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L —FPLE i S TS ML T IR, P Jrik A5 i 25 570 s ik 25 57 5 2 - W
FER M, ik 2s) - M R W& L5808 EIR XS 1 R I8 MR o, b prig
BH S 5 58 LA IR EhAE 5 ik 5 B B IRER S5 & LT RAR L) Tdkm L) 177k (PR o
2. — MRS HA 7 E A2 RIS RAT TRIRE 1 SO S B AR R B B AR
(I, P Ty A P 256150 s Prid 25w 5 298 - MR 24, Dk 254 -
EE AW LAY BN E 7 RAR LR R &, b rid (8 7 5ROk R Hh A
FEL) T4km L) 177k IR o
3. MRABBURZER | T (7592, e ob i FH I 108 9 00 0 B B S B R
A WP EER 3 Frik 177 1%, Fovb Frik BB 59 o
5. IRIEBURZER 4 Prak (75 i%, Hh ik 259 - MR E oM asEfa oK.
6. MRIZBUFIER 5 Frik 75, Kb prid O R & A 45k
TR AN ZE SR 6 Pk 75 1%, e BIrak 48 4k S0 Rk 0k B S R 41 4 31 MR T R 4 4

8. MRIEAUFEE R 1 PR vE, Hrp 4955 6.8, 12,1620 BY 24 /NIt F ik 254 1157 .

9. WRIFBCRIEE R 8 Frif 71k, Hrb Zy4F 12 /NE] i F ik 25901 571

10. HREEBUREER 9 BriR 17712, Hrp 294 8 /Nt i FH ik 2547 i 571)

11 — P REF LA 'S LR R A SR E AR N R a2 AR /72, ik vk B4

i FH 2557, Bk 25 RV 5 25 - WIE R &40, Frid 25 - MIER 5 MaE & LA S I
IR 2 AN FH B ROR AT iR £, Forb Brid B 3R OR 2 i R Eh A 20 T4km 222 177m 1)
BLEE, Hrp BTk Sz F MK i A E EIR R FIREEIR A Z G4 6.2 8.4) 12.41 16,4
20 B2 24 /NP AR /DZ) 20020 40,4 60,2 80.%) 1002 1204 140.%) 160.% 180 Bk
#] 200pg/mL o

12, MRIEBUREE R | Bk 7512, Horp 22 /02 50% ISR E A Z2) 7T4um 22 177um k7
B

13. MRS BRI SR 12 Frid i) 751, Horp &2 /0 2 80% )ik ELA £ 74km £ £ 177um [k
e

14, FRPERREE SR 13 R (K73, Horp 52 /025 90% 15k B AT £ 740m B2 1770m kL
B

15. MREEBUREER 1 Frak 7772, Horp /T 15% FSRL B A /NT4) 44pim R
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WAEER AR 'S LR R FIAL

BARGE

[0001] A W9 K i FH T 31 4 < [ A4 B A 7r) 00 11 25 20 B IRERURE . Rl B 11 25
S L R ECRURL AT DAL SE A R 1) B A BRI 2855 b 53 10 I 28 R [ o SRR I SR
ERRER . AR ST AR LA BRSO R AL 520 B R AT AR
W2 225 0 700 L el e N SIS 1) S5 Jis AN PR T 76 ML VS o 2500 3 P i — b e 22 M Y
INEG 7 PR, AZ B IR 6736 PR 573 B UL 2 s 78 ML 57 S LR 24 470 5] AR A
A FRAIAR R 2 (¥ — R B A

