BHA

[oo68]  fF 4y 'Ry s M AE PR i Pk sE 9, LB W SH UL N —Frek £ F w/v) K
(20-80%) « 1 7 (3-18%) « fiff JIg B& H v M5 (0.25-12%) . ffi & %t (0. 25-12%) . fi 5 B
(0. 1-11%) JA —EEME IR RS (0. 1-11%) «FE M2 (0. 1-6%)  ZE 1LLIZLHE 60 (0. 1-5%) TH
(0. 05-5%) Xt (0. 05-5%) + 2R 7K (L AL FE A IR R TR (0. 05-5%) 4 A= 25 A (0. 02-4%) (4 £ 5
D (0. 02-4%) (H4EAE 2 E (0. 02-4%) . = ZFEHZ (0. 01-4%) KRR B FEE (0. 01-4%) (525
FEEL (0. 01-4%) BEMEEERERR (0. 01-4%) (W2 EEZE R EZ A BE (0. 01-4%) « BHA (0. 01-4%) .
L- k5 4 1 h B8 25 (0. 25-25%) G4k 4l (0. 25-25%) &AL EE (0. 25-25%) , Al / B4k I Bk
(0. 25-25%) o BEFLEWEIE 43 LA (BRAE— 240G DU h T AN ZAL G4 ) 5 0T 1%. 2%
3% 4% 5% 6%- 7% 8% 9%+ 10%-~ 1 1%+ 12%. 13%- 14%- 15%- 20% 2,

[0069]  7E % —ANscii 7 b, LB ARG 2, 9, H, AR R T IE E LA
W) — P Z Bl oK (001, 20-80%) « L— 45 2L 2 £h B8 £k (4 4, 0-25%) « &4kl (1
i, 0-25%) AL (1t , 0-25%) A H s (i, 0-15%) (BidEEE (Flan, 0-15%) .
e (i, 0-15%) « A S 5E R S AT (i, 0-15%) iR ({5, 0-15%) ity 20 (441
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w, 0-10%) , Al / 8T - (Hlan, 0-10%) « FEMALEIRE oy L] 28 (8iAE— Lt i,
T REAZAZAL A ), U, 1% 2% 3%- 4% 5%- 6% 7% 8%~ 9%+ 10%- 11%- 12%- 13%- 14%- 15%- 20%

faray
53 o

[0070]  7E—2L50)i 7y Ze b, LB nALHE 259, R Fh el 2 Ak B2 22 /0 & DL AR 25 0
SARE IR B 1 e B, FLE ARSI YR — ek 2 A (w/v) il
A/ BE B A I SE R (0. 001-30%) AL IHAR (1-30%), &4kl (2-30%) , F1 / B4k
B (1-20%w/v) o TE 57—, LB ARG L R —Fak 2 Fh (w/v) i L- K& R Eh 1R
Eh (2. 5-25%) JEULHERE (10-30%) (EUALEN (5-20%) , FIl / BREUALEE (5-20%) » Y5— s,
FLBTRFELL TR — R e 2 Bl (w/v) - LR (0. 001-30%) LT (0. 001-30%) « SUAL Ak
(1-30%) <S48 (2-30%) VEUALEE (1-20%)  L- k528 (0. 1-25%) , F11 / 8450 (0. 1-20%)
FE—LefE i, BT & L- BRI L (0-12. 5%w/v) F / B (0-10%w/v) o
PG E 3 e AE (BRAE—2fF Ol , AT REAS B AL &4 ) » B4, 1%, 2%, 3%, 4%, 5%, 6%
, T%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 20% 2% . £FiX s mh, SUAL AR SN R/ B&
ABERT F T A var & R B

