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AR ) IR Ty, GBI HPHING Ty, 408N Na' A A1 I FRAK. 40P Na™ 1 BRI )
T AR B 5 S 1 Ca® i 0 8 I o35 D L Zh BE LA O LHETE (Belardinelli L %%
N, Eur Heart J 2004, Suppl.6, 13-7 ;Antzelevitch C Z¢ A Circulation 2004,110,
904-10 ;Wu L %% A, JPharmacol Exp Ther 2004,310,599-605) . T % M& = 4= th Bt S
PR FH A 25 D52 0 28 I Hs sl 28 s et e AR 2 i A7) B 1R 7 0 TR A ATP P AR I
JIE 107 R A T 4% I ] 28 B S8 A, AT PR AR FL IR ™ AR FNAL 2382 1 B (Tian %% A, Journal
ofChromatography B, 2007,846,346-50 ;McCormack, Biochemical SocietyTransactions
2006,34(2),238-42 ;Jerling, Clinical Pharmacokinetics 2006,45(5),469-91 ;
Jerling 2 A, Clinical Pharmacology&Therapeutics 2005,78(3),288-97 ;Abdallah
2 A, The Journal of Clinical Pharmacology 2005,45,802-09 ;Chaitman 2% A,
Journal of the Americal College of Cardiology2004.43(8),1375-82 ;0pie, European
Heart Journal 2003,24,1854-56 ;Anderson 2 A, Heart Disease 2001,3,263-69 ;
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Zacharowski Z& A\, EuropeanJournal of Pharmacology 2001,418,105-10 ;McCormack %%
N, GeneralPharmacology 1998,30(5),639-45) ,

AR
[0005]  AICATE T HAHMA T MG eiIl 22 n 352 [ 8 AL T 2y -
[0006]

R14 R15

R Ras
R 24
R5 R1° R11 R12 13 R16 \ R”j\
Re—— Ry | N Rz © Rayy” SO
Re N N o Rso
Ri O RuM
Rs R, Ri7 Ryg R2o Rz Rez Ras Res Ry Rao
R; Rs R2s
@

[oo07]  Hirb .

[0008] R, Ry« Ryn Ros Row Ron Ron Ren Ry Rign Ryps Rios Rygs Ryan Riss Rygn Ryss Rygs Rygn Rygn Ryys Ryoe
Rys~ Ryus Rosn Rygn Ryon Rogn Rog Rygn Ry« Ryy 1 Ry, 38 A FHA B KA 5 H.

[0009] R~ Rov Ryv Rys Ry Rgv Ry R R Rign Ryps Rios Rysn Rygn Riss Rign Ryzn Rigs Rygn Rogn Roy v Ry
st‘ R24‘ R25‘ R26‘ R27\ st\ R29‘ Rso‘ R31‘ R32 ﬂ] Rss EF' Eqﬁ//l\#/[\%ﬁo

[0010] 54k, AL JF TG Na™ 1 TE 1R 57

[0011] AL THTIEIT T B X G I Na™ G818 /1 T IR hE (1) — Fh Bk £ Pl
R T, PR JriEAAR 245 290697 A & A SO A TG4

[0012]  ASCHE—B NP T 53, Hob i Na' S8 A S HOPELE A (EART ) BBl 4]
I 2 O 2R TRV B ME B AT i T/ sl o YA Y B Na™ G 18 22 M (AT T o

[0013]  ASCIEATF T EA AR A TG TI A2y 8. AUE RS2, 25 Sl b
AIHE A TR B 2D — AR ST AT G (SR S5 &) e (B
W) o 4, IR 25 G Bl il P AL FH A SO A T ki &9 (B &2 &
V) WU . U0 ] B BT AR B LS T A G TR AR RS e () 0 Bl R 4Rk
TBEE)

[0014] 57 [A2 A SCHT A T AL G WAE S 4 H T 36097 sh W e i 259 T iR H
FLAP AR Na™ 18 08 02 R I 9 RE (1) BRAA R0/ BORE R . fEIE— 20 B9 S 7 b, B i ie
2 (HARRT ) L8 [ ECERAT A/ s .

[0015] 53—y [Hi 2 A T3 2% 16 Ay W Na™ S I8 T8 715 570 i A SCAIT IR 194k & sl HoAth 2 24 ] 42
2 RAT A9 G AT 25 A0 A A A TR S ) AR S A AR BT AR R R S K T Vs

[0016] Y5 — 5 i F 145 V5 Ay i Na™ 80 1 15 57 () AS ST AT A T B4R &0 77 125
[0017]  ASCEATF T HFRCHIRA AR A TSI A G 7.

[0018]  FENELEsTfi Ty b, Frid 29 A & A & — P ek 22 Pz R R R 551 o

[oo19]  7EH A SET 7 &, Frik 25 40 & V)i A5 — Fh sl 2 Rl AR B U R 5 -
[0020]  FEIELCSTE 7, R 29 A AW iE T O Res 25 A B T sEp ik P 45 25
[0021]  {ESAMRSEHETT 4, Bk 254 &9 48 v on) sk 351 .
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[0022]  fERELESTiE 7 S, A SCHTATFHALEILL 0. 5 =R 1000 w5 #2452 .
[0023] 7RSI D RS T, ik A WL 5 — a7 .

[0024]  7E 53 AN St 77 22, Brad i 7 Rk B B 2L 2 <A TE FELIET R . B BELY
)i B TG IV A B2 I« ACE IV RIF Aty T 2 L /AR SR SE 57 R . B B F DO
AFERITIAT A2 259 SR 259 AR SR DL R 25 (NSATD) (K] Fy A4 J5T SRR IR 771 T I
71 (sepsis agent) HUAH B PLEC R DUt M) A 25 « P 52 46 1 8 Ik A% ALl (ECE)
JIVAFA) < 1AL ot 47 B0 7 490 T S S U 7t 791 2 A IR 0 3D « s AR 3 AL R
T (PAF) FEHLH) P /MR T BF VITa FHIF BT Xa #6050 B 22308050 A Ik
(NEP) #il55) i %2 Ik (vasopepsidase) FIHIFHI. HMG  CoA 14 J BEHI T & 465 & R
FIHIF TUREE (fibrates) JHERE G HUah Ik o AL AR AL TR . MTP i 57) #1818 35 40 57
a ~PDE5 5l B ~PDE5 I FJ JR 7 HUkE IR 5« PPAR- Y 3] 2k 2 i E S B aP2
FRHIF B A TS 2 BRI B 571 30 28 571 BB L A7 9 B e kIR P 57 4l i
MRS BRI A 2 e 25 B L R I 791 S 2 0 O B R B AR ) 4 A B
FRHIF T A2 — S RS BN I AR 2 TINF- @ FII5R) 48 & B -2 (COX-2)
I A4S antalarmin., Z-338 FIAARAI E 54

[0025] £S5 ARSI TT ST, BTl 1697 70 A2 475 40 1 BH W 711 o

[0026]  ZERE—5 I SEitE 7 & A, Brid 45 I FHIRE B B LN AU (e E P JE R
P B JE R HE R H P R SR R R AT JE B R P e AR
e~ e for R R P8 e e DU P oK DL R 4R R oK L S i oK M
IR (diltiazem) \SFHUMR R HI/R ) 2 J00E FIUR 5 04K

[0027] TR AN Ty Serb, Brikifyr A2 B BHIHI.

[0028]  {EUF— D SEHE T S, ik B FHIIRIIE B B LA 2R 4 < Bl i IR AU 0 9%
IR ISR IR 2R R R Y% IR BRABIE IR VAN 2 985 IR S R IR R s IR VREA IR W
W51 98 IR AT B IR AR 35 7K S RIS IR B i IR ATV IR BT I IR VB T 9 IR A5 A%
IR LU IR S EERIG IR ZERNIE IR TG IR RIS IR < 5= BT RR I IR W 48 018 IR B AR IS /K
P UL IR AR Y

[0020]  7E 5 AN St 7 Gy, i vy ) A2 i I I BT A P S

[0030]  TEiE— B[St &, TR Al IR e SO A R MR 1t B i LA N 4L 4 « — AR H
TG RS IR 5 (AL S BRI S AR | DU A R 2 L DU I AR R ST T R VTN
MRS (propatylnitrate)  — A LFEf& (trolnitrate)  PUAHER R SERE S VA IR G I I
AR T R VAR £ M8 AR R PP R VAR e A S S AR e T B DA RIS U

[0031]  7E 74P St 77 S, Pridifiyy )2 ACE #Il5

[0032]  FERE—PHSEHt 77 % 0, ik ACE Hdil5RIt B i LU Al 4l - R AR A AR
I G R R ) | T R s S R L DL SR | o R A R B R
) b7 ) B S R A S R K 1

[0033] 7RSS HMRISEHIETT ST, iR iG7 F2 ARy

[0034]  FERE— 20L&, il Athy] 3% B B LA R4l BT AR AT T S PEARARTT - 8
PRI T IS ARABT T SEARAMYT S UCARABY T AR AT - BARABT T R AR AT

[0035] £ ARSI T S B 1697 02 /MR S A i) o
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[0036]  FEiE— 20 1S 77 S, Prak i /AR SR AR 150 2 B DA A 4 BT A DT
RSB 4 (aloxiprin) « Hifth e, 5 B UCARAT | 5 5e ' i\ AW 1K B I A 25, DT 2% il
JE . = H A SUIEAS 7R R SUULE I Ruak 7\ DLAT 2 3R BT 3= L B A2 = A i T 47 Je 7R
(treprostinil) .

[0037]  FEFELESIE 7y ZE b, BT /)N SR AR S0 il 511 A2 Bl =) DEAR

[0038] R HAh STy S, F TV097 TR BREEARAT % Na' Tl 8 /) 3 E I — Fh el 2
FIEAR I T AR 25 253697 A R A ST A TR &4 o

[0039]  7E S AMWISEHE T S, FTiR Na™ I8 A T e B H 028 - (R BRI B AT RO R il
H I

[0040]  7E At SLHE T S, Bk Na' 18 A3 (99 E I8 k25 25 Na™ 3 18 18 15 5 SR g e
SRR TR -

[0041]  FEHAhSLE T Zrh, ikt &9 BHA T 2 b i 2 2b—Fp

[0042] &) HAEFIN F ' A KIS YAH B FRAR I BT ik Ak & 4 sl LA P ) 1 22 7K 1A

IR
[0043) ) S5 R 3¢ B 0 1 2 S8 0 50 86 0 T4 2 0 B e
¥

[0044]  ¢) SR 28 & 4 AL G P AH L BRI 1) F 500 & 247 i T iR AL S A 1 & /b —Fi AR
WA M 2R K

[0045]  d) SE[FRIT F & A B4 A0 AH L 18 I i 45570 & SR A K BT iR Ak B 1 22 /b — AR
L LRSS il

[0046]  e) SRR 25 AR AL G W) AH b e i 4500 2 S5 A7 18 Bk A & WD E Tk 0 %36
7 R IR RVE A

[0047]  FESEHE— BRI T 1, Pk & BA S Z I i 2 D PR

[0048] &) SR FE 4 ML G WAH LU FRAR 19 B4k & 4 sk LA W 19 1 22 K7 A
RIAIZE S

[0049]  b) SAE[RI Z & 4 04k -G W AH L 3G I i) 4500 2 SR A 1 BT iR Ak A4 - 34 1M 2 7K
F

[0050]  ¢) SRR 28 & 45 B4k G AR L BRAR 1) B30 & 2407 i BT iR AL S A 1 &2 /b —Fi AR
B34 M 2K

[0051]  d) SAE[RIT F & A B4 S0 AH o 18 I i 45570 2 Bp A (X BT ik Ak B0 1 22 20— AR
W) BT 35 M 2K A

[0052]  e) SRR 2 & 4 1AL G W)AH Lo e 1 500 5 B0 X Bk A & D AE BT b 536
7 IR IR RTE R

[0053]  FERLLLST T S, SRR B W R AL WAH LG, B0 & A K TR AL S H
A BAR R P IR AT G (1) 22 b —Fh 2 3R IR A0 B 2 P s, [RIFR L B4R

[0054]  FEILCAMSEHE Ty 2270, Prid 40 U (5,35 Py, [RIFRAYIE B i CYP2C8. CYP2C9. CYP2C19 FI
CYP2D6 ZH il 14

[0055]  FESEIHE—DIsSEiE T A, SAEFN R B S G YA T, Frid b &9 F 4 EAE
T ILAFEF AL PR TRt b 22 D — P U (3R Py BRI S B R A 2R o
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[0056]  {EREALSIH Ty S, FTIh 40 MU (0 3R P SR IEAAALBE R R A28 B H LN A A -
CYP1A1. CYP1A2. CYP1BI. CYP2A6. CYP2A13. CYP2B6. CYP2C8. CYP2C9. CYP2C18. CYP2C19,
CYP2D6. CYP2E1. CYP2G1, CYP2J2, CYP2R1. CYP2S1. CYP3A4. CYP3A5. CYP3A5P1, CYP3A5P2,
CYP3A7. CYP4A11. CYP4B1. CYPAF2, CYP4F3, CYPAFS, CYP4F11. CYP4F12, CYP4X1. CYP4Z1,
CYP5A1.CYP7A1.CYP7B1.CYP8AL,CYP8B1.CYP11A1,CYP11B1.CYP11B2,CYP17.CYP19.,CYP21,
CYP24. CYP26A1. CYP26B1. CYP27A1., CYP27B1. CYP39, CYP46. CYP51. MAO, I MAO,.

[0057]  7EHAl Sl 77 b, S AR RN AR R AL 25 B B4 S AR LG, BITid 5 VA48 Sk A B
B2 W PR I Th e 28 55 B9 S A8 A I TR B S B [T 96T 7

[0058]  {ERHE— DSl 7 &b, iR e Wi MEFIH DhRE ¢ ik B iDL N AL R4 -
AREEELBE ( “ALT”)  MIEA N ( “SCPT”) RAR R AL L BEE ( “AST”,
“SGOT”) JALT/AST LUAHE | MiEEE4a b Bl e IR G ( “ALP”) VEUKFHALER . v - A B
KB ( “GGTP”.\ ¥ =GTP”\“GGT”) \su A IR ZMKEE ( “LAP”) HE A & A B /AR A
457 — R R M YR R ).

[0059]  4E5IMA

[0060]  ASSCHIFHIATA H A2 25 S0k (BFEE SRR AL ) #dE k5| A LA
SCRAR B R N A SC . AR, R T AE T IR H AR B S 25 SCHK A R0 AR S b B 471 H Bk
S8 ST ARABESOAH [R] AT, 76 P 00 T LAAR ST b B A B ARTE  SLE s O

BAEILHEAR

[0061]  JARUERTASCRTIR I 2 N A BB, LR E L T2 ARE . BRI &, A0
W AR SCREIR 7 ML 5%« 25840 28 R0 25 212 A 1RSI B0 7 A2 A A8 Hh 28060 174 R

AT B o BRAE 5418 S, A5 WA SCAE T A AR R RF AR TE— R B A 5 AN T

JiB A )38 BRARAE R 25 S WA — A ARIERA 2002 X BRAE ST A RAR, DA

T E SCAHE .

[0062]  FRAEF A BAKFRIA, & WA ST pr R B EOE A —7 “— A7 faz” mT LR B 4%

Ex7/P

[0063]  RiE“X%” fesh), WFEHAR T RIS (U B KERESE ) (M A3

W Cn, RN RS RSB RS FEEE ) RIE Hal BRI (i, 5D ) VB ERE)

W RE ) RS . REE“ XS F“ B R W FLa Xt %, Blin AR E

I AT FL AT A o

[0064] AR “VAYY (treat. treating Al treatment) ” & 7E B 55 ff BVH PR AE s BKEE R

BOH BR 5 TR RIEAHOC B — P ek 2 Motk f / s s B he B & AR AL

[0065] ARIE“TIPS (prevent.preventing Fll prevention) ” ¥ 2L iR s PH 1 IE I K AE  4E

AR BRH T AR B R s BT 1B R ERAFRE R/ BT S AR AF o 90 R AR BT 77 V25
[0066]  AIE“VRTTHAUE" 845 25, AL LAFRT FriG 7 BOWE i — sl 22 PR i &

BUAE— B R SRR P Va7 R hE 1 — AP el 2 PR KL S & . R “IRIT AR E ik
BRI B e A BRI PR B AR SR A2 LS IR 4l B 4121 R 48 B N IR AR 2 Bl

S N (KA S )

[0067] KT “ 2 5% ] R 52 I BT 2 A R R A2 I I R L AR T A n] B A )
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PR B B AR A 2 IR R R F8 25w R 2 i i A ) Es Bk (vehicle),
A A R 7 ) R ) T RS R B B . AL O (RS 25
H AR e A AR R X B RCA R RN, HiE B AatE S T 5 A3
W IR A 23 B B M A B )R R AR A B B 2 T M R i 1] R B
KA, 546 B/ R EE 4 FRe 2 WL Remington :The Science and Practice
of Pharmacy, % 21 it ;LippincottWilliams&Wilkins :Philadelphia, PA, 2005 ;
Handbook of PharmaceuticalExcipients, %% 5 Jiit, Rowe 2% A %, The Pharmaceutical
Press and the AmericanPharmaceutical Association :2005; DL Handbook of
PharmaceuticalAdditives, % 3 iz, Ash F1 Ash %, Gower Publishing Company :2007 ;
Pharmaceutical Preformulation and Formulation, Gibson %, CRC Press LLC :Boca
Raton, FL, 2004) .

[o068]  Aif “IE 7 FR1E 7 T4 EMAE LB AMUBEEARN E 4. B, 45 & 67
B L L% R E IR S ER ST, L% K PR ALE L&A . BIARREAER
T AT A2 0. 0156 %, Bt LAS FH 4 & S22 46 I RS B AL & AT A7 B U E 2R 8 4
0. 0156 % o AJAEHI & L 73 81 73 R0 a0 ik 3 Sy MOz AR a8 il s .

[0069]  HRTE “It / MG TR 7y T HIZE BB BT R v Ry Ry Ryn Ryn Ren Rps Rys
Ro~ Rio~ Rii~ Rios Riss Rius Ryss Rygs Rizs Rigs Rign Rogn Rop s Roos Rogs Rous Ross Rogs Rors Rog Rogn Ry Ry
Ry M1 Ryy BT 5 “D” F 1B T4 W I AR 45 78 AL BN, e e A B LA T RRAFAE
R & BT AE—SEH T &, (R IR M B E R ANAME T4 1% BT — L 77 &=
AMETL 5% AE 7 — LT E P AMET L 10% AE 57— T P AMETE 20% fE 5 —
ST P AMETZY 50% AT — S0 T S AME T4 70 % AT — ST AT
80 %6 IE I3 — St /7 & HPAMIK T2 90 %6 BT Iy — Sl 5 S AMIK T4 98 % Ko

[0070] AT “[FIAL &R Ta 7> 74 E MR E LI R EBMA B[R 2= 8k o
RIECE WG FEA = ALE B ARE .

[0071] R “AEFfr 2= & A i ” Fa b & M RAL R H 70 B B RIRAF AR B 73 ELEEAAH
R 71

[0072]  “TEAS Al ” A0 “HA R B i R 8 (5] 50 s A Wl R v 23 M 7 VR
T8 B 2 T IN FRY 23% 5T, BT i b 23 A7 77 VA B G AR AN BR T2 (3 (TLC) BB LK « = R
FHEEGE (HPLC) EZ AL YR (NMR) FHBTHE 73 Aris (MS) s BUR B 4, DASUE — P ail b AN B n
TN 2503 BT I A0 T ER A B AR S P e A A A N 2 B M B B v T A A e M AR
UESEE T G, “HEAR BAR)T B CEEA ERTR T Fe i 202 50% R ZY T0% /b
80% 2 /b#190% . 22/ 2 95% 2 /b #4198 % /b £ 99 % B A2 /4 99. 5% IF) 4y F R B —4k
EV), BFEIANE R G V) B — LR R R 2 T ARG, Wi AR v 2 7 VR R E
%

[0073]  R¥E “4y” 8 KL faks g (A Il 32 i 22, JLHB 70 Bk - P i A 2 e 0 4
TE )RRty 22, “297 Al Lie 1 88 2 ibsiEim 2 .