BEEAR

[0002] EE'E DI AR EUAIZ, BA B AEAAS AR 22 R RLAN B H 00 A8 AP 22 2%
R [Hoffman 20017 PN AN AL SIEE) o 1- 8 PRS2 flsA T B R A =
M3 (BN ERERK ) 1 o 1= FIRE 2 S EULE U L7 S0/ BRI 44
BUOd/N (B eI ) [Johnson 1993] o 4/ ML F0 YR/ SRR AT B30 WH R S5 Y
fof 5 X ik T R R A IE Yk /s A S K7 A2 [Johnson 19937 (AL, i@t ieds e (322
fr T s res ), LS B R MR AR AR [(Hoffman 2001, Empey 19817,
[0003] EEE EIRENE K (AINZEMH R (GRASE)) dE4bJr (0TC) MR & i 78
Ml BiaBkim g, BEE DIRR P H e HERB BE 2], JFH H 1996 £ 2 )5, 2
A ERERAEEC M. T T OTC BN )Lk FK S 2570 1 #6115 £ 40% k-
Ji 2 R BT R LR AT T8 I 22 it PR Tl B B R Bk e BpidE sk e (o
S %) slEMBERN. HTRARORSZ 10mg F R EEHRS . HHTREN
FEVY/NE— IR 10mg FIE 2 AE FIRER, 78 24 /N AT 60mg (ZSIKFIE ) o SRS
BAEbREH THEME 255 1 0TC &2 h3kAg .

[0004] LB IR, LG R) -1-(3- BRI ) —2- F L 2 B % AT LA 2h B2 26 v e 3%
8, fh2230h COHL3NO2 « HC1 1 HAr T8 203. 67, %4 & 408 A% K A (045 S N
K, HEA LU MMLEER -

[0005]
HO, AN & HCI

[0006]  LAHE BIRE A 2@ i A RO B AL B e S BT IR S8 A (&
LAEREE T ) AR [Suzuki 1979]. M&H R A, BREERVN. £ TR
7L T HREE 25 30mg 7SR /N2 J5 [Thrahim 19831, 55808 AR 2 B s
AE EIRER - R GER 47% ) n- A RRR (GIER 30% ) LA E LIRE -4
PEHFEREE (R 12% ) Am— F2dk - K2 U - IR (IR 6% ) o B kit
ZEE FIRRMEERUERE [Hengstmann 1982], MR ER $h48 & 8 1 IR 251 T B 44
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FEE ERREANEPE 1A TT A T SRt mE BT E 2 a2

A7) = 1 E 4 b, 0 Tbrahim PR &5 1Y .
[0007]
EE Lq?%(PE)

PE-3-0-# 423 ﬁéﬁéﬁ; ﬂ\j
S NH ’ e

~ PE-3-0O-FL8 2 (46%%)
L 8

PR S MR (30%)

g R e e S
M\Eé(‘\cnon HOT \‘*\J N V/OH

ont

oo SO0 ,/\\ /J\/OH
I e

K20

[0008]  HUREEEAE M2 A T ARG RIS 7 i R 21 EIRFE N A A

i ek 78 1L 7 o

[0009] X e Iy N B AT IR AR PGS R R ORI AT AR . S TR AR
E VER SRR R H 7R RIS SRR + LA S T3 I sk 4 oG 7

%E’J?ﬁifr, FHMHTEM. /EEE, N OBEEm B RNAFIE NS 4 2 6 /M 1000mg,

HHRAE 24 /NI BCRFIE N 4000mg.  JEREXNT £ B2 2: 1 14 e A\ 5F) & R 8 /N 1300mg,

HorpfE 24 /NI SRR RN 3900mg .

[0010] X Z B2 My = 2 IR A = A 2P AT AN A& R R SRk

%H%ﬂ{, [Miners 1983 ;Slattery 1989 ;Lee 1992 ;Miners 1992]. i ERALFIE LI E
— IR ER TSR, 1K A FE BT AR B0 2 5 2 M 1R P B P w2 G KT K. TR

E’ikﬁ%%iﬁfﬁ RN 775, X a4 — U IE o (09 Bk v R A, B AR K0 2 Bt 22 2

1A B SR AR FFIEE o

[0011] 5% £ & AL By AR s = B AE B SO e /NT 9% BV 97 7 &= 48 JR 5 A it

[Miners 1992]. FZACHIEE % TR, Hrh 47% 2 62% 712 KX LB 2 L5 5 4

WEE RS A o X LI IRBE S SV N s TR A B 1 ) [Koch-Weser 19761, I HAE

HEV R ik B PRI R R RRAR A & £ Sl m P R L ARG (UGT1A6) [ [RIFR A 2 —

KAEAL [Court 20017, Hrp JREF 57 — BEMRATEE BRAE N IR K PERI R+

\ Siso S
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[0012] X} 2B A ARH R 58 = R R A NI IR h ik, Hrb 25% & 36 % Fl &= 1% 4
M SRR Sh A o IR SR B SRR A W A T Ve PE AT B EE R [Koch-Weser 19761,
I H 5 T2 PR B ER 3h A g B R R B 3, 20 e AR Bl O S T 40 M VA I, OF B
3 — WEIR MR 57— WERR R NN o X L IBE 2 LM R R ke P Jolt e 4 1| DN 2 e T B A B il
(R P AEIR R R 1 VH #E [Blackledge 19917,