[0071]  FE—285i 7 S, AW AU, JLREME s D Sl 41 &4 b HoAth 3
TR . EE PR SE B AR EAR TN H IR 4e R CORI4EZE R E, DU BER
WL S AR AL Y AL RN 25 A sk B A R B AT ] DTN E A IR EAZAE o 11
ur, PrENFMFERIRE T A EWE BN R /DL 0. 1% 202 0. 3% 22/02 0. 5%, 2 /b4
0. 7% 22 /D2 19, 22 /02 20, /02 3%, B2 /02 4% 5 /D2 5%, £E—LEsLjli Ty e, Z5]
REAELE IR B W AT A S BT IZ 0. 2% ASEIE 2 0. 5% AT 2 1% AT 2 2% A
I 2 3% AN L2 4%, BEANE LT 5%,

[0072]  FERELLSIHE T &b, XA WA RGN . I, 7E— 281500 b, %A A Y]
REAL O TR VR (LR AN E B 48 T o FEFE LUt 7 2 h, IR A VIR A T i & o
[0073] A Ah—2H St 7 SRR B B AN mi R e AL & . B0, 48 T R I
EanE /b 40°C (202104 °F ) N, iZ4 6l Dt /04— REf R . fE—Lsjir &
w5, A B LA i v B FE A S AL SR A TN R SR L AR AR v PR . ARUE AL
A AEBR HIPE S 45 2 R . KELTROL® BT A1/ Bl KELTROL® RD s % (1 AL fs %
T PRSI — A28 0 58 1L AL R 20, g 1 SERIAEA SCHITE

[0074]  IXFER A iR AR B YERI 0 4 A4 NARF , IRDh R DR 5 I e 20 7 AT
Bl (EAEL S =) A GWRA X AR E . H AT RAEIE A 4 45 X
HEox W EH AR A ST R AL G AR & R R AR E 1, B CUNIX S840 73 AN 2
S50k S A TA A B R4 25 ONE, 1 B — R e B s ) iR AR e KR PR K. BeAk, &
N AR AR E R TAmAEYT.

[0075] 4, 75— SEii 77 2, Rl kW E A YA AN TR), i dn , it s 1)
I 2 /b2) 2 N 2D 1R RS LR DY 4 RS, RR R AE Y Bk e A AW
S5 HA ER A E . B, 75— 2SE T R, A SRR T ERRE AL T2 1/
INF, 25 7 AT AL S P LI E i A G ) 2 15 IR HH AH 70 B BRAH AR AL . AR08 L SR R IR
HOAH 2> B85, T ANEROE AL A9 ] IR HAH 23 B8 o axX AR e 1t vl Re A2 FH I, e T4 A
VIIRAT XA AP RIS 5 s 5% .
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[0076]  fuiASC BT FIIG, “Rase b AW B — R I8 G, HoAFE 3 A IS LR AT AR ),
/B R R SR, ) RELTROL® BT #1 / 88 KELTROL® RD, KELZAN®

XC, KELZAN® XCD, KELZAN® D, KELZAN® CC, XANTURAL®

180, XANTURAL® 75 25, i i 26 m] WAS [ (I R g Ab S 3o 7 —Sesijili g &, x4t

A/ B EREYNAGHET RN . £, Pt Sta e R AV h 208
WATZ 2T ANRREEY . WAk, 75— 280 7 b, Rl e 2 S 26 AT 2 1), i
[ BAE—EFEE FRAEN . AR e R AW RATATE & 1 1, Bl in 2025 1 X 10°,
FY2X10° DL 5X 100, B/ 1 X107, 2 /0%y 2. 5X 107 BiE /D4 5X 107,

[0077]  FREMWEREWAEA G ] MEATIE G KK AR, 0, 382 RGP 17
TEWIIRE N ZA W EERI R /DA 0. 1% 2027 0. 2%, /02 0. 3%, 22/ 27 0. 4%, /04
0. 5% 22 /25 0. 6% 22 /2 0. 7% /027 0. 8% /04 0. 9%, BLE /DY 1%, 16— L85 7y
Zh, RENREMEAENKRETAABEAAGY ERERNL 0. 1% AL 0. 2%, AT
27 0. 4% ALY 0. 6% AL L 0. 8% AT LT 19 AE 2T 2% AT 3% A2
4% ANHEIE 2 5% AN I ) T AN IEL) 10% AR 2T 12% A2 15%, A2 20%.
eS8 ol , AR 1 AR e R &, B R iR e -G W) mT UAEATIE & (K 2 A7