[0074]  ARIE “TH IS R “TEPEY) BT FRER LS 2 B — Rl 2 M 2 A ] e 2 IR 55
M/ SR G4 25 X R LIATT PR BRESGEAE Y — A e MR AL &4 -

[0075]  RTE“4W)7. “Vayyin)” A ATy )7 $R2e 25 =X R LG YT« PR sl i i () — A
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B2 MR KL S L A S

[0076]  ASCHT FHEIARTE “ e ” BT 5 ARTE “POm 7 “GRatk” MR (ifEk
P )[R SOIFR] B A A BRLR e AT 4 S S e B A4 B AL 22— W S IR O, T S
PRUCHR 1 T e I 780 30 18 o m] 5 (0 028 S R R R B IR

[0077]  AREE“IEHIREEURIMR LA $5 3 F LD RS 5 8 FUERE A AR L, S5O vs ) B
2R FRORE TR e 452 I ) B B PR T 55D

[0078]  ARiE “HEd IR UM T F8 I 3= DhREAN L HE 5 8 IR 77 8 AH be el AR v 1
W) 5N R A R T e 452 I T) B B R IR T o

[0079]  ARiE “IRiPIL” B PR BRI EE” fa a4 & T Eﬁ%@fﬂllﬁ?%jif%ﬂ’]ﬁr?
B AR I, 1] 97 AR R RE T AL A AR I N I HLRT I8 Ik R AL 2 B A0 SRS
DI EEEH L (Greene Fl Wuts, Protective Groups in Organic Synthesis,
% 3 Wi, John Wiley&Sons, NewYork, NY, 1999) ,

[0080]  RiE “HE Na' M IE A T HHAE " FEHFFIEAE T B AR B Ty, BIRIE, Ho5
M N 30 T8 35 PR SO ) 5 SO e T 25 2 B A PN T 5 1) e 244 5 R T (R S o G Na'™ JHLTE
A S RE AT DL 5E A sl 2 B ok PR Na™ B A 5. Ry, B Na™ @ IE N S HRE
e HerP R Na™ S0 TE v MR E FRRIE I R — 8 R FRRE, 4, 115 1R Na™ S0 3 g
BIT IR TP R — S I

[0081]  ASSCAS FH A TE: “Hi Na™ JHAE 19 77)” BAKGE % 5 “ W Na” LLB’Jlﬁ%” BCU IR
Na™ 3 1E " [/ IF AT B H#ATH, e A0 A G Y ORI Na' 18 K DI RERIBE )y o 1Y
TR AT 0 I Na™ 0T F05 P, B T 2% 8 T Na™ T8 38 ) BT i AL 54 B‘Ji&)ﬁﬂ?ﬁ?ﬁ@i%ﬂl%dﬁﬁ
Na" G 18 (33 M, ST 0 Na™ 3008 g Mo ESS 0SB mT LR 7R & A a5
e IRAR WO R AE AR AR R AR, A/ BT I TR i 4 e 2R A LA e . RS
“E Na" JEAE Y )7 e I G 0 s PRI Na' 3838 52 AR Na™ 180 38 U 45550491 G 2 19 )5
P2 1A) 1) 52 AR T B et LA 1 Na " JBLTE [ DI BE . I Na ™ 380 18 18 715 57 W] 1 n e Na™ 3@
TE TR I Na™ 20 T8 1 4570 2 [R) MR 2 A T e R e, Bk T8 % T8 Na " J0L1E (1) Tk 4k
A A B AT HE I B3PI I N ™ 308 T 0 T S N 168 0 8 425 570 2 TR) 1) 245 A TR I RO AE 2,
/ BRT PR HR Na™ 28 G0 R0 BT i B Na™ T8 T8 ) F23 57 2 TR) ) 52 & AR T B R 6

[0082]  ARTE“WUAL TN FRMLAL S Y b A IR S Y MEAL 2 1R), AT RILR: He 8 22 SIS o T
AR Ry S A AL S AHAS PR T, — UG, N- REACTT IR i 1 BT R 2- -1, 1, 1 =5
LE AL B WAL WAL L — Sk £ — i (EDDI) (AL P A% SRR IR RIL, — LR
FIAR R T £ s )7 RS = FR A ot AL | PR L AR B L A A L R B vt vy LR
Bl AR B ﬁi@ﬁﬁ“ﬂﬁ~ qﬂﬁﬁﬂﬂ{ﬂzm

[0083] H>

[0084] E%Lﬁh%ﬁﬂ/ﬁf?ﬂE’Jﬁl\ﬂ%%ﬁ}}\zﬁ%ﬂ‘E’Jf)ﬁﬂ%aﬁlﬂ/ﬁ BRIN, AR L L
Bl AN 40 Bt 3% P s, BEER CYP . BEHE  8 (1A 240 )5 g Mo S0 B R SR 1 A A Bl D B X 2R 4R 4 o
I N F e 3 A8 A1) o 8 A R BE R AR ) A TR AR sl AR B A, T B R . 25 S i) —
48 g i DL A S N AL S B — S (C-H) BRI — %0 (C-0) Bl — ik (C-C) = 8. =4
(R A A P25 T W] DL RS I AN E 1, JF HoOAT LR A T BHAL G A
ANF T2 ARE B ) 2 253807 UL R S I A E R R Ik o« X K2 525 &, R4
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— ORI A& A A2 AR Hi &,

[0085] &AL RER Sz i3k R 22 ) () 5 28 1] LU i Bl 48 JE % 407 (Arrhenius) J7 % k = Ae™ ™%
PO, Horh B g SEVEALRE, T RIS, R B ER AR S, k RN I R R 5 97 H A (45
BT ) RS TR RV BT o0 R OE R 77 R 2. Filie e
Wror R, B R s kg2 K Re R 5+ (BE, BA 2/0% TR LRe e & K ILE ) 1
S8 (fraction) LAFRECT XEGE FiGtb e 5 HEE (RT) (/3 FAER—IRE T RA M ARER
PR ) .

[0086]  J B HPIHSd i A I N IR R A AP AE PR (KRG 107 8, HlmJripsk o 2
HREBEAIIAR . MR35 E L, KNV HITEABE By e X BZ R N L E S TR R, &
TR RN RA T2 R, I BAER 0T, OV TS eSS T RN
A AT E RS MRS R 2 . — HE B, Ird > 70l LUR R, N if 5587 B
JELGE R N, BOBT BTG R 7 AR 7 ) o IXFIPR 3 1 (dichotomy) A2 W] RERY, PRIA IE 9] % 7]
PR 123 S ERE R R (AL TR I PR IA B ek Y A vt g i e 1k R N i 72 . 2
/D 1k By S T AS T it e B IR AR AR S 4

[0087]  TREUBRARHZ LM LB . AR DU S P A R T — S AT R i FE T
TE R B, AT = A2 BT SR 74 R e — 21 ) o SXBR ) BBk A mT A A I FLULRE =
AT RIK, FF HLR b, AR R 18] (L 0 B m] DARR 38 D4 ROR P ok St B8040 8 P ik P A Ji - 1
WA N 22 PR B IR B R 1 2 SR K

[o088]  Bitui i 5 IR IR REMI LENHE R IE L o GRS RE AR FR A 2 IR B fE, FLE
YT TE BB I R T (T i o 2 et W 200 B P 240 0T (L B 5 T Jl B 1 R 1 2 — B A SR 1) i i
[XE 3. B (D) AWM A (H) 5, Brbh C-D Bt T AN I C-H B, &
A C-D BRI A AE H0 thilH 2 KM (indefinitely) 521, I B OV&4%) 72 FH TR Ar
FWF. W C-H BEAE 2 OB PR P IR (R B i A e b 3R ) Wi, I8
AR SR 5 S S D R R B, TR i R i 2% . 3X — IR ARR N s ) 24 TRl 2%
BN (DKIE)  HAE ALY 1 (e FIALZRZN ) BIHER R EC, i 50 B £, HRIR
TSI, P s N AT AR 2% 15 R E 2 4% . 1 DKIE {H ] REH 40 2 BN B RR A
BEIERLAY. (tunneling) MRS, AR AUERIE (uncertainty principle) FI&5HR. FEE
BN VA R SR 7 /N RSE, FF B R AR BRA L 0T A B T DAAE R B
TEALBEI TR, R I BAES i E AR 2 A iE — IR M5 . R E ™ &
B LT SR A B H AR KA RS 2R

[0089] 1932 4 H Urey ZIL, ji. (D) A& WA MAEHEBUN RN E. ©~AATER
MITCE o B RS — A R 2 H R AW TR iR, A RahEk B2 0. 02% 1
ArRmE (FX—EHPRIrEERME) MWD TUR 5 —AEL G0, FEREA
gt (0,0 B“FHK”) o D,0 FISMIEAIBRIER H,0, (H 2 HA AR M. HAE 101, 41°CH
5, IF HAE 3. T9°CHRgs . Ha & AL AL ARIR I & T 100 EIELEE H0 FInRsH IF
HAEEFRIA @1 H,0 2L

[0090] 4440 D,0 25 5 kUi sh i, Ho 2% B OO FLIE B P 47 K7, P i K CF 1l g
SRR A E 2\t BREETTENRNEET . 98K 0% 22k
15% CL48 45 D,0 AT, S A B (RS2 AN REFIAT IR (RACEE ) 21 FIFE DRt 3 Nk . 4
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BRI HI2 15% 22 20% T84 D,0 AR, 7813 53 . 1S Rk 20 20% 2
2 25% D284 D,0 AT, s tn itk 5 s ABCY R e A VRS A B o As . IR
JRAGIAT  TURH 55 138350 92 LA S R IRTE o S R 1G4 A 2 s M s e B A4S L AN m] 458
Hilo 45K II20 30% T2 D,0 AR, ShdE 4aii & 7F HARA3 Bk, AN AES
IR B, 3 BLE AT AR IR Z P 2K T 1E %, HAE D0 B AIAZY 30 224 35% I HUIRAET .
BT A R R PTIE 1, BRAEH T D,0 48k B 5 2 =+ ik E. #F5TdE R4 i
D,0 T L AE 22 Je £ o 14 A K L3 5 5 S b o8 590 1) & 75

[0091] i (T) AL TEFIAL 25, F T-F 90 B8 A8 S N HE  p 1 26 3 UG T 24 5
TRA R B PR A S DGR, HO& —Fhi@ s H T3R8 Fa s et DM v A D bR R
Ao JiH Rutherford.Ohphant 1 Harteck T 1934 £ K BL, IF H 2 U TR 45 H, 0 T X
MR BRI BRSO ER TP HA 2 A b AR AR 3 MIRF
BMEIR . HEEEFICHKIRA BRTEAE THEE T, i Wb BL T,0 (— R (R ek 9
) fF1E. MERMTEA (FFE= 12. 3 ) H H RS AT IEALIRISNE KK EE
Fi o AN IEHE 5 — R R = 28, (L2 D 0UR BT A 4 L& & i {d
XS SAR L, FEIABIE RS 7K 2 BT, D4R T FE 5 2D B i o

[0092]  JiAk 25 i LLEE 29 AR B % (PK) L 255%%% (PD) FNERMERRIE 2 T L8 fE— 48
AN 2 IRAFUESL . 40, 0 DKTE @ i BR #0651 dn = 98 LS i 2R (reactive
species) HIF=AET4E A TR RIRTREME. AR, X — ikl BeANE T AT E 252k
Ao 1, i AR LA R ERE . (netabolic switching) , Hon] BEHL 2 A2 HAT SR
MIEAGH) T 408G (Phase Tenzyme, BIANANMIEA 3R Py, 3A4) KN EIE S (of f-rate) AL
HE A . AU B RME S UL, bk T AHREZE G, 7 UEY) (xenogens) W LAEFIN 454 FF7E
2R N (IAEAL ) BTCAS RIS B 4 . X —BERIFZ 1 BT 454548 (binding
pockets) [N KRS FAVE 2 AR R IR VR A% 1k S0 IR S 3 o ARG 4 m] DAV e L 3 30 2 A
B FN A B A A R LB o 3% — B AR R IE ] BE B 2 /D M2 T35 1 o X FAT
23255, SR BR P2 AN B 1, I HL A A AN B 18 o A B 7S 4 B N

[0093]  JRALIIWRIEERT AN

[0094]  FiFMEEIE T HUCHINRIE MG Na IS5 5 e r e S & A R &1
FRARTFAE A, B 'H 85 (£ 99. 9844% ) CH BT, (£ 0.0156% ) FT°H 8w ({645 10
MRJRFHZ0.5 2 67 MR FRISEE W ) o 8800858 AR ZKE ] = A mT AN 1 3l ) 2%
R 22 2408 (KLE) , AHX T BA RIRAELE AT BRI A4), SL BB 52 W g Na™ 18 18 7 757 571)
[R5 B ) 5 2B/ B B SRR

[0095] LN iAMEHDE] 2 251 CYP2D6 FIT CYP3A . [RIUL, B 1% % (Ranolzine) 1] 5| AS
REAE R B R0l B Se T 259 - ZiAH AR . TR RIE R 3 /D T/,
ERL L Z0 A b 25 24 o RIS SRS (1) o v R il SR A b R R 25 25PN IR o T340, X T AR ST A TF
[RI40 G 1) i TR 9 R 18] O 68 (R B PR B AT R0/ B L, 7 A A P o R A B R
XS PR R A AT S 24 /NI FHZY . SEAN, X T2 s, 2 25 fa 7o Ak m A R G AR
ROV A2 HEH ML AL

[0096] i MEAE A S HP I 3= AR A T T kAT 55 R AR W R S ) A A 7 A . A3 B IRAR
WA 0 0 ) LR By s AR 4K, Loy sl AR AR R — P A O IO IEBR . T
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IEFRR] 7= A PR R AR o [RIFE 5 2 B R B B B (ranzolazine) [HHALA B A
FEALFURIE AR o A7 AR C-H B DL K FRASSE Y C-H 8o Py, AT 1 8l 1o HoAth 41
A FEA S (3 REHE AL T #RRE B 1 (ranzoline) (AL RERA . IX SRl HA Y A A 40
(M2 His: / BmEeE, FREIHRACHA 7= 2k A BRAR 4 25 IR 25 ) FE I8 1998 0, IF BB
R ST B 0 ) B R A B s

[0097] W] LA 2 Fh ik 7 2RBL &) 980 BB BR AN Z (AR sb) B8 nREk 254 1 2
TEW o) WD IR B TRIAE FH BT S 1 25 (dose) IR sd) 18/D 1K B FURAE I BT B I FI & se)
U T AT AT AR, B8 s A T 8 s F0 /8 0) 98D 2R e 412 o AR
Y=/ s AR O TR0 R Zi s AU 29 R/ s 2 A2, TR TR & 5 H
IR IRA RN S T7 7 B A S i A5 P LI BRAR AR R0 55 5 3 IR AR AL I i v R

o

[0098]  —Jjifl, AT IT T HAA G T AL & W) 2528 w45 52 16 3k 3 AL ) BT
2

[0099]

R
R.,R e R R Ryp !
Rs R, Ry Riz"13 16 Ruy \o Rszj\o
Re—TRs | N \ 33
R N (o] Rso
18 R20 Ryq Raz2 R2s Ry Ry, Rgg

R; Rs R2g

@D
[ot00]  Hirp .
[0101]  R,+ Ry« Ry Rys Ryv Rn Ryn Rg Ry Rygn Ryps Rigs Ryg Rysn Rign Rygn Ryss Rygs Rygn Rogn Ryys Ryoe
Rysn Ryus Ross Rogn Ryos Roga Rog Rugn Ryys Roy 1 Ry, 326 H AR AL B4 5 HL
[0102]  R,+ Ry« Ryn Ron Rys Ron Ron Ren Ry Rigs Ryps Rios Rygs Rian Ryss Ryga Ryss Rygs Rygn Rogn Ryys Rooe
st‘ R24‘ R25\ st\ R27\ st‘ R29‘ Rso‘ R31‘ R32 ﬂ] Rss EF' Egﬁ//l\#/[\%ﬁf’
[0103] E%#;Bﬁﬁ%lzp ’ R1‘ Rz‘ Rs‘ R4‘ R5‘ RG‘ R?\ Rs‘ Rg‘ R10‘ Rn‘ R12‘ R13‘ R14\ R15\ RIG‘ R17‘
Ryg Rion Rog Rog« Rops Rz Roun Ros« Rog Ryrs Rog Ryg Rag Ry« Roy FIT Ry FPKS 22 /D — ANl ST b B AS
KT 1% AMETFL 5% AMETA 10% AMK T 20% AL T 50% AME T2 70% .
AME T4 80% AME T4 90 % 5RAME T4 98 % (IS & 2.
[0104]  7E N —52 /7 2=, Rys Ry Rys Rys Ry AR, P 22D — AN 2576
[0105]  fEX —SEHETT 2, R\ Ry Ry Ry Ry A Ry 2T
[0106]  7E 3 —SEJli 77 %, Rou Ry A Ry I £ D — AN 2.
[0107]  7E M —SEJti 77 =, R Ry AT Ry 227100
[0108]  FES—SEMETT ZH 5 Rix Rys Ryn Ris Ry Ry Ry Ry A Ry AR R 22 /DN
[0109]  FEN —SEjiE /7 =, Riv Rys Rys Rys Rew Ry Row Rg FIT Ry 770
[0110]  7E M —SEHti 77 &, Ryo F Ry, 227100
[o111] BN —SEHETT &, Ry MR, P HIER D —4 20
[0112]  E SN —SEHETT S, Ry MRy, 201
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[0113]  7E X —SEZHi 77 28, Ryss Ryus Rygs Rygn Ryps Rygs Ryg F Ry AT 22D — AN 57T

[0114]  AEN—5ZJE 77 2, Rigs Ryus Ryss Rigs Ryos Rigs Ryg FH Ry AT o

[0115]  7EM S5 &, Ry Bl Ry, T 2D — AR

[o116]  7EM—SEiti /5 &, Ry, Bl Ry 42T

[0117]  7EM—SEH T, Rys A2

[0118] 7S —SZJli /7 &, Rys Fl Ryg FH I 2D — 2010

[0119]  FEN —SEj 7 T, Rys FH Ryg A2 01

[0120]  7E N —SEHE 77 7, Ryps Rops Rogs Rys T Ry I D — AN

[0121]  AEN—SLZjE 77 =5, Ry Rogs Rogs Ros FH Ryg FE0T0

[0122]  7EX 37 S, Ry Rog Ryg T Ryg I E D — A

[0123]  AEN —SEjE /7 =9, Ry Rygs Rog FIT Ryy 710

[0124]  {E3—SEHETT S5 Rays Ry F Ryy A D— AT

[0125] {5 X —SEHi T S, Ry Ry A Ryg F2 710

[0126]  7E N5 /7 2, Ry Ros Ry Ry Re L Ry AT D — N R s H Row Rgw Rgs Ryg Ry
R12‘ RIS‘ R14‘ R15‘ RIG‘ R17‘ R18‘ R19‘ R20‘ R21‘ R22‘ R23‘ R24‘ R25‘ R26‘ R27‘ R28‘ R29‘ RSO‘ RBI‘ R32 jF[[ RSS IEIL:
Ao

[01 27] Eiﬁi%ﬁ%qj’ Rl‘ R2‘ RS‘ R4‘ RS ﬂzﬂ RG %ﬁ ;H R?‘ RS‘ RQ‘ RIO‘ Rll‘ R12‘ RIS‘ R14‘
Rys~ Rygn Ryzs Rigs Rign Roon Rogs Rons Rysn Rous Rosn Rugn Ryps Rygn Rogn Ragn Ry Ryy F Ry F2 5o

[0128]  7E NS 7 &, R Ry F Ry AT D — AN s H Ry Rys Ryw Rys Row Roa Ryg Ry
RIZ‘ RIB‘ R14‘ RIS‘ RIG‘ R17‘ RIS‘ R19‘ R20‘ R21‘ R22‘ R23‘ R24‘ R25‘ R26‘ R27‘ RZS‘ R29‘ RBO‘ RSI‘ R32 jFI] R33 7\%
o