fE o AEN BRI SEE, 48— LeSEHE 7 AP, RE LB A 2R A i KELTROL® BT A1/ 5%
KELTROL® RD 4)i. £F— 261, R (b3 &4 m] A [ 52 Ll i) KELTROL® BT
M/ 8 KELTROL® RD, i1, 1:1 8 3:5, LR & it. ¢85 — %+, KELTROL® BT
AR IR S A 029 0. 3 5 %, i KELTROL® RD AJAE7E VR BN i 41
0.5 F A& %, ST — 8P & T LA 3R 5 — Pl R A7 AR . FESLE S0ty Svb, I 4
AR/ S B R A W44, B, KELTROL® BT #1# 5% KELTROL®

RD FUEJRUR S o 75— 2efh Ol b, SE AR AT A TR B G A8 e R & . IR Z A0 7Im]
SERAT o HAH AR S £ 5 Tl Pt FH I EICA GRAS 50 (A TA 2410 ), 9, 4 3 R
(alginin) JRURKS AR BTG ar B ZEME (furcellaran) B EZRR , A/ B fA
XN, UL e AT/ s e R e R A A G . BRI, N ERAR, 7R AU P 4
A eI G, 7008 S T v, B Y R AF A AL FR B AU A e A 3R 6 W ) 358 A
Flo

[0078] A MWW AT 3, i LT AT S7 A4 S5 A 4 B A AR B0 3 e VR B AT AE
REIE T] LA IS & R FEARAE o 0, N BV PR RIR A G E R N 2 /02 1%&5
D2y 2% 2 DY 3% DAY A% DL 5% AL 6% B /D 2 T 2D 8% /b4 9%, BLA
D2y 10%, 76285 T 2, N N PRI B AN IS G & 14 2% AN it 2
4% AR I 2 6% AR It 2 8% AR 2 10% AN I 2 12% ANEE I 20 156%. At 29 20%, 2%
AN L2 25% 7E— Lo, o R T IR A B Y S, T I BRI, A M,
N = B, AE AT I 54 S B R, A5 SE T T R, B S P O A RS S SR A
TR T (A, AT IR R A B ) .

[0079] U4, 5 (L AR R 2 1T Pk 551 ] UAEAT 18 5 (R BEAFAE T AN o B, 76— 28

24
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BUHR, 58 L AL G 2R TS MR T AR AR IR FE N Z A A E R R DL 1% 2024 2%, /b4
3%~ F2 /DY 4%, LY 5% F DY 6%, DL T F2 DL 8% /DL 9%, B DL 10%. FE—
SO 77 2, B L AR SR T R AT A AR IR FE A AN I A A W R 2 2% A2
A9 AR I LT 6% AR I 2 8% AN I 2 10% AN I 2 12% AN I 2 15% AR I 20%, 5%,
ANBIEZ) 26%. A ST IR “ 28 (L AL MR AR 1T ) A 4 BR L AR ) AR v kR 8
PR T PR AT BE AL 8 2R K L AL B H PR IR 9%7J<M”W$t¥ﬂﬂ@&@a SRR 1 AL R A
NRERHES /K L AL Sy R R, s L s A A Eh o 78— S8 vl b, 28 L0 AL R 2 1 3 57

HA 27
[0080]