[0120]  7F S —SZJli /7 27, Ry« Ry AT Ry 2510 s H. Ry~ Row Rov Rin Ryn Rga Rygn Rya Rips Rygn Ryse
Riss Rign Rizs Rign Rign Rogn Ropv oo Rogn Rosn Rogn Rog Ror v Rog Rogn Rygn Ry v Ry, A Ras FEH o

[0130]  #F 3 —S2Jii /7 1, Ry Rys Rys Ry R Ry Ry Rg FIT Ry AR A /D — AN ST 5 H Ryg Ry
Rio~ Riss Rign Risa Rigs Rios Rygs Rign Rugs Rops Rogs Ross Ross Ryss Rogn Ryrs Rugn Rog Rag Rag Ryy 1 Roy A2
Ho

[0131]  ZEX—SZHi A, Rys Rys Ry Rys Row Rgs Ron R 1 Ry 257 5 FL Ryon Ry Rios Rygs Risn
Ris~ Rigs Rizs Rigs Rign Rog Rogn Roo Rogn Rosn Rogn Rogn Rorn Rogn Ragn Ragn Rypn Ry Al R 7%/; o

[0132] Exﬁgﬁﬁﬁ%qj’ R10 ﬂ] R24 ?Ell:ﬁ ;H R1‘ Rz‘ Rs‘ R4‘ R5‘ RG‘ R?\ Rs‘ Rg‘ Rn\ R12\ R13‘
Rign Riss Rigs Rizs Rigs Rign Rogn Rop Roon Rogn Rogs Rogn Rorn Rogn Rogn Ragn Ry Ry Al R 7511:/%: o

[0133] 76N —5ii Ay &, Ry F Ry, HHIE ZD—A25R 5 H Ry Rys Rys Rys R Rgs Ros R Ron
Rio~ Risy Rign Rysv Rign Rizn Rigs Rign Rogn oy R Rogn Ryss Rosn Rogn Rops Rogn Rogn Ryon Ray v Ry, Al Ry ?Elli
Ao

[0134] ER*JQH{E??%EP, Rn ﬂ] R12 ?Ell:ﬁ ;H R1‘ Rz‘ Rs‘ R4‘ R5‘ RG‘ R?\ Rs‘ Rg‘ R10‘ R13\ R14‘
Ris~ Rign Rizs Rign Rign Rogn Rogn Roos Rogn Rosn Roga Rogn Ror v Rogn Rogn Ragn Ry Ry Al R 7‘133%: °

[0135]  FEX —SEHETT 22, Rigs Rin Rys Rig o Ripa Riga Ryg T Ry FHHT R D — AT 5 H R R,
Ryv Ryn Ron Rg Ro Rga Ron Ryon Ryps Rios Ryps Rugs Rogs Rysn Ross Rygn Rygs Rogs Rogn Ragn Rags Ryy 1 Ry 42
o

[0136] Exﬁ'%}j@ﬁ%cp ’ R13‘ R14‘ R15‘ RlG‘ R17‘ R18‘ R19 %ﬂ Rzo %ﬁ ;E Rl‘ RZ‘ Rs\ R4\ R5\ RG‘
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Ry« Rgx Rox Rigs Rips Ryos Rops Rogs Rogs Roun Rosn Roga Rogs Rug Rogn Rgo Roy« Ryp I Ryy 250

[0137]  AEN—SEji /7 &=, Ry, M Ry, AR /D— 251 s H Ry« Ry Rys Rys Ro R Ry Ry R
Riov Ry~ Rios Rign Rign Ris Rigs Riza Rigs Rign Rogn Rogn Rogn Rosn Rogn Rorn Rog Rog v Ry Ry Ry Al R 7
o

[0138]  7F N 5Ll /7=, Ry, A1 Ry, #2710 5 H. Ry« Rys Rys Run Ry Rg Ryn Rgs Row Rygs Ryjs Rios
Risv Rigs Riss Riga Ryon Riga Rign Roon Rogn Rosn Ross Rogn Roon Rogn Rogn Ragn Ray Ry T Ry AZ S o

[0139]  7FE N —SEjili /7 =, Ryy 2010 5 HL Ry Ryn Ry Rua Row Rgv Row Rgv Rya Rygn Ryps Rios Ryga Ryun
Risv Rigs Rirs Rigs Rign Rogn Rops Rogs Roun Ros Rogn Rora Rog Rogn Rygn Ry Roy Fll Ryy /S o

[0140]  FE N —SEjil /7 =, Rys A Ry FHIE D — 25 H Ry Ry Rys Ry Row Ry Ry« Ry Ry
Rio~ Rips Rig Rysv Rign Risa Rigy Riz Rign Rign Rogn Rop v Rop s Rogn Rogn Rops Rogn Rogn Ryon Ray v Ry, Al Ry v
X

[0141] Exﬁgéﬁﬁﬁ%l:'j’ Ros Al Rog ?Ell:ﬁ ;H Ri~v Ry Ran Ryn Rsv Rgn Rys Rgn Ron Ry Rypn Rypn
Riz~ Rigs Ris~ Rigs Rizs Rigs Rign Rogn Rogn Roos Rogn Royn Rorn Rogn Rogn Ragn Ry Ry Al R IBE/% o

[0142] 75 M —SETT T, Ry Ry Rygs Rys T Rog AT — 201 5 H R« Ry Ryn Ry Ry
Rg~ Ry~ Rgs Ron Rign Rig Rios Riss Rios Rigs Rygn Riss Riga Rion Ryon Rogs Rogs Ry Rogs Rygn Ry« Ryy FI Ry
P

[0143] Eiﬁiﬁﬁﬁ%qj’ Roi~ Razn Rogn Rys il Rog ?Ell:ﬁ ;H Ri~ Ry~ Ry Ryn Rss Rgs Ry Ren R
Rion Ryt~ Rios Riss Rigs Riss Rig Rizs Rigs Rion Rogs Rosn Roon Rogn Rogn Ragn Ray« Ry FH Ry S o

[0144]  AEN—SEJE /T =T, Rys Rogs Ryg FlI Ryy AT ED—AN 25 5 H Riv Rys Ron Ry Ron Ry
Ry« Rgn Ron Rign Ryjs Rigs Riss Rigs Riss Rigs Rizs Rigs Rign Roon Rops Roon Rogs Roys Rosn Rogn Ryps Roy HT Ry
Ao

[0145]  AE N —5Ejiti /7 22, Ryrn Rogn Rog A Ry 72T 5 Ho Ry« Ryn Ron Ry R Rga Ron Rga Ry Rygn
Ritv Rio Rign Risn Riss Rig Rizs Rigs Rign Rogn Rotv oo Rogn Ryyn Rogv Rygn Ry v Ry, A Ras FEH o

[0146]  £F X —5ZHE /7=, Ry Ry A Ry FHIED— I H R Rys Ryw Rya Ry Ry Ry Ry
Ro~ Riow Ryjs Rigs Ryss Riss Ryss Rige Riss Rigs Rygn Ryon Rogs Rugs Rogs Rysn Roge Rygn Rogs Ryg Ryg 1 Ry 52
o

[0147]  7EX—SZHE 2, Ry Ry, F Ryy 2570 5 FL Ry~ Ros Rya Ry Ren Ra Row Res Ron Ryon Ryjo
Rios Riss Rias Riss Rig Riss Rign Rigs Rogn Rops Rogs Rogn Rosn Rosa Rogn Rorn Roga Rog FH Ry Ao

[0148]  FEMHASLHET ZE, R 25 7RIS S, R, 5. AR ST %
LR, /B S TEFAMISEE T R, R, Bl fE 2880l Brp, R, 25 1E RN T
FH, R BE . EHARRSLHE R, R, S AEEAI ST F A, R A5, E— LS
TEYP, Ry &l EHANSE R, R 25 TERIMUSEHE T EH, R, A& 7EHARK
SCHE TR, Ry, 2R TERANSEHE B, Ry BE . FEHARSIRE TR, Ry, S FER
eSS, Ry fE . ARSI T BP, R /2. TERSMSEIE T B, R, &£E . 7E
— ST SR, Ry el EHARSEHE T A, Ry 25 ETIMISERETT T, Ry & E o
TES AN SR TT =9, Ry RE e fENAMASEIETT 0, Ry 25l ERIMRSERETT 7, Ry,
FEH o TETIMOSEIETT T, Ry B E e TETIIMWSEIETT T, Rys AR E o TE TN SEIETT 5
H, Ry /2 S FE AN TR, Ry /2 S TE RN T S, Ryg 22 S 1E 7 AMTISE
77 % Rog A2 % AETIAMISEIE ST 20, Ry 2o AETI NS TS S, Ry 25 BT
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ANERISETTT S, Ry /e Se FE R AMIISEETT 0, Rys B E o

[0140]  {EFAhSEHETT 2, R 2. fEFIAMISERETT S, Ry 2 0ie AEHAM ) S 77 5
W, Ry A2 e TETIAMISEE T 2, Ry A2 fE—S8S 7 &P, R A2 0. 1E T3 AN SEE 7
S, Ry T TESLARII S 77 S, R, e FEILANR S 77 7, Ry /20 7E—LE50
T, Ry /& me FEHARSLIE T, Ry 2. 1EIIMRISERETT 290, Ry, A2 7EHARI
ST S Ry 2T FERAMRISE T B, Ry, ST (EHARSEE T, Ry, 2. TEH
sl S, Ry 2. EHASZIE T S, Ry 20T fERAMASLIE T F, Ry, &5. £
—HESTT ZRH, Ryg A2 AEHARSIHE T S, Ryg 201 FETIAMISEIETT T8, Ry 010
TET MO TT 22795 Ry 0T TEAMRSEIETT S, Ry e TERAMRSEIETT 25 Ry
Fegite TETHMSEITT 28T, Ry 20100 LESAMW ST 22T, Rys 22010 1B TS HMRI S 77 52
1, R 7B T0e FE T AN T =, Ry, A2 10e AE B AN S 7 22, Ryg 42 T10e  £E T AT 3K
775, Ry FE T AE NI TT ZE T, Ryg 200 AETIAMRISEETT S, Ry, SEIRe AE
ANEISETTT 2, Ry A2 7R HMRISETE T 275 Rys 2T

[0150]  7E N —3Cjl &, 28 T b6 903k B B DU R4 -

[0151]
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[0158]
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DD N 0.
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D D CDs
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[0159]  slIL2G 5] B2 ) #h VR ) BT 2

[0160]

FE 75— SEETT S, BA D KRR E P I 20— M MSr s R AR T4 1%

AMETZ 5% AME T2 10% MK T4 20% MK T2 50%  AME T4 70%  ANME T4

80 % AME T2 90 % SIAME T4 98 % )i & 4
[0161]

FERE— D ISt 7 S b, Prid e S R 2 b 3 — XS R 4K 29 90 & %6 Bl
2 () - ATBHAFIZ) 10 i % B DI (1) - XA RS

Y. 2590 E R % B EZ

() = XTBR ALY 10 B8 06 s DY (=) - XA RIR G4 S L 5 X A4 R B
2990 1 % B 22 1 RN AERT IR SR AL PR RN 2 10 8 06 a5 /D A H A AR X S A 4R
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BE

[0162]  FERLMCSIT 7 &b, AR SCA T AL EW) & 29 60 T % 8 2 1 Tk AL 6411
(=) — RTBRAAFNZY 40 T % B DRI TIRL G (+) - X Wik, 7ERELES 7y &, AR
NHFRMEY EA L 70 Ei % 8CE 2 TR LGP (5) - XTBUAFRIZ) 30 & % s 5 /D>
(B ITRAL G (+) - YTtk . FERELESIt 7 2 rh, AR SC A FF I & 98 A 2 80 E & % Bl
B2 ARG () - STBAFIZ) 20 F &8 % s H D K BTIAML AP () - Sk, 78
SRS 7T R, A SCA TR S W) A 20 90 T % B 2 TR S (5) - Btk
ML) 10 B %o DR TR G (5) - Xk, RS sziti &=, A SCA TG &
WEHY 95 EE % SEZMATIRML AN (-) - XFHRFIZ) 5 & % ok /DI BT IRL &)
(1) (+) = XTWRAA . ERELESTE 77 R, ASCA TR AW &H 2 99 Eim % 8 HE 2 1 ridil
W (5) - MBRRIZ) 1 EE %S DR S () - ik,

[0163]  FERLLLST 7 &b, ASCATFALGW) 5 A 29 60 & % 5 2 [ Tl L & 911
(+) = RFWLAAFNL) 40 T % B D RIFTIRAL G (-) - Xk, ZERELES 77 £, A
AR ED EA L 70 Eim %5 E 2 MR LGP (1) - XTBUAFRIZ) 30 & & % s F /D>
[RIFTRAL S () - Ak, EREL S T rp, A LA TGS A 4 80 E & % 8k
B2 PRGN (5) - STAFIZ) 20 F &8 % s FE DR TR L SR (5 - SFik, 78
SRS T T, A ST A TR S S 2 90 E i % 8 2 K FTIRAL S (5) - XTBek
)10 i % o E DR FTIRAL G (5) = STk, fE RS St &b, A SCA TFRIL &
V&Y 95 Ei % uE 2 TR AW (+) - XA FNZ) 5 2 & % sk 5E /DI BTIRL &)
(1) (=) = XTHAA . FERELESITlE 77 R, ASCA I AV & 29 99 HE i % B 2 1 iR L
HEUIR (5) - STBAFIZ) | B i % sl F D TR S0 (-) - XTmfk.

[0164]  ASCAFFHITAAAWIE T L&A H o R B [FA 3, AR EA R Tak i
13C gi 14(:\/5/7?&[3/‘3 15N %u/fhﬂﬁ 170 @i 1800

[0165]  7E—/NSEJE 75 R, A ST IF B A AL & W) AR R AH B 1 3R R4 22 & SR 4 111
A G 7 TH > [ B 2 38 n 5 K 52 50) 6 92 M 0 S 1 (T ) B B /N 380G
(MED) ()8 KIMAEIRIE (Coap) ~ FARA 250571 1 HLIE byl /D HEWLBEAH DG (B ERT / BRI 2Y
V) - 290 EAE R T REE

[o166]  [FIf7 A L DL FERBEGIAAR A FF AL GRS AL AL A
FiAR, HILEB AZE (incorporation rate) s FUAGHAE R sF1 / BUEE AT HH AR, Hb s N
1P AT 4 A e, FF AR IR SOV 2 AT DL R AR . S AR (i@ CanRAr 2=
B BT T BT AT B R e P N B ) T DA A R R SO R, H 2
AIBEAZ T T A 25 SN PR o b4, AR ASE FH 5 RS B2 1R 7 0 B2 7T DA SO A o i 1) 43
To 7T, AZHEART] L AR BRI BTSN, H BTk R A7 218 2 A AE 7 7 1T
AL S AR ARG TR RIS TR B R G B R, H A/ AT BRI AR 0 1K 7
T .

[0167]  ASCHT A AL AW ] LI i AR U8 AR 5 SN 7 R FUE A/ BX
Fi 5 A S S it A9 2 A 1) S AR DL i FE R L A R/ BT US 4, 567, 264 Fl
W02006,/008753 FNIL A5 | H 119525 SCHR I L FE RN LB BUE R i 46 o AR ST A TF AL &)
U LA AT AT — P 7 e A G BT o SR ) 2%
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[o168] 1, ASCHT AT —Letb S mT Wi 7 56 1 Fon il 4% o
[0169] &1
[0170]

Rz2 R31 Raz Rs
Ras Ray 2 ReJ R
Cl Rza # R3° R H R. R NH
16 20 R 2
+ —_— st N R19 R11 12 ®
+ R.‘
Rs R11 Cl Cl
Rys /32 st Rn H Rqs Re R,
o R31 o R1 R3

Rso 6 7
HO

R2g

R34
Rar Rs2 Ris Ry4 Rs

Ras 5 / R
R R Rg Ry R 2
1 o Ras HO Rz 16 M 13 H 11 cl
Re

R3p OWN NH °
% Ris i R, Ry
Ree Ry Ras Ras Rz Ry Reo Rys Ry7 * R R,
Rys 7 Rs

R15 R14

Ry a2 R
24 R Ris R
/ 16 13 Rz Ry R R
o0 g Ry [ RendoRe

N
Rso OWN Aé ~N Re
s ‘ ‘ Rg ©O
Rz Ry Rze Res Rzz Ry R2o Ry Ra7 R¢ Re

Reg Ry Rs Ry

[0171]  FIAEEIRM | 53R ST 2 (O s ’fﬂ%%ﬁﬁ‘l‘%‘@ T ?‘Jfﬁﬂizmk%u—ﬂﬁ
FEs ARG Y, £ el T~ RN AR IR LK 3, R Lpe 3 HUREE 4 f£5 E’Jf”?‘Ufﬁ'Jllu
PR SN ASRAS B 50 BLALS 6 554N T AER ) 10 = ZUHEAF AL T IFAE G538 1 77 51
W0 SR BE SN ASRAS L 8, Wi 8 S5 & 40 b A5G 1 AL 7)) Ak it A
B AT e B B A AE T A3 A 51 2 — PP 2 R I e B RASRAG 5K T DRI 9
[0172] R TT % 1 P& sl Re, M A HY A58 1 A Ak Hh TR, ml ORI A5 1t 45 A\
PIAFRIRIALE . B0, 24 T ARG IAZE B R Ry Ry Rys Ry s Rew R Rg BT R 1 — A
AT RS A B AR AR 2, 6 ARG, TRIRSIANILE H R, AR, (8l
AL E A LA BAT AR A TR BRI A LB O THRETTUT I Rign R Ry Rign Ripa Rga Ryg
AN Ryy HHH— B AL E, W] LG AT AR IR IREE o 2 T RIS I Ry s Roos Ros
Ros A1 Ryg HH ) — AN ERE AL L, W LUAE A RATAH B TR BAR I R S o o TR IRG I Ry
Rog~ Rogn Ragn Roy s Ry A1 Ry A — AN B AN, W] LM HTR AT A R R 2- FRAREE R
By o JXLEGTRAL A ) (402 W] LR MV SRAT A 0] AR AS S A 53 B ) 5 VR B 5 A
SO A T T H A 0 0 28 T R AT B PR o ARG RS U R il %
[0173]  JRtH ] LUE R 1 - S 20BN RIS A28 51 (Wi iy ) %
PRI E . N T AE Rig A1 Ryy GIAIT, IXLE 51~ ] LUE i AR LR 5 — TRACH T VR
P BARIE T AR
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[0174]  WFEAE, ASCA TGV AT DAL & — A s AT e A/ s,
“Stereochemistry of Carbon Compounds”Eliel F Wilen, JohnWiley&Sons,New York,
1994, 55 1119-1190 BTk . TR AT el U2 (R) 88 (S) AL skn] LA
HRED.

[0175] A FRIEEH BEEG 20— ANF o /e G Wma-am n—mord 2t A
BRI CHR AE A o 4 I A 0 R 28 i P S A RN, 3R R R 95 1 A XS
THRRAA e o XA IR GALRR A e 6, e e Aot i AL S s ik o R TE e E. 1
E )R — FonT WA 422 B — AT 1] BE L AWM AR DG TR, T Iy — x4 o i FEURH S 1R 7 1) Jid e
T e Fz BRI B J7 1) i % A4 DG AT A A () XA, T4 RO INE 1 7 1) T 2% I ff D't
X ILA R (2) STk, SHNT 0 F1 100 % Z A A SCA THAL G (+) F1 /58 () Xt
WA G E T AL A AEY TG

[0176] W1 RAC AR G EA BRI (alkenyl) BRI FEMZE (alkenylene) ZE[A],
WAL ST ALUJUAT / e (8 Z/E) e fb AR — sl S A7 4. WUR G5 il AR T 22
IR BE &2 M AR FLFEAL, AT A T RIS 1T LU DA — HL AR S A A sl AR S R AR RV S 0 A7
TE o 55 B WP 28 55 25 55 B I A SO 8 A S, 3X0] DR BUSTF BLAZ S 44 () T
2 ERAE S A 5 R 73 IS V), 3X 0] DUR U i B AR S f T 2 I LA — 54
A LARILZ T — PP B e )

[0177]  ARSCA FF A AT LA X B A 2 1Ry , 451) 201 B0 — 0o Bl A B3 B — {0 Bl S ) £, B8
SENLAR ARG, 1 a0 BRAK VRS 4 SN BETR S P s FE X W i AR &) . R, AR
STUHBARN 53 N B, AR AR N &2 2 v AL AL S 0 & L R) B4 254 &4
LTI () BXGZEY . FHTHIR8 /73 BB WA )8 B A L% A& 3d DG
2E A R TR Tk A R 3 S0 T A, A PG G T 0 L TR A R R A9 R i S A A
(AT S BRAT A P AR X Bl S A A TS D R I 53 5 o

[0178]  HASCA TG G A B BRI 73 I, 10 W] DA DA 24 2 ] 52 (1) 2R K T 2
Pt (&0 Berge 25 A\, J Pharm Sci. 1977,66, 1-19 ;1 “Handbook of Pharmaceutical
Salts, Properties, and Use”, Stah fl Wermuth %, Wiley—VCH Fll VHCA, Zurich, 2002) .
[0179]  FH THil#& 252 n[ # 2 2 A & IR A FEHA R T 4R .2, 2- —H LRI AL 2
R C IRV DU MR L- RAZIR AR K F IR 4- CBLE KT RIIIR
(+) — RN R RN R () — (1S) — il —10— TR 25 1R\ IR\ F IR - WEERR T R I Hr
R COBRARERR., T mERR. Ok -1, 2- R, ORER.2- 5 - 2B, TR,
WL R KGR I ES A BERERS . D- RTHERS . D- ATRESER . L- &R, o - A0 - R,
CBETR IR IR SRR Eh IR VAR . (1) -L- FLIR. () -DL- LR FLAEIR . H IR 5ok
M. (5 -L- PRIV 8. (£)-DL- mBkiR. TIERL 2% —2- iR\ 28 —1,5- M. 1- &
HE -2- ZEIR VIR AN IR TR FLIS TR  BLIR AR R PR AR IR L AR 2R A
B IR KR A 2L - KR V58 R IR TR VBRI IR P TR L (1) -L- A TR
FR A B 2R IR 1+ — M R IR

[o180]  FH T+ ill 2% 24 2 Wl e 52 Bh 1K) 5 1 I B0, H5 AHAN PR T DR B, 491) 0 S 48U B AUk
P AL E R B E SRR R AL, A5 G 1 A i AU RN 2= J T T e R 5 e
fig, BdE L- R IR R &R IE R A (benzathine) JHB . PHEE (deanol) \ - LWl — L%
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TR A R A2 ( COEREEE ) - Ol Ol O SR R A IR N- T
FRE G 5 i TH- DR L B2 R b 4— (2- FR 436 ) — Nk, FFY e WIRIGE  WIR P « TRz LG s
B 1-(2- B LHE ) — MENE Bt EEE V28 7 B REEIRR | S Wbk AP i = SR = i = Sk
N- I3 —D— HiH I 2- 22k —2- (R R ) -1, 3- N e fla T =h%.

[0181] 3] UKL AR ST TFHIAL & ) v v A i 24, FE2 A S0 T AL & i D REAT £
I BAE AR 2 Dy A B S . AT 2508 2 A ), B AR — 281550, e Al AT LA
LCBR AL S FER Ty 45 2o 94N, e ATTRT DLt 8 i 01 REs 25 A W0 R0, T BE A AL S )
WA 2o BT 258 7] DUEA O BHA N S V3 s 25 A6 P s iR FE . /i 25 7] B
Wil 2 AL (ARG I RN KA ) A AL BERZ5) . 2 D Harper, Progress
in Drug Researchl1962,4,221-294 ;Morozowich 28 A, “Design of Biopharmaceutical
Propertiesthrough Prodrugs and Analogs”, Roche %, APHA Acad.Pharm. Sci. 1977 ;
“Bioreversible Carriers in Drug in Drug Design, Theory and Application”, Roche
%%, APHA Acad. Pharm. Sci. 1987 ;“Design of Prodrugs”, Bundgaard, Elsevier, 1985 ;
Wang Z& A, Curr. Pharm. Design 1999, 5, 265287 ;Pauletti 2& A, Adv. Drug. Delivery
Rev. 1997, 27, 235-256 ;Mizen 2 A, Pharm. Biotech. 1998, 11, 345-365 ;Gaignault Z& A,
Pract. Med. Chem. 1996, 671-696 ;Asgharnejad, “Transport Processes inPharmaceutical
Systems”, Amidon 2 A %, Marcell Dekker,185-218,2000 ;Balant 2 A, Eur. J.Drug
Metab. Pharmacokinet. 1990, 15,143-53 ;Balimane #1 Sinko, Adv.Drug Delivery
Rev. 1999, 39, 183-209 ;Browne, Clin. Neuropharmacol. 1997, 20, 1-12 ;Bundgaard, Arch.
Pharm. Chem. 1979, 86, 1-39 ;Bundgaard, Controlled Drug Delivery 1987,17,179-96 ;
Bundgaard, Adv. Drug Delivery Rev.1992,8,1-38 ;Fleisher 2§ A, Adv. Drug Delivery
Rev. 1996, 19, 115-130 ;Fleisher % A, MethodsEnzymol. 1985, 112, 360-381 ;Farquhar
4 A, J.Pharm. Sci. 1983,72,324-325 ;Freeman 2¢ A, ] Chem. Soc. Chem. Commun. 1991,
875-877 ;Friis f1 Bundgaard, Eur. J. Pharm. Sci. 1996,4,49-59 ;Gangwar & A, Des.
Biopharm. Prop. Prodrugs Analogs, 1977,409-421 ;Nathwani F1 Wood, Drugs 1993, 45,
866-94 ;Sinhababu il Thakker, Adv. DrugDelivery Rev. 1996,19,241-273 ;Stella 2 A,
Drugs 1985,29,455-73 ;Tan 2& A, Adv.Drug Delivery Rev.1999,39,117-151 ;Taylor,
Adv. DrugDelivery Rev. 1996,19,131-148 ;Valentino #1Borchardt,Drug DiscoveryToday
1997, 2, 148-155 ;Wiebe F Knaus, Adv. Drug Delivery Rev. 1999,39,63-80 ;Waller 25 A,
Br. J. Clin. Pharmac. 1989, 28, 497-507,

[o182]  ZyMH &

[0183]  ALATFAMA G, B A AL ARG Y sl 25 = B2 1 3E A
ST 2R TG TR Ty S R) 2 5 ] 4 52 W s B L B0 R R R U R 1 s R S R —
Tl 2 i 2 2 ] e S U 771 sl 14

[0184] AL ATFRBIBL I MU G, ik iAW & A A TFRIL G s 2
PR REZ B ER A BT 24 MG AR ST I ) — v s 22 s R TS ) R 7 Ak 5
T (R YRR i A B RS RS PR T o8 /K B K 2 T e 4% KU PE 7 R AR S AR B IR W
B BRI ML G o Pk 25 WAL & ik ] LA 2 A4 HPRE IR0 R 77 sl a1k
[0185]  ASCif—B AT A B AL &, Itk 25 A& A& A SCA T &
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Wyl IL 2 2 ] RS2 () R SR A BRI 245 s R T s A ) 28 A () — A s 22 A TR T8
WTEF A A . Pk 2520 -5 434 w] DA 25 3 iR TR T 7 e 4

[o186] AT — 0 A TSR B2 G, Ik 25AL &0 A5 A SCA TG D)
BRI 22 ]2 1 2 AR BT 24 R T ) 2R R 2 A R TR T
AR . PTIR 254 G A3 P DA, B R4 RS TR R TR 7 B2 1 o

[0187]  S4 AT LA T FIBL I 25 4G4, Pk 1) B AL 5 il R 4 o f 22 /b —Fh 2R 4 47
I HL WS LN TR [R] R 0. 1 21 24 /N (1) 22 20 AN T 22 ik b 7 AR AL S W I AN SR I P
R AP AR FE A G B 25 2 T 52 0 3 S R A BT 24 R — el 2
Tl 42 IR JHORN A E 48 RS T A T R BRI, 49 A3 T T B IR 1 24 37 1) S e Mt T ) Bk
AR AR AT R A0 S5 P B e I T 37 B 2 A

[0188]  ASCIEAFF AT LIRS 25 2 X LRI R 25 A 59, ik 5 WA &84
S TF BB YL 25 25 T B 2 9 2 S R BT 24 N — el 2 Rl 2 A mT B 2 R IR
A, FE R T FH BT 23 T AR R 52 1 2R S 2R R B R B & A e e
730 TR) S N J2 R B LT 52 PR A 2 R

[0189] AL AFHHEAZE A MK AWA G, HA5 2 0.1 227 1000mg. 4y | 22
500mg. %] 2 225 100mg. 4] Img. 2] 2mg. 2] 3mg. %) bmg 2] 10mg. 2] 20mg. 2] 30mg. %] 40mg . %]
50mg £ 100mg. £ 500mg [¥]—FhELZ AL A FF G, FFAS LUT ErE s R A
B (oK) RNERES YR GRNPEYER ) v /KEILBE IR 85 — LB =i
T

[0190] AT A FFI 254l &4 nT L CLERAT ) sl 2 R R 3R i . A ST i L, SR 7 2
T 1E T 0] N BRI B 45 25 10 I HAR AU N i S A e i) B B SO SR A7 . B4
FRARLF R AT R LA A TG T R R TI5E 1 5 1) S RS 1 1, DA BT 5 R 2 2 3k
MR o BN 35 Y (1) S 48] B i 2 L Y S s R S 2 1 SRR i B . B ) R mT DA DA
A E LA 25 . 2500802 22 A AH [R] 1R SR A7 1) 28 B, 2 T B — 2t o DL JR 40 2 X B 67 )
TIgn 2o 22500 B 1) SEAG) A 4 /N v 390 e 2 50 T 6 3t I B n & 1008 o

[0191]  ARSCAFFHIALEW T LA ML 2, BLS AR A I — B 2 F i &9, — 82
Fh A IE T A G 25 25 AT DK A5 AR SO T AL A 0 1 25 W 406 e il e FH T 11 R
A H W N SR BB 25 251 2 PP Y. B RT LK T IR 25 ) 6 4 I o VR R R 2B, A0S AE IR
(delayed) « ZEK: (extended) . #FA (prolonged) s F54: (sustained) « k' (pulsatile) §&
i AR PR B ) A KR ORI i W R R 2 o K B AT LIRS AU AR N R
S BT VAR R HI44 (20 Remington :The Science and Practice of Pharmacy,
[[] I ;Modified-Release Drug Deliver Technology, Rathbone & A %, Drugs andthe
Pharmaceutical Science, Marcel Dekker, Inc New York, NY, 2002, % 126 %% ) »

[0192] AT AFW A GV LL— IR G 2 BAHRG — 2 N (Rl 2 IR 2h 25 . NI, 1697 1K
PR 7] B R R 42 B TR) RT AR Bl 1807 B8 IR AR 8 L AR B AR AR 4k, IF HoAT LS A L i
A 77 %2 4250 Hh il o2 BOE ok AR Py BRIAR SN B2 W B 4 S . NE—22 T i, X F
FEATR E A, HARKI45 2577 G N AZARI A i R 25 24 1 57 sl B 79 45 25 B N DL i) &
b Ve i ) R

[0193] 7R FLrp SR iy SRR BGE UG D0 T 5 AR 40w B A 1 B W, i A5 ) 1 4 2 ] LA
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SEACHAHZE 24, RV 1) I B, 08 R0 2w I AN S s ), DA e B s ol S8 PR ot A
o R R TRTE R

[0194] 75 88 RIS GE BN DU, AR = A2 AR ) 40 T, B ik Ak 5 ) 1) 25 245 0] DA%
SRR I R e I TR CRP i) .

[0195]  HAIR AR RIS o, 1R L BN e 254k Fef) . bl , VR ER B BR 2L 45 25 11)
1) o BRI B 3 T DA AR A (R R A TR o i B BB AT o AR AT R R B, AR
AT LB SR A TR JR T

[0196] A. [1JRZZS

[0197]  ASCATF RIS A Py nT LA A 2 [ ok sl oA B it , DL+ DUIRgS 2.
ASCHTH, DRSS 250858 OIS EH RIS N A 2. Al ny MR A A F& (AR 5 e
FF)AFIEER (troche) HEFEF (Lozenge) VAKEEF (pastille)  m#ER] (cachet) /AL
5] (pellet) & 25 O K (medicatedchewing gum) UK (granule) « BUEE HF] (bulk
powder) - ¥ [l B A VU [ E) BCBURE R R FLR TR BTN TR (wafer) (W
WiF (sprinkles) BlFIRURE AL (syrup) » B TGRS LLAN, Brid 25940 &4 mT LA
— B Ph 2 25 T B 2 I B AR SO TR R, B RS AEAS BR TR 5500 T 78 500 R i i) 1
FNIEH B (glidant) B EF QNI (dye-migration) FIHIF) 54 & 550 A0 7wk
7o

[0198] KA ISk R 5] (granulator) [ B FIFRALRG G PE LR il 5 A 7548 52 3,
A 18 IR A TR BOBORE R L RRAH AN BR T e 40 a0 FoK Ve 542 e AT AL vE k- (49
STARCH 1500) B¢ 5 B 48] it J05 4% ] 26 00 A e B (molasses) FHFLME s RARFI G B
PR J2 18] T AT AT AR G PR IR BRI B 2 /R 22 8% (Irish moss) MIFZEA . Panwar MR EJE
RIS KIS VLR B2 G (mucilage of isabgol busk) & PEEATYESR LAY R K L
LS el (PVP) HERRERES (Veegum) T& M AABTRAF > FLIEME (larcharabogalactan) \fp
R EERATURRE s 474k RN LI 3R R TRAT e 35 R IS AT A 32405 R TR IR 47 4k 2
FILET YR R LR YR (HEC) R FEETYE % (HPC) RN FE I 4T 4E 5 (HPMC) 3%
#1424 AVICEL-PH-101. AVICEL-PH-103. AVICEL RC-581. AVICEL-PH-105 (FMC Corp. ,
Marcus Hook, PA) sFIHIRAY). A 18 KIS ELFEEAS PR T8 A VIR ERES IR 4T 4E R k
WA AR HEME S G (dextrate) g 4 H BRI ER (L ALEE  GEK TR AL v ) AL
IREY) . Ptk & I BEE FEFILE AR SCA T I Z9 4G9 1 ml LLLLZY 50 222 99 T & % (71 .
[0199] A3 AR AL FEE AN PR T B R —0 AR RATS « FUNE « (L AL L IR RE L LB 4T 4k 2
s H R SR T IR RO RO o SR LEAE R () o H R I LB L AL L A
JULEE ) {F LA7S 2 18 B A7 AE I S AT AR 3> — 2% He 1) R 500 o 1/ 0 o LGS A 1 A i I T . It
R AT LA AERE I )

[0200] A3 % i e R L FR AR AN BR T 35015 5 B2 5 4 4 5 9 dn PR SR 4T o 3 s PR L 4 4
O AREI s RARMEAR s PHES A K NG TRIR 04 B 49 4 TR BRI BR B 0 HY A 522
AT A 224 AT R 4T 4E % (croscarmellose) sAZIEEE G4 tn A8 SR 4E I AT BRUERT 5
WRIRAS s I 2T e 3= 0 I STERRVE R B s by 5 ARBP (polacrilin potassium) ;3 k41 4
FRKTERS R Z VN R Z TSR AT A TERS A 1 saligns sFILIRAY) . KXATFFINZ
YZA W) 0 R ) B AR SRR R 2R AR Ak, I HLR 59 B A Ul e AR 5 R o AR S
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NI AE A LERZ 0.5 £4) 15 i %ok 1 249 5 B & % 1 AT
[0201] &3 PRV R AR AH AN PR TRE R BR 4% B NR IR S5 s Mo 32 i 0l s Hov s
B HEREE 2K (glycols) fluniligr iR H MM AR & ¢ (PEG) HEGRL ;T ek
DRER AN ¥ A s S HED I, ALRE A A AT T ST BRI RO e L RO A
BERRER B IR Sl s HAERR B Bl s Ve s A8 (Lycopodium) 3 — A AT BYCREE i 457
AEROSIL® 200 (W. R. Grace Co, Baltimore, MD) i1 CAB-0- SILL® (CabotCo. of Boston,
MA) sFIHEGREW . ARCAFFRAWAEW T LIS HEZ) 0. 1 2245 5 HiE % KEE .
[0202] A3 0 B U S A0 46 IR S — 44k ik CAB-0- STL® (Cabot Co. of Boston, MA) #il
NGO A & EFERET AT HEAE R A8 K P FD&C G Rl FEVF T K44 b
BRI K ANES 1 FD&C Bk, Fea e UL SR VR G0 (U A2l ik 4 AKHS ot e R IR B 22 58 4
JE KA B, 7= A BRI AN TE A Ao YRR F5 A9 17K SRS AE ) H 42 BT
RARFT R = AR A PR B (AL & W0 1) & R &4, ) a0 3 A R K A R PR . 9 50 0 6
FEB L FLBE CH R W B R  H R N T BEE , 6) dBRs R R S n 3H . A 08 1 FLAR A
F56 BH R BT Rz A1 AR T T TR 2 R 1 ) 4610 2 3R AR £ 4 L A T T L 9 PR
( TWEEN® 20) 34 24 L ALRE BT S0 BRI 80 (TWEEN® 80) MUt = ZEhik. B
A A3 BT A 2 R JR 4T 4 22 RS S T I Ik PR B R L BT P A B I 2 TR SR 4T 4 22l
(sodiumcarbomethylcellulose) F2 N %k I IE A1 4E 2128 LML BE b o By JES 5006055 H
X FRRE 2R R PR AR MO R IR R IR AT S 2K R (benzoic add) 28 FIERAN AT o JE VR 574,
FETN B A IR PR IR 2 /K WL AR I R R I8 . — I SR H R MR R R AR O+ e SRk
B ARGl AR SREAORE R o LR A A B AR A AR B S48 R AT A il R R
Mo ANREIEFT BRI A IR . S Ak 1 U B HE ok 19 U Ak PR o
[0203] NP, VF 2 BUANIR L5 n] LLEA 2R Dhfe, H 2 AE R —H5H) 5
[0204] AL TF 1 254 205 9 w] LAC ) oAy s ol v 550 S 3] T L WG o B 1) L e
R 22 H i B EE A R ) BB AR R R BRI A A R s A i ) T 52 1 IR AR
FHAELLE i 0 335 0k 8 i EX 40 T B0 A AT AR 3P 3 2 e 7 AN 52 8 100 TR A B 55 352 Wi P s o) v
o WEEAAAFEAEAPR T HE TR 5 W < /K A% TR 25 I I 8 e 2 A SR RN PR T 4 22 1k
B2ME (cellulose acetatephthalate) . HHACHy 72 Bl A< AL H () H i) v 71, 2ew] LA & T
15 A NP B RE BR IR f e T4 Ak o A A 7 37 KOS M o v 2 B
MRS EE . MO EREEAR TROETAR RPEAHARZN KL
4000 M ZBRET AR PAIR R . MR A it B ACH R —RRRR k. 2l lid 2 T
— A He 08 ER )2 0 Hs i o), A ER R A s AR (press—coated) Jfllsli 4K
(dry—coated) .
[0205] 3Rl RS mT DA HEOR IR | &5 i BORURE T =X 03 PR i 23 B il 46 B30 AR S IR 1 — 8K
LR AR IE A CRLESRE-S 7)) RS R ) ARSI/ 8Os ()) —
)28 o A TR G ) £ PELUgS Py 70 RH B SR TR )s h oe  H
[0206] AL FFI 252 5 4 R LUC i) DAy 3¢ s 3 551 el el Jleg 551, HL T DL B IR S TR 2L 4T
YEZ VTR BB RS A% o Ao B IR R AR O T H AR IR (dry—filled capsule,
DFC) , H: t WA 8B4 Al e, — DNEAE 71—~ b, BRI 58 A M A S8 0 P i 73 o 3 1P RS 9 551
(soft elastic capsule,SEC) sE#KHIBRAR K FE, 19 W1 B e 7e , Ak i A H il (L B el
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AR 22 JOBE M G 2E o BT ik 3 B e 52 ] LA 7 S 35 AR (B S A AR o 53 IR B s ) A AR
SCAIA PR TS 26, 0, 5% 0T 0 5K A PR R JE RN SR i oK AR R Y B A L AL PR . AR SCHR AR I 1
2 [i] AR [ A 2R ] DA T Rec B b o 0 P R AR 2 ] A 5] 200, 58 o T TR 4 RELAA) ¥ B
H v =S P R VR R R o A I SR VR ) I 3 T DA 6 [E 5 )5S 4, 328, 245
4,409, 239 F1 4, 410, 545 5 R £ o WASTIEE AN 53 B 1, 3 ] DAL AR 357 L& 24
BRAE R T 1 A3 B A o