O\/tg)k/\/\/\/\/\
O /\)/OH
HO\{/\ 0 : /\},OH

[0081]  Hrb,wiox.y Fl z A(TATESHIEREE woxy Fl 2 JEA] % B3 A7 HAH [ sAN ]
TE—H ST 2, wxty+z R 20 (4040, /E58 (LALER 20 ) o FE—de il , e 2 Rk
A AU BB A ZE L AL R R v MR o PRI, RS SR, AU BH U 4 A i 28 L AL R R
L3 P 500 Ry 7 48] T AE L SR 7 S b, N S AR A 1) B L A R A i v PR R ] R R
BV SR WAL s 2 3R P .
[0082]  fE—2BR5HL Y, XA G R & [ E L AR e A A T R L RLEER
[ PR B n, XL R LI R LA Z) 1010 1.4 1:6:3.4 1:6:2.4Y 1:7.2\2’1 1:7:3.
Z11.5:1: 1.9 1.5:6:3.291.5:6:4.291:6:2. 5.2 1:6.25:2. 5. 29 1:6. 25:2. 5%, 41 it
A, TEA R B () — L8 Sl 7 22, IXAE I LU mT B8 i T4 i A A PR g B A e 1k .
[0083]  FEA I B —Le T i, 25 m] SiBE R U R &, 1ZB AL IR A XS TAE
TCB BT T R4z, N T 2590 2 5 B i 0a RG] o 76— 288y e, BB (e gk
A] PR E AN AE DA B R/ 5 AR AR A B A A o 18I (R I SE 94 4 R
RO AR BRI o), SR & I R B A A ) — 25 3 1
[0084] &3 A 13 571 1) A B il P S0 AL R AHASBR T, FH S+ B &+, BRAE & v~ 3R i v M
) BN, -+ e ER BN VRIS YDA AR ) IR R A EE (94N, SRE IR H RERR IR Bk
) PRI BE 2 (9] W g YR L B IR A ) s BE i s IE BRRE SRR (o, IR N, N-
— )R BERG ) sHRITEREE (fan, IE T BREs ) sAMLER (B, Frigrk ) 2 oolks (i,
LT CH M) AR (R, IR ) suE (I, B O IR B kA S st e
Bl 7E—2ESt 77 T, A S U A &, 1, WA SR .
[o085]  [Al ik, A% BH 1) 55 — 7 M $& 1L 08 X 25 4 (pharmaceutical agents) (41 4, 24
(drugs) , WA ) 25k, HaziGyr nl L2 5 R, 5 ands m 52 i1 &
PRI 2 AL, Wk, — el 22 Heks g i ULIAT, FHE JEES J0E AR 28 5%, B T HAR BRI
[0086]  7E—ZH S 77 S, 2905 I N B TR 97 = 2 e B LA RS FOAH SR IRE

?

25
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o FE— LS 7 S, AR S G T 2501677 B2 S i o A/ sk (il i677
BAZ WA B= SA e SO 1 321K ), HAE 285 00, AR IR (I8 i N K 29 LA )
&M ) DR R SR AT 2O (0 250, (RIS BR AR o AE— 28 Ie b i 29 A 2G5
AR T S ORI 2 AT O . AR B B ST S, SR Ao (i,
i Sk ~ R IR H SR R UL AR AN SR A AR ) 1T i PRI, £E 25K
Tt 77 G, ALE YR TR AR T T B AR R T AL, B A AR o 1T L, £E 2R DL, AL
P (R34 E 0 m] 1026 Y6 77 P AR SCRT IR (1 FL e 0 B0 A R 25 o

[0087]  Jy— Ty i, A W AL HE — M M SO T A ST & . ASCHTH
(R — BOHE T R M R AR I G, /) SO E S AR AT RN
HEW (B, AR ) ARt W& Rl &l IR A (Bt
W) SR B AR AR (TR R ) $24t. fE—2efG i, — LBl G4 ml n] 2L R
(constitutable) B¢ AN (1 4m, In TR M) , B, Sl ks n vl & s8] A 51K
Al R UE G R SOt YR 5AR AT RN e A S sdl o (s vl i i E
AN PR TR T R R B SRR FLAL TR B R BT T PR R A
2R B33 JE 700 48500 U B Sk R A AR R B T VR A R CRIEL L
RSN NS RN E 27 N LY pN S X R D R R P E R TN AN RN e AR N IR N
BT/ SRR A Sy U T BAR AR, Bl AR oA/ B2 il

[ooss]  fE——Luff il , A B iR G n] A AE AR AT U U B S i B AR Ui B A5 & R A
WAL G PR A A5 AR T 5 T B AR S i U I 5 55 A A I AL 5 A %
00, 12 B A5 AT AL G A B R A R ORAT L 45 2 AL T L, T/ B
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