[0207] AT FFI 25 4A 0 nT LA DLV AR [ 450 8L () TR QBRI , A48 L7 VT
TR AR < Tt RO 50 o FLIAAE PIAH R GE, Sorp— B i LN R IR e 2 0 BT 50— Rl
Parp, T DUZ K AL B ALK o LA AT UALEE 25 25 v] 52 IR 4R /K MR B30 711) LA 3R
B Jg ) o VR ARTRI AT AL HE 24 2 mT 52 IRy B @ h R 97 3R o Bt R /KB mT DAL 2 27 mT e 2
(IR, 19 AR e R 1) — (AIRSbe 2 ) 4l (ORIE“ARR” Fa & 1 A1 6 2[R ik I+
HIBERE”) , Bl Ll — 240l (acetaldehyde diethyl acetal) ;FIEAH —PEKEZNFRER
IRV PR ST A9 a0 T AN O o TR P 11 3 T R K B I B 22 pE (49
WRERE ) BIMRAEKESL IF HIEnT LA B R A TR BL, ) an 58 £ — B v IR
Al LU 78 2 B 2 2 T e 2 R R ik (oK ) #ake, LR T 45 2577 (il &

[0208]  HLAA FH P 2 ] AR5 B A FR (H AN PR T2 A S0 28 T3 T e o — e 5
PRI H - BB - Wi dk — i (alkylene glycol) (4§ 1,2- — AR L. — HiEE —H
Mk — H I — R DU H B — KSR L R -350- IR SR O I -550- —HIBE R L
Fig —750— — HIlE (Hrr 350,550 1750 $i5 ik B & R B 18 ) ) HIRAE, X et
TR AT AR — A — el 2 e A ) 0 an T 2R 2R AR 28 (BHT) T JE A0 2 4 A ok
(BHA) & & FERNBE AR BRI S8 SN OO R I AR DTSR M R
SERIR LB IR | PR R A R AR AR R B DN R R L N A2 R R
[0209]  ASCAFFI AT DRI 24 &40 m] LLCLIR BRI (micel le) ERBR K
RARTEAIEEE . BRAGHA ] DA% L LR 6, 350, 458 5 IR o

[0210] AL FFII 2P AA ) mT LABC i) A 15 4 7 2 R 4 551 28 1 A v I Bt s SR 511)
R o ARV FURL T B3 AR AT FH P 24 27 ] 42 52 1R 28 PR R TR 50 vT LA AR 511) L 15 it
FHVFHENR R o 0 SR 700 B SR A8 FH PRy 24 2 Ml 8 52 TRy 8 A R 2 71 wT DA 6 LR R —
FACHR R -

[0211]  FEEFFITREBRFFI AT LLH T LA ERTA B 8

[0212]  ASC I 25205 ) n] DG il st e BRI BY, A 46 A 3R L B4 bk #2461
AR 1) R R A RETEOE 2K

[0213]  ARSCAFF RSP G YT ULS ASE T U 96 7 /R ) oAt 3 14 e 73 B S 6h 78
FHAVE R i (B0 drotrecogin—a FEALAT IR ) FERIEC K.

[0214]  B. dEE miEes 2y

[0215]  ASCAFFI WA -G Y AT U 5 g s A AR S i i ss 25, H TR
BB, WA A, AE B W TE 25 25 60 R85 K N BRI P LB P L0 B N L R TE
P JRE P PP UL PN T Y RS TR 25 24

[0216] AT AHRI A G0 ] LLLLIE T-9F B W18 25 25 K AR (T 50 B BC i, B ik 1) R A0 45
TR TR AT FLIR B T B AR K 4 K 2R 0 R T S T R T R )
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BRI EA T B i) 2 n] DURYE 25 2= AU R R N G A i) U7 2=l 26 (20
Remington :The Science andPractice of Pharmacy, [d] %) .

[0217] = EAEE Wi A A GV n] AL RS — 802 P2 28 v] 352 19 BRI
PPN R (B N R/ N B =7 NN @ 728 = NN | 7 G B = NN 3 € = 7 e o KN K /I = B |51
77 FE3 3500 e ) A AR B SR L S ) SR B AR TR R SRR IR ) By Ak 3R AR 2 R 1
A BT 455 ) (complexing agents) \HE# ) (sequestering agent) BUE & 7
(chelating agents) JAIAIRY ) ET IR (Lyoprotectant) AR F . pH I 15 51 F0 4 1tk
k.

[0218] A& /K MEIZ 8 AR FRE AR T 2K #hK A3 2R /K sl R th 22 b 2h 7K (PBS) V&L
A Y SRR PRR PV SRR S A T B S VAR I TR /KT 5 VR A T R R L R B AR A Gy
S AR K MEIZ B A FR(H AN PR T AE A Y 0 AN F5 2 9 B R S K A AT Yol S RO o
FEAZ - TEART i 2R 2K S AR ) S 5 3 RS e i R I =R &
FERFFiH o KRS S B A B EA R T OB 1,3~ T R SR B (BluR L R
300 FNEE L B 400) TN - H¥H  N- FIE —2— mbng Be i — AR 3 SRR — AR 2RI
[0219] A IE WIHT B BT B A B FEE AR T8 B8 ok il 28 I 0T B N R 2 R
IR (p-hydroxybenzates) F1HEHITA BE B0 & « R0 &UEE R &L L JE I < 7 G A T4 B8
FLALER o GG S BFE AR T 208N H R s &G b sm e Fs (e A B+
IR TR TR IR 26 o A& BTSRRI AS SCHEAR (1) 0 28, A0, 558 Vo 1 S b FH AR AR IR » &
T 1) S 8 PR TSR 0, AR AN PR 1 3R PR 5 R Rl A2 1) BB BSR4 BEGR A A SCHE IR I AR £
FLRE R AL A 4 20 RN 2 R R AT e B RUR SR e i o A 18 I LA R LR A SRR
[RGB A0 £ 0 (L AL BE Tt I 20 H) R PR IR 2% 40 0 (L AR Tt I 2Ry R B 80 ATy R =
CWENE . A R S A VAT EA PR T EDTA. &3E 0 pH A5 FIE R EARR T4 4
Al BRI TR R AL . SEEA R AR (E AR TEOMIRS, G o« — FRRIKS S B — B8
Wi FRAFE - B - FRORIDRS T IEBRME - B — FOMURS AT LB MK 7- B - AWK (CAPTISOL®,
CyDex, Lenexa, KS) o

[0220]  ASCAFFHIA -G LA HIH T — 2 HEn 2. B FIEGIFHIEE T %
RTINS =1 8- e A | e | = 7B = i | DA s e T e | = W el 7 SO OB B P
AU KA T S5 B R, I e T TR 28R TR Y

[0221]  FE—ASEHE T b, ik 259 A -G W b BT B s oR . 78— AN SE it 7
i, Fridk 25 -G W R O A AT H IS LR B IR B TR T o, ARG R
MBS F o 78— ASEHE 77 mh, Frid 259 A -G o0 B R sR &5 75—
NS TT S, Bk 25 W 4 -G e A AR AT AT S Bk S IR BT B AN e AR
N—ANSEJE T b, A -G s oA B e s 3L -

[0222]  ASC A FFII 25 206 4 n] DG il st Re BRI B, 46 B3R L R4 i L4l
AR 1) IR AR TEOE 2K

[0223]  JiT iR 25420 G mT LAIC i) jse Ve A7) < [ A 2f [ 4 B3 ik 7 M A, FH T AE AN
XA e (depot) 4 2he FE—SEHETT S, ASCA T 25 A& P 53 a1 ] 4 P 25 5
(solid inner matrix) A, H A TAREAEE L2946 903 i3 e Rl o 9 5o it 1)
HMNZEFRE VI

44



CN 101835761 A WO B 31/52 T

[0224]  GId 2 PTG R P NG IR TS 38 TR BE TG R T I8 S B R M B ) R
LI IEIEIRJE e BRI BN 2K R & fE (polyethyleneterephthalate)  RIRIRIL
BRR G BRTH BT G RO O - BER OIG Ba I W) g e 38 — Pk hk
UE TR DR R B 2R ) S /K SR -G (TR A TR AP PP 5 TR s T2 P S PR 7 R 2 ) IR Dl AT K
IR GG TEFNAT IR B0 3 7K S (1) SR R R L0 g o

[0225]  AIEMIAMNEREARER O RN 0 / WIHILERD . O / WIGHTR CRRIL
ZW) . I ) BEIR CIGTRIL R I R PR A TR SR LA BA L
i R IR GBE IR SR TR LR Y) I — S L0 SRR N R IR & MR B R
(ionomer polyethyleneterephthalate) . ] FE#gle GBS O0G / CIGEESLERY) . O
/ BEIR LAGlE /| LIGTE = eI MM L0 /| LI E 5 CREIL R o

[0226] C. JAEl4s 2y

[0227]  ARICATFFHIZWA G W] LR 2 25 2 Bk fL (orifice) BOMME. WA
H, B2 a5 (W) S5 (conjuctival) AN RN VIR H iE )7 & BH1E . R iE
(uretheral) WK FI H 745 25 .

[0228] AL AFFRIZGWA G YT LIS IE T8 1 R &84 5 4E I R 8025 25 14T
Ry F Y, A HE L) TR B FLE R R K BT BB F) (ointment)  $D K
(dusting powder) \HEURL Bl 5 PEF0 TR ETR BT RIS VIR S S o pEF
ZER AR TR I L BRI SR o AR ST T I 25900 416400 04 3 il 3503 mT A4 i Ak ISR
ER K RGN IR S

[0220] I 5 78 A L2 1R Jr A8 i) 501 A A R ) 24 2 ] R 52 R AR AR T ) A RS AR AN PR T
IKYEIB R IKIRE B B AR AR K IS MR B AR K B s 7 5907 J8 551 A e 51 5§
fig BB SIS G2 R PR RIS RRIE R Bk AR 43 ORI B LA N S5
) HE R B 30 BB AR AR ORI R T LR A S AR SR A T

[0230]  Z5WZH & Wyikm] LIdE S L2 AL B VBT A RS 3B NJTVE (phonophoresis) |
#7233 (sonophoresis) F1 & 4 &1 8% 76 &1 33 % (45 L1 POWDERJECT™ (Chiron Corp,
Emeryville,CA) I BIOJECT™ (BiojectMedical Technologies Inc,Tualatin,OR)) K Jaiff
.

[0231] AT B 25 A6 W nT DLBC il 24 308 57 08 VR BRI K e . & 38 1)
B 12 HAR B R T BUR B B, BRG] 40 T 2R RS T (benzomated  lard)  HIUHE
TH AR SRR LA ) 9 1 L AR AT S AL BB A, 91 i S KA TG A IR R 2R el T
(hydroxystearin sulfate) FIT/KFEFNG ; /KAl R H (water—removable) 1& Z44&,
WISEIKBCE F s ARG B s 800k, WA R 2+ EN R L R ILR0E 38Uk, K
W/0) FLsoKm (O/W) FLF, AT/ FElE IR H s E B IR IER (=W
Remington :The Science and Practice of Pharmacy, [F] | ). Xz 2227, (H 2
— T B NPT AL T ) o

[0232] A WIFLE RO /KA MBGHEK. FLERISEART] R KR, H&H
JAH FLAGTRI AT KA o AR A PR N7 A, He— A dE ML AR IR 7 B, 401 75 Je B Bk
T \BERE . HAR AN R, (H KA TE & 72 AR FR F kAl , H—&A R FLE R
I A R LA TR AT A S B - 28 2 1 PR R B R 5 3R T T ) S 3 v P R e
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TR
[0233] ?E%ES‘?%'J%J*M&?%%W%% PR I ) 25 AT Bk A2 B 3l oy AT AR B MR
WA RIAPUR 7 7o 38 A BB AL A5, A TA A B 2R 5 0, W - e R EE IR I e

Carbopol® ,?JUKH"/\%JID RN OI TR O - REAENIGIL R AR SR A g =R
G, WRNEARER R LEAY R RN EF R R AR —FRBNETES 4=
R SE AT 2 22 s IS, Ao PR AN B S I s TR R s R IR e o A T W46 380 S IR e mT s
3 BGRIG a0 2T 8 H i, BXOnT 0 B LRI S RN/ R R A U B
[0234]  ASCOFF I 259 404 mT LARR T BB AR 50 A 57 Ve 550 B B AT 570 R 371 B
SR} LB 51 A SR 2 24 AR TR VL) LR YRR | 4 IR YRR W 5
) B i R X L P b PR T b B T b R 3 R 45 2. AT 4 W0 7E Remington :The
Science and Practice ofPharmacy ( [A]_t ) HETHEIR R HL 7 V2ol A =i Hesm) 7Y
[0235] B W 3 PR A4 R F0 B T A2 751 0 FH T4 N30 S PR L IR [ A, JCAE 33 R R [ 4
AR AR N FE A B A DA FL R TBUS T8 1 53 o A8 LI A 3510 R0 S A 5 A A 1 242 B ]
F 52 0 6 L T B B PR A AL 3R], 4 PR S i BlUE Bk 5 A SO A T 29 A S i
%Jﬁﬁéﬁzi&fi?ﬁﬂﬂ%%ﬁ s S U AR SC AT REIR BT AL T S AR BR A S A AR AR R A
o EHEMBEABFEEART, 7 A E (cocoa butter) (W[ H[H (theobroma oil)), H
/Elﬂ—ﬁﬂﬁx\%&aﬁﬁ (RO W) oty A7 AR i | K I 1R Y 2 —oF = H i A
(1138 TR G K B W B IR BT LR IR IR L8 B NI IR 5 H Ak B . wI 4 A 5
BEARA G o BP0 A A 50 R T8 e s 1) 77 7 A S8 i 5 o L A )R 9 T A )
(LR E &2 2g 32 3g.
[0236]  ASC I 29 20 A 0T LSRR TR TR S OB TR LI TR st B 1R s 1)«
TH ORI HR S AR AN )7 R IR 45 2
[0237]  ASCATFIIZH4 -G n] 48 B N B0 ok BN 25 24 R 0PI T o« 25025 mT Rk
ek S A R 1,1, 1, 2- DU Zkeek 1, 1,1, 2,3, 3, 3— LR A B4 A B i oA S 5557
SRR 3, F T8I0 PR 28 35 30 T8 2 2 S5 A i A ) HEL AL A T 2 ol s 40 55 1)
ZEALEE BB RS (nebulizer) SRiBE. 9G] B kel 5 W Pk 20 A an LBk sl i e
HAEHIIH TN R TSR X T SN A, 20 T EFE A kG 650, A E 5
FERE BRI o
[0238]  FHTAEMNH (2825 I8 W W55 2 2510 2% BBV 25 70 5 FH 1037 v 5] Bl i g 7] ] A i
HR & A LB K CFEBUH 50 B B9 S BUGORE A SC A T3 MR R o R & R AR
VEREE TR s F0 / SR I PEFR a0 20 K L AL RE B — S ER IE v BR B S FLIR
[0239] W] AR ST A T 25 A ok A A O I IR N 3 2 1 RST, T2 50 K EX
S/, B 10 BOKESE /N o AT AT AR STUIBE AR N 52 U0 PR 187 7 25 G B e Wt ST A B L AL
PR VSE ERifF B8 | 12 e 4 K AHOR PR i S AE A D7 v« o S ) SR AL B35 25 J ol dfl) 2% I 2 R~ 1
IR o
[0240]  FHT-AEMR N 25 BN 385 A3 FH PR Je 2 511) v, B8 011 24 18 ] 40 B HU A 25 AR ST I I
A EW IR ARIREY) s 18 A W0k RS ST LM BEE R T BT - R R H
T I B IR IR B . FUBE AT N JEK BN — KA. HEIEA MR sE R s A
JHE R TET 67 26 00 22 250 L A A BRI SRR L RERE A R . TR / BN AL
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NI AL G AT 1E— 30 AL G 18 (8 U8 R 51 Ay T AR 2 ey Ji, S 7 ) G B S mlopl
KN

[0241]  F TSR 25 25 AR SC 2 I 250 406 0 ] BB i) oAy JHORE 1Y 8GR 1), A0 366 3R | ¢
G Ik A5 o B R AR AR T

[0242]  D. %

[0243] AR AT I -A YT BCHI 9 TR AL o AR SO AT “ AR 424 LAAH ]
IRARES 2, FErb o T ROy (PR TR B B S TR Y AN R BRI o DR A 4 A
IRRETBOR Y B8 28 | AR T Y o7 SR TS 28 e ) 28 42 i) R ) 28 okt
TR O R R PR THORE TR 2R AR [ R TSGR 2R L A AR TG R S S B ) AR o m g AR Al b
AN 572 TR0 22 Pl T 18 2 7 V2 whill & TR SR Y I 25 A0 5400, T v & R0 v B R EL
AN PR T 255 4 RS TR 28 VB B 5 RS T £ 22 THORL 428 RS TR T 48« 18 1 AC H b T W s
HAC 2 TR IR G R S LA o 35 1 53 IRV TB0IEE 2 b W] 3 ik SO v P 4 TR R
FERZ WIS (polymorphorism) RiF .

[0244] I B 1) SE A9 A0 45 (H AN BR T 78 56 B L R 5 3, 845, 770 53, 916, 899 33, 536, 809 ;
3,598,123 ;4, 008, 719 ;5,674,533 ;5, 059, 595 ;5, 591, 767 ;5, 120, 548 ;5, 073, 543 ;
5,639,476 ;5, 354, 556 ;5, 639, 480 ;5, 733, 566 ;5, 739, 108 ;5,891,474 ;5, 922, 356 ;
5,972,891 ;5, 980, 945 ;5, 993, 855 ;6, 045, 830 ;6, 087, 324 ;6, 113, 943 ;6, 197, 350 ;
6, 248, 363 ;6, 264, 970 ;6, 267, 981 ;6, 376, 461 ;6, 419, 961 ;6, 589, 548 ;6, 613, 358 ; KX
6,699, 500 5 TR AR LE

[0245] 1. ZEUIERE B &

[0246]  A] A5 FH A A AN 3 O A0 R 35 4% iR B 48 R A SC > FH I 25 H 5 )
HIAREAL (20, Takada 25 N\, “Encyclopedia of Controlled DrugDelivery”, i 2 %,
Mathiowitz 4R#E, Wiley, 1999) .

[0247]  FE— NS 7 G2, A AT AR 3 5152 28 SR 7l A5 SC 8 T IR 250 46 0 1D TRDRE 571
Y, B vl AR il R T 15 2% A2 T K B2 IR 1 AR BRI SR R SR A4 B 4G G R G R R AR
AEAE IR AW AT R 2 BERT B (A

[0248] W] FH T T8 e n] AR 1 25 5 K0 40 S A0 46 (ELAS PR T FR 5 5 7 R B L 4 e B I e 5 ==
ZHE RIS (gum agar) TRz R  HIRE AR e « SRR 52 10 9 BRI « A SRS« BRIV I
T USRI A S S VERD S AR N 22 2K s oK AR G SR i R n ORI R R B
RN ZBENG s AR s IR E s A gE R i LA 45 (BO) VAR L4 45 (MEC) (R4
Y: 2= (OMC) - OMEC. J& LFEET 4R (HEC) (RN FRET 4 F (HPC) JERIR 4T 4k 2= (CA) IR 4T 4k
% (CP) T ERET 4 (CB) JBHIR T MR 4T 4E 2 (CAB) . CAP. CAT. RN ZE F I £F 4 & (HPMO) «
HPMCP . HPMCAS . [i; 2 fi 28 — R % T 56 AR 55 4F 4 %% (hydroxypropyl methyl cellulose
acetate trimellitate, HPMCAT) . Fll LB F L L FE 4T 455 (EHEC) 28 L JA g Be i ; 56
LIGTE RERTR CM Tl s H IR IR RS < 28 N ENG s NG TR s SEE NI IR B P JE T A 1R
(1324 (EUDRAGIT®. Rohm America. Inc. \Piscataway.NJ) ;28 ( RIEFFHE 2- &
LB s ERATHE L- R L- BE R B IL Y s v PRI AR - ST IRILERY
D= () =3- BRE TR ML EAHRAT A P EEAEIR T lE . FEEN AR TR 2R A
IR SR INIG IR O R FIEE VIR (2- —HIRR I L) B A IR G ( =23
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L) BREA I YR

[0249]  {EHE— PRSI T7 b, AN AR B S i 2 R BL I 29 AL G o 35 TR 75
fift oy U MR i, HLgs e Bl ysos s AR B R s & T HAEAN R
T TR A5 ) SRS AH AR T AN PR B, R 06 RGBT B T R
T2 P ENGIR e R P ENGIR T BE SR O B L NIGEIR Pl - 2
WIGHER P RIS ERY) . O — CIGFEERSIREEILERY) . O0d / WIGILERY) LG / WIRIR L BE3k
ZW, AL SEER OGS CM SRR AL IR A 2R PR & MR R
T B R ARG O /| CIRTEILRY) O / BEIR L IRls / LIRTE =R L /
ORI CTFILRY) R A LM HG B R e o BB (Y BN 28 = R & — 6 R ARG R
e 58 BRI AT IR B Ik BR B AL R s SR B AU SRR LT YR (B IR AT 4R 2 AT SR A
FIAZ TR 73 K R SRR TR SR TR R T 107 e A 0 2 C2 D A s 7l e R ek =5 o
[0250]  FEILFIERE R, v LSS PUH B sh ) 4%, Blin g AT H SR G IR 0L R
GRSV /B TR (R B I T R 5 R A W ) B2 A ) ) HAR R
A AR o

[0251]  ASC A FFI 25419 B TRDRE SRR w] DLE 1 AR AR N o AN 7 v 4%,
IR T7 A LB He il i B VA R R ST Hs i) R R AR ST Hs il o

[0252] 2. BiE{ER %

[0253] AL AHRIZIWAS YRR LT B EER RS (A RERE W=
ARG AKFRIER A (AMT) F1EF RS (extruding core system, ECS)) K&ME. EH, AT
RS BHA 2 DA () SA MRS, A () BESR AR 2 — e
FVRR I B o T ~F 32 W48 o) K NASE FH B A PR BA 5 1 S BN 5 DA I % AT 250 A s
FRE I

[0254] [ TIEPERL S LR, BB 48 BT I AL F5 2 IE 7], L7 AR Al 7K A F R BE 1)
WA RSB RS )T o BIEFIN— SRR TR SRR G, SLEW R “BEREW”
FOKEERS”, AAFAHAR T35 K S FIN IR TR ZE -G, 2 BE 0 W RS R AL &0 (PEO) |
KL (PEG) RN _FE (PPG) B ( FEENMGTIR 2- A IR ) RINGTIR B T AN
B2\ BR LIGAEE HEl (PVP) ATHR PVP LB &I (PVA) JPVA/PVP 3LEEH) \PVA/PVP 5 G /K H Ak
8] Gt B 55 TR s TR P SRV IS R £ 0 R 1) R 0 57 R B PRO ik B 119 SR 7K 28 U BiE  AC BOR P
AU R AN R LAY R HEC) RN A 4R (HPO) RN L4 5 (HPMO)
PR (OMC) AR LA 43 (CEC) VEERREN IR AE . IR o SR e AR 3 L BRI
KL

[0255]  BiEFIK D) — KRB (osmogen) , HREWE WK /K LS HRES 41 i A0AK JE [ (17205 &
FREE . A& A IR AL RE AN R T AL &, 491 it PR Bk - LA 86 L S 5 L S s LA L Bt
PR IR BT DR R B AR B2 A D PR B . SUAL BRI R B 5 W 091 A e e  SROB L s B L UL
B FLRE 22200 ER I B R L A T U R A RE B A VLR, ) AN BT ER I
KPR E LR TR SRR % R AR C R O VU GRS 2R A 2R T
12 (p—tolunesulfonic acid) HEFARRFIE AR ;K 25 s FIHIR AW,

[0256]  AN[RIAS fiF s 26 113233 1 W] LA T 52 00 3% M R o AR 2R rb R 38 ()T B2 . A3l
JoE JERE W Mannogeme EZ (SPT Pharma, Lewes, DE) A XA T-ERT PRI/ IR S [R) SR AR B PR 1Y
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Tef3 326 DAV b 7= AR TR IR vy VR 5 T 0 T St A e 45 b R 00l 4 i DA 8 K ) i ) ] B
YEFF BT BB VR FH BT o AR D01 5 395 T e 7 DAEA A A Qs A R (809 2 ok
I3 Y R ZE R

[0257] Pkt ] LA 435 A SCRE IR R/ 22 Fof At T2 70 0 28 1 A K 5 7] 28 Py 12 e it
Fer e MBI N T

[0258] W] FI T 71 Bt 32 M 1) 40 o A 56 25 b S 0 KD TR I BR W T I A B IR 25
(vinyls) K SR WEIG SRR AN AT 4E R AT AN, AR A FH A AHOC I pH T S2 /K A2 I IR ZK A
ALV, B0 5 Tl A2 (st ) K KA . T T AR 1A 18 1
AW S L FE GRS R AR LR A4 5% (CA) LR AR . — LIRA Y
FONIR CAVISIRAT Y2 CFR T FRET4E 25 (CAB) VR I R LG CA. CAP. & 3 R FF G CA.
BEIAMR CA LI M2 —FRET Yk 3% (CAT) \ —HIIEE A LR CAVIR IR L 1E CAVRLLTR CAVHR &
Mg CATE R FF s CATEETR T M CA X FR KT IR IR CA SIRIG . — SR ELREVER  LTR B Hi
FRE =L B IR TR O O RIS I = LR R 24k (hydroxlated) LM
fits i Z 75 W5 EC. PEG. PPG. PEG/PPG F£E84) . PVP . HEC. HPC. CMC. CMEC. HPMC. HPMCP . HPMCAS .
HPMCAT « 26 A 45 12 T 7 DA K B PP 5 TR s T PN G A S SR B T A TE R I RS L 72 5%
B BH S B0 s SRR RN SR BEIN L SRR Ll s R ik &0 B AR B ANE L R AR
G B o

[0250]  ~iEBIE AT LIS2 BK TR ALIE, JL P Brid FLIEAS b AAIE 78 9F AR K R B
W, (H2 A0 K 289, s B & R 5, 798, 119 S i JF ). Frid s K H w] 3% i 7K 2%
VR B A & BK B S W A8 58 O NI R DU 3R &0 R NG IR AT 2B 38
MoK\ R RN SR 2K &M B Al L0 R — 9 L0 BR LI B FITRE | AN I Al et
[0260] 3N b i ik £L AT DOE I AU O FLAE AR J5 T . 1B FLIE mT LLdE i 5
TR AV 1 4 B ) 2 B3l ek 65 P T 1 P B2 R A s o PO R 2 T A SR AL T A BEAE, i3 AL
A LAE A I R P i, indE A TR E LRI 5, 612, 059 i 5, 698, 220 5 H 2R AL A
IR IBEALA LT .

[0261] BTV P i 2 TR ek FRORE TR 3 ] AE AR b p 2 g 6 1 ) R LR 6 L B ) 4
A% FL R BCR RN BRI .

[0262]  yBIE IR  2A A- ] Ltk — DA FE AR SCHER 1) 55 41 1 FUR T 771 Bl 2
A LA 550 i 1 Be Bl T

[0263] By ik 537 45 R 50 B4 w] DAAR 3 A G B AR N 5 B 0 ) R i R il & (2
I, Remington :The Science and Practice of Pharmacy, [ I ) ;Santus Fl Baker,
J Controlled Release 1995,35,1-21 ;Verma Z& A, DrugDevelopment and Industrial
Pharmacy 2000, 26,695-708 ;Verma 2 A, J. Controlled Release 2002,79,7-27) o

[0264]  EFELLSTIE T R, AN S0 TR A -G P B A AMT $20RE 55 28, oA Hifs
AR JAERT RIS IE B, ik S8 vE e A e 2527 BT R IO sldi k. 2056 1
LR 5,612,059 SFI WO 2002/17918, AMT FRE5 AL AT LIARPE AGTIRE AR 52 AN 5
PSR eY L5 Nl S SR AN =i 3 A I N w1 VATl W b= a 7 S

[0265]  {EFELLSIIE Ty R, AN S0 IR 4G W) B A ESC $20RE 55 A, oA HR s A,
A HNBIE R, Tl O AL S G M B o) B s S TR AT Y e 22 T e 52 MR T 77 sl gl Ak o
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[0266] 3. AR B

[0267]  RREFRIAL ()AL A FF I 2 A& W) mT LA e 2 TR P8 R e %, LA KBk 1
WURE BN M, BTSN 10 um 224 3mm, 29 50 um 2 2 2. 5mm 82 100 b m £ 2] 1mm.
s 7 O RIS i DU N B 507 N/ NS/ W 1110 0l G 1 B M 1 B g il VAN 710 & SR 7 N
FEVE AR B A ) R BOR P AZ R ®) %o 2 W, #9140, Multiparticulate Oral Drug
Delivery ;MarcelDekker :1994 ; il Pharmaceutical Pelletization Technology ;Marcel
Dekker :1989,

[0268] W] LU A SCHEIA (1) H & W ) B ik 5 BT ik 25 406 0 iR & LLES By in T AR i
ZhkE o 7 ARk AT LA B R 2 Bk ¢ BT LA ER 22 I A e an i A< B A )
(enteric polymer) \JKT] A FIKEE I ER G WA Jridk 2 fok w] LLIE— 20 0 T e 3711
PR

[0269] 4. R f&iH

[0270]  ASCA T34 -G Wi v] ARG il LA o) 9 6 97 A % 5 R IRy 2 2R, 52 1k
ol At DX 38, ARG I T IR AR B A B A 41 i (resealederythrocyte) FlHT A [ i
HRY. LU HEARE T E LR 6, 316, 652 ;6, 274, 552 36, 271, 359 36, 253, 872 ;
6, 139, 865 ;6,131,570 ;6, 120, 751 ;6, 071, 495 ;6, 060, 082 ;6, 048, 736 ;6, 039, 975 ;
6, 004, 534 ;5, 985, 307 ;5, 972, 366 ;5, 900, 252 ;5, 840, 674 ;5, 759, 542 ;F1 5, 709, 874 5,
[0271]  A¥FH 4v:

[0272]  AFF T ¥R9T TP BREE AR I Na' T8 /1 T IR0 AE (1) — B PRI 73, Bk 77 7%
AL ) HAT BOPRSE LA R RE R0 B 25 2536 97 1 R AR SC A T B4 & ) sl 3L 24 2 m)
X ER S FM BT 2

[0273] RSy Zeb, VAT TSI BUGR f O B (R BRI BREAT e afiL T/ B i 11
W Na"™ 38T 1] 2 ff AT e ((HAN PR IR S8he ) 19—l el 2 FietR i 7 v, Brik 7y 4
FLHELE 25097 A R AR SCA TG P BRI 25 2 ] 8 52 1) 36 S R A BT 24 0 “ Lo B
[PPRER A FEAH AN PR T, U0 550 R PP SR S R O I 0 VTRV o TR B M B AT
[PIRE AR AL FEARANRR T, i 2+ 25 46 TH: 25078 490 G It e B0 R M A 5~ AR ARG A PR AER L 2K 1
A AT o

[0274] ALY RA SRS A Na BEN SHRWER X % (B3EAZL) W75,
BUATE & S T IR E R G Y S7 SRS 1R 7 ¥ 5 T T VA A ) X R 45 25 0T A AR I
AT s TGP B 25 25 T B2 16 3h VS I BRAT 24 5 DATE At v6 97 9 TR) SE IR 5 AH
N AE R 25 6 48 A A P AH LL o 16 B A6 A A B AC ) ) IR AP R A PR TR 22 5
[0275]  TEFELCSTHE 7 S, SAHMN AR R A7 2 & AL G YA L, A SCHT A T AL &4
AR B A IR Z2 5 b TR T2 5% KT 10% K T4 20% K T4
30% . K T4 40% 8Kk T4 50% .

[0276]  ASCAFFHRTT RA SRS A Na lE N SHOWER X % (BFEAZL) W5,
BT 5 S BT IR E IR G A D7 SR S0 0 1R 7 32 5 I 7 VA AL ) X R 45 20T A AR I
ARSI TGP B 25 25 T B2 1 3 IS AL BT 24 5 UK S A N AR R A7 R 4R
1AL AP AH BE B & A7 18 BT IR AL & ) 1601 2 T2 7K1 364 sl B 5457 57 = 16 B iR AL &4
1) 22 2D — A ()1 35 1 R A9 o
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[0277]  EFELLSTIE Ty b, SAHMN KFEFAL R S AL G YA L, ASCA T &
MR ACEIE M T K T4 5% K T2 10% K T4 20% K T4 30% K T2 40 % 50K
T4 50% .

[0278]  FERLACST 7 Srb, SAHMN AR FIAL 37 SR AL S WAH L, AR SCA T AL &9 11
AU P13 R APk T R T2 5% K T4 10% K T24520% K T4930% KT8
40 % B K149 50% .

[0279] AT S W sk AR I 2 AP A B Li %8 A (RapidCommunications
in Mass Spectrometry 2005, 19,1943-1950) HEiA [ 75 =00 & ,

[0280] A SCATFIATT B BCMSE A I Na" BN S HFRIERRT % (R A K5,
BYATE 5 S T IR E R G A 7 e 1R 7 3% 5 T T VAL ) X R 45 25 0T T A AR I
AL TG P B 25 2 T 2 K 3 A R AR D BT 24 5 DAESIAE V68 9T S 1R) S 5 AH B
AR AN R B RS VI T S 22 /b — Al g (5,38 P, BT A8 T [ i 28 P 300 1) B AT
B 22 /b — PP LU FR Pg BRI Bl R R 2 (1 4 Qs FAAIK

[0281] TR FL B W) AT S v 4l Ju 6055 P g [R] Bl 28 1) S50 461 4 46 E AN BR T CYP1AL. CYP1AZ2,
CYP1B1. CYP2A6. CYP2A13. CYP2B6. CYP2CS. CYP2C9. CYP2C18. CYP2C19. CYP2D6. CYP2E1 .
CYP2G1. CYP2J2. CYP2R1. CYP2S1. CYP3A4. CYP3A5. CYP3A5P1. CYP3A5P2, CYP3AT. CYP4A11,
CYP4B1. CYP4F2, CYPAF3. CYPAFS, CYP4F11. CYP4F12, CYP4X1. CYP4Z1. CYP5A1, CYP7AL,
CYP7B1.CYP8AL.CYPS8B1.CYP11A1.CYP11B1.CYPL11B2.CYP17.CYP19.CYP21.CYP24.CYP26A1 .
CYP26B1. CYP27A1. CYP27B1. CYP39. CYP46 Fll CYP51,

[0282] W FLBNAAT B o B i S A T [R) Ao 28 ) S 48] A0, K5 HLAN PR T MAO, T MAOg o

[0283]  fEFELLSII Ty, SAHMN FEFAL 2= E AL G YAH LG, ASCA T &0
MR P, B AL [FRR B B0 il b KT 29 5% K T4 10% K T4 20% KT
21 30% K T4 40% 8K T4 50% .

[0284] 4 MU 4 3 Py, A A B [ 90 %) @ i Ko % A (British Journal of
ClinicalPharmacology, 2000,49,343-351) [ 772 & . MAO, [RIFFAY R4 HiE i Weyler 25
A (J.Biol Chem. 1985, 260, 13199-13207) [ /7 V2= « MAO, [F] A 24 () #N i 1T Uebe lhack
%= N (Pharmacopsychiatry, 1998, 31, 187-192) 75 & .

[0285] AU TFIAYT B BCMSE A I Na" B N S HFRIERRT % (5 AZE) 5,
BUATE & S T IR E R G Y S7 SRS 1R 7 ¥ 5 T T VA A ) X R 45 25 0T A AR I
AL AL A P 25 2 nT B2 I 3 A R AR D BT 25 s DAZESAE Y8 97 S 1A) SR 5 AH B
AR FAL R E A DAL R 28 th 22/ b— P 28R IS 40 AR P, [FIAP Y AT
b

[0286] TR FL BN XT S h, 2 2 KK B 40 M €4 5% Pyso R RR Y (1) SE 491 40 K6 H AR T
CYP2C8. CYP2C9. CYP2C19 FIT CYP2D6

[0287]  FEFELLSTIE T b, SN KFEFAL R & £ G, ASCA T EME
H /b — M 2 A R I R4 ML 3R P g RIRF B R T A 5% K T4 10% . K T4
20% K T29 30% K T4) 40 % 5K T4 50% .

[0288] AU tA 3R Py, [FIFR AL O AQ VG MR ok SE o] 11 IR v & A AL B (R
b B R ek AT ik S5 12 0 13 F IR B 7 V0 B
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[0289] A SCATFIAYT BAT BebR5E HAT IR Na" I A S IFE A% (AR5 A38) 5,
BYAE 5y ST IR RE PR G A D7 eSS0 0 1R 7325 s Ik 7 VAL I X B 45 20T A AR I
Ao TG P el 25 27 n B2 I 3 i R AR ) Bl AT 2 5 DASE IR S A Y ) R R A7 2= 3 4
AL G AL 22 /b — PP G vt b 2 3 oG R 42 iR/ e AR R 2 rii o

[0200] U0 (1) 458 ) FH /S RE R Bk 1) 2% R ) S AL S AHAS PR T S5 A N AR R 32
LR A VA LE e v 2 B3 () 25 3 B e g I RD 3G 0 (RPSEmg (m 3 ) (i E 22 m e A (B4
HARR TR ) sl

[0201]  ARSCATFIAIT BAT BebR5E AT I Na" T8I A SIRTE A% (55 A28) 5,
BYATE 5 S5 T IR E R G A ST e 1R 7 ¥ 5 T T VA AL ) X B 45 25 V0T A AR I
AL T A P B 25 2 nT 2 I 3 A R A W BT 25 5 DASEER S Y 1 R R A7 3= 4
(1146 G VIAH B BSGE IR R VE A o C5C35 R IE P28 R/ o R e 1) 2 5 1R S 491 AL 455 (HLAS R
T SN FEFIAL R & RS DA EGE vt 2% 538 (R 25 S IS e s I 1R) 38 0 (R e 1) 1
) EEAEEEN (BREREARTHESMN) B,

[0202]  ASCATFIATT BAT SebR5E AT HG Na™ Sl A SIRE AT % (55 A38) 5,
BT 5 S T IR E R G A D7 SRR S 0 1R 7 3 5 Tk T VA AL ) X R 45 2507 A AR I
AL AL G P 25 2 nT B2 I 3 A R A P BT 25 5 LASEER S Y 1 R R A7 3= 3 4
(I AAE EL , BH A R B S0 S0 B 3R iR SO IR =B R R 2 A
[0203]  ASCATFIATT BAT BebR5E HATHG Na™ I A SIRE AT % (AR5 A38) 5,
BYAE &y ST IR RE PR G A D7 RS0 0 1R 77 32 s Tk 7 VA AL I X R 45 20T A AR I
AL TS P e 25 27 n B2 I 3 A R AR ) Bl AT 2 5 DS IR S A Y ) R R A7 22 3 4
KA EAH L, SRVEIRYT I Na™ 3 TE A3 BI0IE , [R50 B B AR AR 2 W PR IR AEE 1) R
2P A H L.

[0294] Wi ME IR DhRE LS s S L FR(HAN R T, WR IR Z LR (“ALTY) (ISR
R ((“SGPT”) VRA R EIE LW (“AST”E“SGOT”) JALT/AST LUAH | M i 47T
TRCPEREIRIG ( “ALP”) VZUKPHALER L v - B2 IkRE ( “GGTP”.“0 —GTP” H(“GGT”) |
Se R IRZIKEE ( “LAP”) HHER 8 AR AR HAZ 57 — A% E ER AN My 25 (A o
BIFIHE & 5 5 “Diagnostic and Laboratory Test Reference”, 2f 4 fit, Mosby, 1999 4%
BERTE B bRAE AT B IR BB T2 FH A 1R SE B S AR AR At Ty ST

[0205] AR ¥E VAT IR AN S A 00, AR SCAFFALG 4 m] LLd s O ik AE B lmiE (41
WL IR Y ER K IOV it )y (intracistemal) vEU BUEVE B FESTBHEN ) ()
AENIE B I EURE (FlanE el Rl ) 4525t keh 25, I HonT LU e il
B LA I8 IR B A 508 T RE PP s 250810 I 25 25 T 92 IR 8 0R A RS 200k — S L il
[0206]  ATIRFIETT LR RFR LA TERIRIBRLE 2510 — = = DU T N BOE 2 5 2 1K
o FTR IR B R W] BLLAF) & B T 20 24, B B A A 40 0. 1 222 1000 2 5
290.1 247500 Z 50 B2 0.5 24 100 2w KNG, IF Hoan R 88 s 00752, 4
BARTT A i & ] DUESHE R e G 2 .

[0207]  {EREAESIH Ty S, A ad BRI KPR R A kg A ATEZ 0. 01 2247 100mg (
Kmg/kg) EERZ 0. 01 £ 50mg/ kg FERZ) 0. 01 4 25mg/kg S EFRZ] 0. 05 £ 10mg/
kg, AT DADLE—SR BB 2 RG24 . Al R E /KPR LU RERZ) 0. 01 24 100mg/ kg
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FRZ0.05 22 50mg/kg BLEERZ 0. 1 22 10mg/kgo {EIX—JE [H W, Frdi il & ] L &
RA0.01 £220.1.2450.1 225 1. 0.4 1. 0 22 10 804 10 22 50mg/kg.

[0298] ZHE&VEIT

[0209] AL FFIALE IR T UL A] H 3697 T BUER i Na™ 1838 A 3 R 1 —
B PR I HLA 25 0 A0 A B A A o B3 AR R SEA, AR SCHER AL B0 2 — R3R9T 3%
J1n DUE 45 25400k e v (RIS B S ] s (0 BA RN VR TT 38, (H2 5 5 — 1R 51
A, X R BRI s b0 )

[0300] M HLAth 245500 A4 57 B0 24 4 ] LA IR T e~ 3 A P 1R e 42 R0 DA J A FH 1 & AR
SCAN TR G ) R I MBSO P Hb 25 25 o 2 A SC A AL A R — Bl 22 A Ath 25 45 [R] I A
FHBS, DS BR T AR SCA RIS CLANE & A SR A 2 i 25 A &), (BA 2 4
I PRI, AR ST FF 25 AL G DB FE BR A SC A AL G LU E & A — el 2 Al
T T A3 BB ST R KR L 25 A S

[0301]  7E— 85t 7y 0, RS0 FFBIAL-GHAT LA ARSI 0 i — B2 Al i@ 1 FH
WA 4G, P adh 4% 2 2 BEL O ) B AR AN R T < 2 U AR o B or 8 R HeE R
ZRHE B EHLSY L JE R HST L JE BEHL P R P HL P JeAHE L S e P B HEE L SR R
PP JE S DU HIAE K DR bR CHERLIA K SIS AR 7R L S AR R R R
E TS 1N 7 N

[0302] 74850t Ty Y, AR SCA T AL AT LLS A U0 1 — Pk 2 Fil B FHIT 7
HE, ik B BB FEEA PR T BT8R U ¥ 2K IR IR I 223 JK VR IR VR
M3 IR A0 22 385 7K BRI R RIS IR VRIS 2R S I WE IR AT RIS 2R AT ¥ R S S|P
IR R IR R FCIE IR B IR Vi T V8 /R AR 2R S DB IR S BRI IRV ZERI R 3L
FIE IR KPS IR s— BT IR A8 W0 IR AR 2R S Bz DL IR R R 4 b

[0303]  FERELLSIE T S, AR FFI AL A AT LA AR A 1) — Fh B 2 P AF IR I B
EAS R e 21 G T IR AiF PR IR B3O A PR P 0 B (H AN PR T« — AR H I G AN IR = 1L AL s B
AR 5 L AL 1 DU A IR 2= 5 DY e 18 . — A PR TR I N 2 T I I TR AR 6 A S e i DU A
P 7 BE I I8 VA R SR AR R T 158 VA R £ I A IR PP IR A PR S TN S I A TR S
T BRI AE R IR U

[0304]  FEIELLSTIE T S, A SO T I AT UL A4 R0 i — Fh Bk 2 Fi HMG—-CoA
R B HIF) (fhyT28) 4, Frid HMG—CoA i& JR BRI HIF (AhyT28) SIS EAR T (F
BT PEARANYT  FRARAN YT IS AR T SEARAN YT S DCARALY T 35 A T« 2 Ay TR = At
T

[0305]  FEHELESLE Ty 2, A0 TG AT LA ARSI A0 R B i A Rk
RALALREHDET) (ACE #IHIF]) 416, Pridk i 8 5 oK 3= F AL BN 55 (ACE #il57)) AR HEA
PR T s R AT AR AR o 5 M) 335 e ) B R ) s A ) D SR A
A8 N A 22 R BRI R R R | B R | S R A S R R R

[0306]  7EFELESLE Ty 2, A T HIAL-A AT LA ARSI 0 R — o B8 22 At /A R
EEPNHIFNLL A Frds i/ S M ARG A BR T <l ) JTAR . i)y 4 | b fth e | < ELPT
PRAG L G B i R T8 55 W ReAT 55 UG5 At - — 9800 UL A B R SRUULE 5 PrAs B U
RUANERATPA R B T A = A AT A1) B K .
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[0307] AT A G W ie v LA A SR A0 & W) 4 & 45 24, T ik JoAh 284k & M) A 46
EAIR T IR BHOBE S PO A SR A A 2 259 SR 259 AR S R P 28 24
(NSATD) « o] v A6 49 Joit « JBR I 771) WAL 7]« 0 40 18 791) B0 0 T 501 e 6 I 7] L s ML e 2\ PN S
27 178 IR Al (ECE) 00 ) 3700 451) a4k 19— SO AL A o 2 A 5 3] 461 dan £ S i B 5 I 1
FE TSR 5 58 1 00 ol 550497 G A0 3% 5 AR PR 30l 500490t PDGF 35 4 3 749 571 5 I /N AR Ak
K7 (PAF) $5 BT s Ui /AR 5751 4 GPTTh/T1Ta BT ( &, ] & # 50 (abdximab) | K
B A ZHETE ) | P2Y (AC) F5HTH (1, U RE 1 WE S 52 I CS-747) FFA ] VT AK 5
PO LT a0 HE R AR 20 72 B 2500 A4 v AT 25 s BRI 7 VI La D305 R0 ERL 7 Xa S0 57 5
B I P KB (NEP) 0500 5 o 5 IR B ISR (BUEE NEP-ACE #l il 51) ) 451
BRI il 7 AN gemopatrilat sHMG CoA i J5 ) o) 57049 4~ AR At v T« 38 A A YT BT AR A v T
FEARAYT « NK=104 ( AR AR AR YT S JE 44T 8% nisbastatin) Fl ZD-4522 ( LR & 754K,
7T BRI A YT (atavastatin) BR visastatin) ;% & & OB IR 5 DIREE SRR EE S
A48 L AR i s IR R s B sl Ak o8 AR A0 551481 4 ACAT FIHISF) sMTP F 571 5 475 188 1 FH b 551451
W2 R B S S BB TR 5 o - B B R E BT A R 5 G R L XU G I R
(hydrochiorothiazide) «# FFWE MR | S0 AT WE IR PR Gl M I: | FR L SR s | — G P R R | SR e
% 2K FFBEEE (benzothlazide) H)JRER . tricrynafen. 5 BENH . furosenilde. musolimine.
A LA B AR WEEE BT DK 25 ) RIREE P G 5 0l A v i R 49 2 2 2R 2R B SV 050 (LPA) L
HtPABEBINGE S PRI S PRI JFURN A A R A 1 S B SRR BT AL 254 (APSAC) st
B J< s 7519 SIS Can — AR SO ) e B el o) C dnBog -Rape il ) i B 3R L S A% A1) 5%
K (il anEm kg 525 ) RS (U, k& 51 SR K5 51 A IR AT ARG F1 L s ) MR e — SR (451
1 {1 % 2 W L A% 2 W RO S A% 51 B ) R PPAR- Y BN 5 36 B B 2% 52 AR F5 B 7049 fun ki oy
B AR ) P 5 A AT R R 20 WA 3% saP2 A0l 1) 5 B4 8 N 156 7 i) 57 9] 40 PDET T 47 i) 551)
(4n, VGisAthie ) A1 PDE vV HEIFR) (n, PEHRAE Ak b AR AR AE ) P 2R B BT
BR3P0 20 5 PO I B 00 450 2, P I | FRB06 (At e, 3= w) , W AR ] ) VE L IR £
M (mycophenolate mofetil) sAbJ7F) s G FP il s Hue A A4H B 5555 C4n, BEAk 77151
WIETT BT IR S AN REIR « 4% W Rl = U055 ) s HoAC U A6 dun - e BB 5 ) L Py 2%
AR IE R sPUE BB E IR R RS R 2B R R B EE R
B 0 L R ARG 5728 2t VR g ilsn) 3, 90 ookl jz dizs Can, T AR )
WESE / DUMESL R CHETE IS / DUMEME SR 2R A 3 R A R — B U & S P
(anatagonist) FHEEEG B IR S /E il R0 B nitg B 2 U AR E I B2 BE L 2 6 812
B FUAR 1A 22 A-F SHEYDSRIR 7= B W KA AR Bk 58 R 35 RS St s FR 4 7
BRI SR 5 5 8 A 3k — B 1 DU RS B 1) s PN R AR TR 2R 5 B3 44091 4 % PRI T kb ZE K
A 5 40 W 5 Pk 250450 Gn i PR A R BRI i s TNE— « FDI5RI60 408 Je 1A s BT TNF Hriksk
AL INF 32 AR E WO VE % R B =R BOKR: (leflunimide) s FIFAA R -2 (COX-2)
FPHIFIG) U ZE K5 E A S HEE AR ] A ZE R T2k ORFEIH S R i <&
1AV AR B S0 WE YRR AR -

[0308]  zh&r /il

[0309] 4 T AEASCHER KGNV Fh A, A SCIE R T 25 @ Al . bRy el g
Bk e (package) B IX ZAL LA —Fh el 2 28 WM E SE A LSS, A8 IR
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— AL B G AR A SCHEIR B 7 A B SRS T b TS S A AR, 490 G, O /)
IS A FIRE o A T EH 25 A T G B B R o

[0310] {51, 2548 °] &G AL HAE 20 & W) B A ST A T ) o — R 25 V4G I A ST
FIR ) —FhE 2 B &) . AL EAA TR Vs i 1 (N, 480 8 HA R R R
ST Sk 2B I 2E T IO R MK VTR BN ) o IERZY ST I M S b B A B AR AR S
FEIA 1 75 32 AR A R 1 5 A A b 2 s B 15

[0311] 24 il b T —Fhak 2 Bl oy M2, A A AR A1 BRI P A B A A
ST AL A BT TS R R (i, AT e A ik 4 . KR, 0/ B ) PRl
B2 . IR AR BRI P B FE AN PR T, 22 PR AR L B8RS BT Sk ST ER 53R
R AR INIURT / BN N S E PR AR/ B A 0 B S, R A AR U B A
FIAY). WE AR —ERHA,

[0312]  FREEFIEZE A LERPBEA AT o A0 Sbr s () - B B B B A R B A B3 e
PRZ B AR B G BB, SRR IER A b s MRS A T A A2 I 28 B A P B, A
2] BB A R N B R U B A5 o AR H U0 I S TR e R N . B
AT 308 P9 B W A AE A SO REIR 16 77 v R AR B U B o S 8L ¥R SR T L il DA
fE Physicians’ s Desk Reference (PDR) H ¥ Hi 1) B 1 ik A4 — e B AR N S o 1) 2
KA o

[0313] AR BH I — 20 iy DA S i) [

[0314]  SZjifsl 1

[0315]  N-(2,6- —HIZ - X&) -2-{4-[2- Fo 0k -3-(2- AR - REE ) - WE - IR
e -1- 25 - LBk

[0316]

CLTOLAL

[0317] LI 1

[0318]

o o d— Y

[0319] 2- G N-(2,6- — P - KIE)- LB :FLHO0C T, BE LB (3. 2mL,
40. 6mmol) ZZ 18 N N 2,6— — FI EL 25 1% (4. 9mL.40mmol) A1 = Z % (6. 5mL) ) — 51 1 4%
(50mL) ¥l TR EGWAEL 0°C MRFFL 14 /N, B f5 A IN £hE8 (60mL) Pek. 7EH7
HIRAEA HIAH, NN OBt (100mL) CAYTIEbS =4 (6. 21g.78% ) . 'H NMR (300MHz, CDCL,)
§7.82(br. s, 1H),7. 15-7. 09 (m, 3H) , 4. 27 (s, 2H) , 2. 25 (s, 6H) , 2. 90, 2. 63-2. 46 (m, 6H) ;
LC-MS :m/z = 198 (MH) .

[0320] CIE 2
[0321]
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~ o/

Ho\é oty _»u\,ﬁ

[0322]  2-(2- FIARIE — FRAEIE AL ) - AR L B¢ KR AR (8. 4g.91. 3mmol) ZE12 I A%
TEEASEAM (2.9¢.72. 5mmol) 7K (6mL) A1 Mgz (20mL) H ) 2- 14056 451 (Sg.
64. 4mmol) W, 4T3 KREWIAERIGR N AL 3 /Ny FH CBRSEAT R AR )5
PERE i b3 ok PRI AL A (4 X 20em A7 Bk / LR L BE= 5/1 PEML ) Al ALk =4 LA 3RS
B B 7= 4 (4. 95843 % ) o 'H NMR (300MHz, CDC1,) & 6.99-6. 89 (m, 4H) , 4. 24 (dd, 1H, J =
8.4,3.6Hz),4.05(dd, 1H, ] = 9. 6,5. 4Hz) , 3. 88 (s, 3H) , 3. 43-3. 38 (m, 1H) , 2. 90 (t, IH, ] =
4.5Hz) , 2. 76-2. 74 (m, 1H) ;LC-MS :m/z = 195 (MH) ",

[0323] I3

[0324]

o~ i HN OH o~
Lo\/°© + [Nj — (:’I‘\/|\/°\©
N
H
[0325] 1-(2- AL - R L) -3-WRME —1-FL - -2- W : /£ 0-5°C T, ¥ 2-(2- A
UL - AT ) - M Lkt (2g.11mmol) 74T 60 73 B KT IR [R) BL N G218 I\ JC /K Wk
(3.93g.46mmol) FFEE (10mL) ¥ B R NVIREGWAE 0-5C N IRFEF14k 12 /Mo K HG
B SRR BURFE SRR bR 1), HA SR — DA EHA T — . 'H NMR (300MHz,
CDC1;) 6 6.98-6.89 (m,4H) ,4. 17-4. 13 (m, 1H) ,4.03(d,2H, J = 5. 7Hz),3.86 (s, 3H),
2.90 (br. s,4H) , 2. 63-2. 46 (m, 6H) ;LC-MS :m/z = 267 (MH) ",

[0326] IR 4
[0327]

"0\/?:/‘\6 . @/\“I(\c- - ﬁj\n\ﬂ/\" nﬂ,\é

[0328] N-(2,6— — FF 3L - RHL ) —2-{4-[2- }{ 3L —3-(2- 4L - R4 HL ) - TNFE 1- IR
W —1- 3 1 - LW F 1-(2- A - 2R ) -3 WRIE —1- 2 - N —2- 1% (2g.7. 52mmol) .
2- A N-(2,6- — 3L - 283 ) - W% (1. 84g.9. 34mmol) « /K FRTRAT (2g.14. 5mmol) Fll
WAL E (T4mg. 0. bmmo 1) FKIVE-EHAE 30-35°C T 78 — I L% (5mL) fR¥FLT 18 /M HIZK
BRSIREY, SR ERR ARSI R R, AEE e BB PR 18 (2X 16em, S T
/ T/ = HE= 100/2/1 Yt ) 4tk ISR AR &9 (1. 1g.34% )« 'H NMR (300MHz,
CDC1,) 6 7. 11(s,3H) ,6. 98-6. 90 (m, 4H) , 4. 19 (br. s, 1H) , 4. 05(d, 2H, | = 5. 4Hz) , 3. 87 (s,
3H) , 3. 30-3. 24 (m, 2H) , 2. 76-2. 63 (m, 10H) , 2. 25 (s, 6H) ;LC-MS :m/z = 428 (MH) " ;HPLC :
9% (4ifg).

[0329] S

[0330]  d,—N-(2,6- —FI5E - 0 ) -2 {4-[2- 323k —3-(2- AUt - % ) - N3 - IR
i -1- 2% | - SBkiZ

[0331]

o6
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N\II/ﬁ\\T::::jl\\//jfi\//o cr,CD;

[0332] LI |
[0333]

[0334]  d.-2- IR KA LMY (11g.100mmol) FIFRERHR (13. 2¢.78. 6mmol) 576
JKTAER (50mL) 1 d,— FFFEAE (5mL.78. 6mmol) VR & . FHREMIAEL 41°C FRFEL) 16 /N,
b5 U 78R UEE, FEAEIR Fal i Pd A il (6 X 20em A HIlE / L8 L= 8/1 BE)
itk B2 R UL AR (10. 4g.82% ) » 'H NMR (300MHz, CDC1,) 6 6.96-6. 87 (m,
4H) ,5. 62 (br. s, 1H) .

[0335] LI 2

[0336]

DyC
3N 'cns

[0337]  d,—2- (2 FASE - RAIEFIE ) - BRAH Lk ARPESLHf) 1 D0R 2 v Fir 4 i ik 72 11
FEARBFH), (HLL dy-2- ARSI 2- AL AR, (1.8g.24% ). 'H NMR(300MHz,
CDC1,) & 6.99-6. 88 (m, 4H) ,4. 24 (dd, 1H, J = 8.4,3.6Hz),4.05(dd, 1H, J = 9.6,5. 4Hz),
3. 43-3. 38 (m, 1H) ,2. 90 (t, 1H, ] = 4.8Hz),2. 76-2. 74 (m, 1H) ;LC-MS :m/z = 184 (MH) ",

[0338] LIE 3
[0339]

co
HN OH o7 2

Lv\© [:j T

[0340]  d,—1- (2~ FARIE — FRARIL ) -3 WRME —1— FL — 75 -2 i ARYE SR 1 DR 3 Hh
FIHI IS T 28 FR R, (B L dy—2- (2— AR - REE R ) - M S e AU 2-(2- R
B - FEETE)-MAE L. (2.3g.87% ). 'H NMR(300MHz, CDC1,) & 6. 97-6. 87 (m, 4H) ,
5.30(S, 1H) , 4. 16-4. 10 (m, 1H) ,4.03(d, 2H, ] = 5. 1Hz),2. 94 (br. s,4H) , 2. 64-2. 44 (m,
TH) sLC-MS :m/z = 270 (MH) ",

[0341] DI 4

[0342]

VL e - XTOL

[0343] d.-N-(2,6- — R -KIFE)-2-{4-[2-F I -3-- FHIE-EHIE)-H

ozcos

o7
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e - WRME -1 - Z TR R YR SR 1 5 IR 4 R BT A 16 o R & bR R A, (L
dy=1-(2— FAE — 4500k ) -3 DRI —1- 56 — I —2- BAQ 1- (2- AUt - R4 ) -3- IR
% -1- 5 - 5 -2- . (420mg.29 % ).'H NMR(300MHz, CDCl,) &8.65(s,1H),7. 11 (s,
3H) , 6. 98-6. 90 (m,4H) , 4. 19 (br. s, 1H) ,4. 05(d, 2H, J = 4.8Hz),3.25-3. 23 (m, 2H) ,
2. 77-2. 61 (m, 10H) , 2. 29 (s, 6H) ;LC-MS :m/z = 431 (MH) " ;HPLC :98% ( 4l ),

[0344] SR 3

[0345]  d,-N-(2,6- ZHI%E - 2R3 ) -2 {4-[2- FRdk —3- (2 A4t — R ) - N3 ] - R
E-1- 2 |- LB

[0346]

cD,

H
N
D C

[0347] PR 1

[0348]

CD,
—
D CD;

[0349]  d.—2,6- —FFLICHE oFF 2,6 FFFEHE (4mL.32. 5mmol) 10 % BEAEAE (150mg)
TR HY (20mg) AN ALIT (40mL) HIVRGMAEL 80°C TN 48 /iy IR G W74 2
B, H U b (3X50mL) $REL, 28 Bk 259 50 LLIR 13 AR B~ 4 (1. 2¢.30% ) o 'H
NMR (300MHz, CDC1,) & 6. 96 (s, 2H) , 5. 31 (s, 1H) ;LC-MS :m/z = 129 (MH) &

[0350] LIE 2
CD, CD,
+ e
D cD, c'\/u\m (+]

[0351]
D cD,

[0352]  d,—2— G N-(2,6— — 3L — 2R 0 ) — L WRI ARPR L) 1 B3R 1 b i 41 iy ik
T ) 2% b3 R =, AR DL -2, 6- R R A 2,6- AR K. (2.38g.70% ). 'H
NMR (300MHz, CDC1,) 8 7. 85 (br. s, 1H) , 7. 10 (s, 3H) , 4. 26 (s, 2H) ;LC-MS :m/z = 205 (MH) ",
[0353] I3

[0354]

CD;

QL - X~ ~ IV«

[0355]  d,=N—(2,6— — FIHL -SRI ) —2-{4-[2- ¥BHL -3 (2 AL - R4 ) - L 1- Uk
1= | = S RIS 1D IR 4 T B A B R & R R, (BB d—2- S N- (2,
6- — FELIRIL ) - SRS 2- A -N-(2,6- ZFEEIRIL ) - £ WERL. (198mg.21% ). 'H

NMR (300MHz, CDC1,) & 8. 64 (br. s, 1H),7.09 (s, 2H),6.98-6.90 (m,4H) ,4. 17 (br. s, 1H),
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4.05(d,2H, J = 5. 1Hz),3.87(s,3H),3. 22 (s, 2H) , 2. 76—2. 60 (m, LOH) ;LC-MS :m/z =
435 (MH) " ;HPLC :99% (4EJF ) .

[0356]  SLjjfs 4

[0357]  dsN-(2,6- Ak — 438 ) —2- {4-[2- 33k -3- (2- FAIE - 48 ) - H3E 1- IR
W —-1- 2% | - SBkRZ

[0358]

D DD D

YO %mé

[0359] FLIE1

[0360]

"B R - e

[0361]  d—2-(2- ARk - KA AL L ) - SRS Lo « MRAR S 9] 1 20 3R 2 v B 810 19
ik ) 2% bR R s AEL B - R AU R S, (18,26 % ). 'H NMR (300MHz, CDC1,)
6 6. 96-6. 89 (m, 4H) , 3. 88 (s, 3H) ;LC-MS :m/z = 208 (M+Na) ",

[0362] LIE 2
~ H HN
ey O = TR \@
DD N D DD D

[0363]

[0364]  d,—1- (2~ 4RI — RIE ) -3 WRME —1- FL — [N —2- [ ARYE S 1 D% 3 BT
A1) )ik i £ B = 4, AHLDA d—2- (2 PR AR - ?ﬁ%ﬁﬁﬂg)—ﬂﬂakﬂt% 2-(2- 4
B - REERE) - A k. (1.52.99% ). 'H NMR (300MHz, CDC1,) & 6.96-6. 88 (m, 4H) ,
3.86 (s, 3H), 2. 92 (br. s,4H) , 2. 64-2. 46 (m, 5H) ;LC-MS :m/z = 272 (MH) ",

[0365] LIE3

[0366]
QXL - iy Oz Fa L

D DD ° D bo D

[0367] d,N-(2,6- — I - H)-2-{4-[2-Fp B 3- Q- P HH - HAH)-
e 1-WRRE -1 V- ZEEEE MR S ) 1 A5 B 4 o T A ) kB R A BR8P, E L
ds—1-(2— P4k — 500k ) -3 WRIE —1- 2 — I —2- BAUR 1- (2- AUt — R4 ) -3- IR
M —1—-JE - —2- B, (618mg.26% ). 'H NMR (300MHz,CDC1,) & 8.62(br. s, 1H),7. 10 (s, 3H),
6. 97—6. 89 (m, 4H) , 3. 86 (s, 3H) , 3. 22 (s, 2H) , 2. 76-2. 61 (m, 8H) , 2. 28 (s, 6H) ;LC-MS :m/z =
433 (MH) * sHPLC :97% (4B ) o

[0368]  =Zjiifdl 5
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[0369]  dg—N—(2,6— — I3k - ZRAL ) —2- {4-[2- Fodk -3 (2- Ak - 4 ) - N3 ]- R

g —1- % |- CBEK
H D, D D
RASUISE
D D D

[0370]

[0371] LI 1

[0372]

° o~ o § p )Ql_ on

AN , D D D
[0373]  dg—1-(2— FARE - ZRAJE ) -3 WRME —1- FE — N —2— W AR S tfs] 1 D3R 3
Bt 5 ) e R il 48 A 7= 4, AL A dg— “}fﬁﬂﬁﬁ’g&”ﬁ%o (1.1g.72% ). 'H NMR (300MHz, CDCI,)
8 6. 98-6. 89 (m, 4H) ,5. 24 (s, 1H) , 4. 16—4. 11 (m, 1H) ,4.03(d,2H, J = 5. 1Hz), 3. 85 (s, 3H) ,

2. 78 (br. s, 2H) , 2. 56—2. 52 (m, 2H) ;LC-MS :m/z = 275 (MH) ",
[0374] DR 2

[0376]  dN-(2,6— — A1 AL - A HL )-2-{4-[2- ¢ HL —3—(2 T - R ) -
S 1-WREE -1- - L WE :*Eﬁiﬁﬁiw 120 B8 4 v fir &) 1) ik 2 ) 4 bR 4, 45 DA
d —1—(2— AR — R4 ) —3- WRIE —1- &% — T —2- AU 1-(2- A& - R4 ) -3- Ik
% —-1- % - T —2- FE. (508mg.29 % ).'H NMR (300MHz, CDC1,) & 8.60 (br. s, 1H),7. 10 (s,
3H) , 6. 97-6. 89 (m, 4H) , 4. 20 (br. s, 1H) , 4. 05-4. 04 (m, 2H) , 3. 86 (s, 3H) , 2. 86 (br. s, 2H) ,
2. 23(s,6H) ;LC-MS :m/z = 436 (MH) " ;HPLC :99% ( i ),

[0377]  SZjifs] 6

[0378]  d,,~N-(2,6- " FI%E - KK ) —2- {4-[2- 23k -3- (2- &I - KAL) - AR - IR
W -1- 2 - SlkiZ

[0379]

[0380] HIE |
[0381]
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DsCy, 5P

Rt =T

[0382]  d—2-(2- A4 — SRAHIEFIL ) — PRAH Lk ARPE St 4 D3R 1 wp A i ik #2561
BFREFE ), B UL d—2- AR CR 2- AR 2Ry, (1.48g.37% ). 'H NMR (300MHz,
CDC1,) 8 6.99-6. 89 (m, 4H) ;LC-MS :m/z = 211 (M+Na) ",

[0383] LI 2

[0384]

,CDJ o cD;

ed wf;

[0385]  d,—1-(2— EIE'%L;E%—%’%&E%)—B Wk —1- Ft - N —2- [ ARYE e 5 B3R 1
FT ) L AR A b ) AELEL dg—2- (2- R4 - %&ﬁﬁﬂﬁ) W R 2- (2- 4
B - REETE)- A k. (1.0g.61% ). 'H NMR(300MHz, CDC1,) & 6.97-6. 87 (m, 4H) ;
LC-MS :m/z = 283 (MH) ",

[0386] LIE3

[0387]

HOD %P5 & )k{,H . o~5Ps
J
D DD DD D Dp pD

[0388]  l,~N- (2,6 — M — 2 9 ) [4-[2- 5 O -3- (2 A0 - 3 SUOE ) - TN
A 1 WEWE —1- |- Z I R SCHE 3 5 BB B o T 81 0 oL A6 4, £ A
i1~ (2- TR — SRATIE ) -3- URWE —1- 2 - 7 —2- MEARHE 1- (2 FPAUIE - S48 ) -3- IR
% —1- 3 - P —2- B¥. (410mg.26 % ).'H NMR(300MHz, CDC1,) & 8. 65 (br. s, 1H),7. 10 (s,
2H) , 6. 95-6. 90 (m, 4H) , 3. 44 (br. s, 1H) , 3. 22 (s, 2H) ;LC-MS :m/z = 451 (MH) " ;HPLC :97 %
() .

[0389] SE ] 7

[0390]  d-N- (2,6~ — AUk — 40k ) —2- (4-[2- FRIE —3- (2- TIAUIE - E4UIE ) - FIIE ] - IR
% -1- 5 ) - 2B

[0391]

CD,

D CD,

5
C
v

[0392] HIE |
[0393]
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CD;
~CD;y

VL LY - O G

[0394] dm—N—(2 6— L - IRFL) —2-{4-[2- AL -3 (- A4 - R ) - TN3E 1- IR
W —1- | — CEERE RYE S 2 20 BR 4 vh P A (R R A8 AR e A, AH B d—2- S -N- (2,
6- — Eﬁz%zyxz% )= LBRREAE 2- S -N=(2,6- LRI ) - 4%, (680mg.66% ). 'H
NMR (300MHz, CDC1,) 6 8.61 (s, 1H),7. 09 (s,2H) ,6.97-6. 88 (m, 4H) , 4. 19-4. 15 (m, 1H) ,
4.04(d, 2H, J = 5. 1Hz),3.22(s, 2H) , 2. 77-2. 63 (m, 10H) ;LC-MS :m/z = 438 (MH) " ;HPLC :
9% (4ifg).

[0395]  SCjifs] 8

[0396]  d,,~N-(2,6- " FI%E - KK ) —2- {4-[2- 23 -3- (2- P& - KAL) - AR - IR
% -1- 3 - OB

[0397]
cD,
N co
3
\n/\ /\| o o~
NP
D CD,
DD D D

[0398] LIE |
[0399]

Pt ,CDa

DOH

2ol O~

[0400]  d,—2-(2— FI4HJE - K%ﬁﬁﬁ)ﬂé@f’ﬁﬁ*%%Z*%3¢%ﬂm‘F
A A =), AH DL dg—2— (2- A4S - ZREEE 3L ) - IR Qe AU dy—2- (2- A4 - R
FHEPE)-FHAE L k. (540mg 100 % ). 'H NMR(300MHz, CDC1,) 8 6.97-6. 87 (m, 4H) ,
2.90-2. 42 (m, 8H) ;LC-MS :m/z = 275 (MH) "

[0401] DR 2
[0402]

CD,
D OH D OH
“7&“@ Ji'i - L f\@
DD D
[0403] dN-(2,6- — FI I - KW IL)-2-{4-[2- FF I 3-Q- FH L - K HKIE)I)- N
- WRME —1- 5L |- LW AR PR St 3 5 BR 3 By 41 () ik A & bR 8 4, (L LA
dg—1—(2— P4 — A5U0E ) -3 Wk —1- 2 — I —2- BAURE 1- (- POt - 2R%UE ) -3- IR
I —1-JE - A —2— i, (480mg.55% ). 'H NMR (300MHz,CDC1,) & 8. 61 (br. s, 1H),7. 10 (s, 2H),
6. 97-6. 89 (m, 4H) , 3. 23 (s, 2H) , 2. 78-2. 23 (m, 8H) ;LC-MS :m/z = 443 (MH) " ;HPLC :100 %

(4R ) .
[0404]  SZJfEf5] 9
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[0405]  dyy-N-(2,6- %L - ZR0L ) —2— {4-[2- Fo ik -3- (2- WU - SR AE ) - TN ] - IR
B —1- 2k ) - LB
[0406]

b cD, D 5
0O D N
/0 OCD,

¢co, o P b D D

[o407] I 1
[0408]
0OCD, ‘ D;CO

o 0 D
H D D oD o
el S O
D D ap b b Db,
D D

[0409]  d,—2-(2— F4EE — ARARIE AL ) - M L AT US 4, 567, 264 FdL A 5| )2
5 SRR TR BT AP R 1R ORI B d- SRR (84e) B MAB T 5H
A (29¢) 120 60m] 7K FNZ) 200m] —FELENR d,—2- FE K8y (80g.C/D/N Isotopes.
Pointe—Claire Quebec) . KHIREGWLERI T ERFEL 3 /N, Bl J5 H SRS, H 40 7K
Ve, T H LK IR ST . Z8 R TIR BIFE HXA, Bl 5 2508 LASAS bRl = 4

[0410] LI 2

[0411]

\ D. D
co DD D
o P VAR D_)')(N 0 D
b + —> D OH oCcD
D D D HN D 3
b O D, g § b b
D 0 b

[0412]  d,—1-(2— FARJE — R4 L ) -3 WRME —1- L — TA] —2- I {%TFH W02006,/008753 FlH:

S IS5 SR TR I 5 T 2R 2 iR 7E 0-5°C R, dp—2- (2 A - K

FAEMI ) - B L8 (107g) S8 (78 60 28R BE ) % T A (500ml) 5

7K d— WRPZE (210g. Sigma—Aldrich. St. Louis. M063103) . MIREWILE 0-5°C FRERL 2 /)

Ny, B P AR RS ik yE I SR e B . IMAEE IR (65g) FIZK (400mL) , Bl Ji5 43 57K 2 9
A5 (100mL) k. A S P EE AT ArvE SR AR R AFAR 1) o

[0413] I3

[0414]

[0415]  d,—2- G0 -N-(2,6- —FHL - oRHL ) - ZWHE AEH US 4, 567, 264 MILH 5| S
25 LR T B 5 AT P R 3 IR R LB (89. 6,800 ZEJEIR ) AR I T
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TRFE (1000mL) HHT dy,—2,6- R (793mmol . C/D/NIsotopes. Pointe—Claire
Quebec) =% (96g.130mL) V¥ KR G WILE =W T IRFFZ) 4 /N, A SRRV 5% T
TERA YR . B S I S LLUTIE AR 4 o

[0416] LI 4

[0417]
D
D D D D DD °
HN%VD D OH 0cDs
D D o

[0418]  dyo=N—-(2,6— — 1L — AFL) -2 {4-[2- FFHE -3~ (2 Eﬁﬂﬁ ?ﬁ%n%) AL 1= IR
g —1-Fk } - LWl (dy= TR ) A# H] W02006,/008753 FHH: A5 | H 225 STk 1 BT ik 1)
TIFAT PR 4 BRI RE o 5 dye—1- (- AR - JR5EE ) —3- URIE —1- 2k - P —2- % (97¢) .
dg=2— 50 -N=(2,6- —HI3E - 2R3 ) - ZWEIE (89gm) \J/KBRIZEH (120g) FIMiALE) (3. 68) 1E
TIE B (260mL) HFRAYIAE 30-35°C FAREFZ 18 /i, FHK (1600mL) BRA [N
REVITH R P Eiieil. HM SRS ANIE . HEARIEKE, &Pk
FEB AE RS PR B LERAF AR )

[o419] LIRS

[0420]

D D
DDDDD
D DDDDDD cD
D CD; o D
o 0 ocCD.
oou oco, 3
D

u CD3 D
CD3

[0421] QL—N—(2,6—#E|3%— 2k ) —2-{4-[2- ¥R -3 (2- FARE — AL ) - TR 1- Wk
e —1- V- SEERE AR T, BE T d- FEE (0.5ml) 1) dyyN-(2,6- — FI 3k - 2K
5 ) —2-{4-[2- 2% -3- (- AR - R ) - Wﬁ] Wk —1- 3k } - Z WL 20 I TR
RN AE AU B 0. IMVE (pH = 11.4) o« fEIESEBEHE TS, MR = TR FEZ 4 K.

H =& P e A T AR SR AR SRS AR AL &) o

[0422]  =Zjfp] 10

[0423] 1
[0424] %ENADPH—#%%%% (2% FRTRSHH. 2. 2mM NADPH. 25. 6mM #ij 5 ¥ 6— W EEEE I 6 5
AL /mL A %6 6 B MR I A 3. 3mM MgCl,) AT 0. 2mg/mL JHFGCKE 4 8 B BEAT I Aok
AR E RN . BRI AEWE T 20% O - Ko B S B INRAL S O NI e A
V) (RZNERE 1uM) HAEL 3TCFRFREY. Wt CHEMEREREN A< 1%,
7E0.15.30.45 A1 60min I IEZ/MRFE G0u L), FHUIKAHIZHE (2000 L) Fake (b 7 IBA
RN ) o fEZ) 12, 000RPM T BS /Lo #5550 AAELY 10min PAUTIE S . B UER EIBEWIFHAS
BP0 TR 22 I LC/MS/MS 73 ffre wnth ORI, HAERIN = E K 25 AH L,
TEAZIN 7 HRAS I R A ST 2 I AS I B AL G 40 B HE B A 3 B I T 6 % BB £ . 44
un, HAERT 2 E I E Y (ranozaline) AHEL, SCHEH] 2-6 BIREAR I 73705 m 6 &
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40% o

[0425]  SCjifaf] 11

[0426] i I A R4 i (532 P, B AR APE IS

[0427]  Zffufa 2 P, B2 AR TR B R4 (BD Biosciences. San Jose. CA) MAH
MR cDNA FRIE . RHAE 100 ZBERBERRER (pH 7.4) PIEH 0.8 2w / ZFEA
JiA1. 3 ZEBE/R NADP' | 3. 3 2R /R 45 B —6— W IR MR 0. 4U/mL ] 25 B —6— BERR MR I S8 3. 3
ZEJE R EAEER 0. 2 ZBERIG 1 AL E ) AR I HE R 3 5 S 104k A4 SObR v st FRE
(1) 0. 25 =T+ NVIR-EAE 3TCRIRE 20 7380, A 5, B N EIE %R (B 2085 .
20% =S LR 94% LIE /6 % UKIBETR 70 % i AR V94 % L1 /6 % VKRR ) #8410 e V. I HLEY
L (10, 0008) 3 43%P. @it HPLC/MS/MS 4347 F i »

[0428]
Y M5 P, PR
CYP1A2 ARG TT
CYP2A6 HUHE
CYP2B6 [C]-(S) - £ZFZH
CYP2C8 E A
CYP2C9 PIE AN 7
CYP2C19 [°C1-(S) - E3FZ
CYP2D6 (+/-) = TR IR
CYP2E1 EL IR
CYP3A4 ST
CYP4A [°C]- HEER

[0429]  SCjifaf] 12
[0430] HAJiZ
[0431]
FITIR () 77 AT o FRCARAL I A V5 1 LA D606 BV B, 20 0 0 A R IR IE T T 1k 4- 52
FEWEURR IS E 314nm WG In. W EAE 30°C R AE pH 7. 2. ImL SARFRI EH 0. 2%
Triton X—=100 1 ImM R FR AT BE B FRT g ) 50mM NaP; Z23 (St S8 A Bl s 22 i )
AT .

[0432]  SEjEfs] 13
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[0433]  RHE%ALEE B RIS 4%
[0434] 1% J7 & 1{# H Uebelhack, Pharmacopsychiatry 1998,31, 187-192 A ik [ Jy v i3k

iTo

[0435]

[0436] i N ] . 5 F A HA B Ze] o

[0437] 1% J7 Z48 ] McCormack 25 A\, Circulation 1996,93 (1) .135-142 FHrp 5|2
2 SCRR TR iR 1 5 1T

[0438] A TFLA LAY SEREAIAE T D AU T AN 53 3 (3t o ) 5 AR 45 P i 42
SRARY IR S 77 S 1) 58 B A AT, AR B BR BUA S A TF A AT L. A B 5
P BT AT H AR % R AL ) R AE SR 5 DI » 41 RLRE R B S R Al ) %R 5 )
T B I SRR E B R S DI
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