[0013]  SE=IRFENAEAL, Horh 5% & 8% 7l & 1T 2, 2 3 My Ji ok 40 i 5. 3% P-450 B &R
iAo 2B N 2 s IR A 40 i (2. &K P-450 [F] TE§ A CYP2EL [Manyike 2000] .
50 0B R By ik CYP2ET AU I, % B i v R I HR TR, N— 20 I A R IR T Ji
(NAPQT) « HH-T NAPQT Ay =i MR IF), PR AN BEAE I A I & AT AR R . i A4 HH A7
it T 20 B B 250 I IR A K, DU i MR T 23 1) I R R A I 2 &
[Koch-Weser 1976]. iXLeZ85Y)%4 pREEM (Mitchell 19747,

[0014]

0

G dp sk Rk vk
BAEIRAE

\éﬁ} 1, {8, % PASO 281

TN
SR w BB
AR ATGTR N T
N ARt el
i . (NAPQD
i
HNC-OH,

BB

—— AR §.8%

[0015]  EEH'E DR RFEMMELZ . (R G L E UGG B A 1Ak, AL
TAELE T 2 )& R RDRE il 7B B DL 38 20 16 1028 7K 7, 3 P 2 93 BOE 2 YR 97 1L 245 7K S 7]
WA HEREE = A THARCR . FrEfA ROKF nl BARAE e (B I 285 7K P4 ol T B I
I RIVE R SRR . [RIL, 75 B nl A MR AR I 2 480 R R 0l ), 4 4, &% 6.8
12,1620 B 24 /NN 4525— 1K

[0016] &7 ZHIH DL T IE Y BUR TTHAC 2550 b 2R (R 3r 22 1], 123 PR s 4 ik L BT
B LAE IR KRR A .

[0017]  Schering-Plough Corporation {3 E O A4 K LR HiE 20070281020 ~AFF 14,
T 30mg LEE LIRR ARREF AR RF R4 RN Kol lidon CL-M. R AL
AR IR BREE I R 0 T N2k B A 250715 A S 2 v 5 =R 10mg 71l & R BRI 224
B EIR R

[0018]  McNeil-PPC, Inc. HSRHE LR 8, 282,957 AH T A& R LA BRI

5
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KAl Budragit NE3OD™ [ EAC K 2 A 1 BR 200k B HAE A5 40,55 %o 2 I S 1 119 57 7Y
MZ3PHR B B, A AR A IR R R E A A Eudragit RS PO, ZBEFT
R =T BRI AE FR B BRI 5K — A 2 LA AL &5 Budragit NE30D™. Eudragit FS30D™. % ffi
FREE . H A SR B AR G FR RV 1 58 K 2.

[0019]  Warner Lambert Company [{IZEEEF]6, 001, 392 A THESEEBEMAES 4
i IR BENY Amberlite™ TR69 WIVEAWINIZGY) / MEE AW,

[0020]  Schering-Plough Corporation [¥3EE LA L FH1E 20100068280 AFF 1
T REEREAMEAE EIREAYRA . R SS), 78S, R E R A
& 30mg LA FIRE HFE— /K-S Methocel K100M CR.Klucel EXF FUAH 5 EREEM A 71
A EIREAH LT IARE 4 /NEPRIR 10mg A4S BRI RIRE A7)

[0021]  Sovereign Pharmaceuticals ) 3£ [ & 2 i B & F) H iF 20050266032 Al
20060057205 AFF A EAE FIRER M2V AL RIE L], i 0ROk O AR TEIR A
FAE FIREE S BE RN IS E AN, JF LR AR A, Eudragit™ 1 100,
Kollidon™ MAE FlAquacoat” cPD OBAK. ZSLHEHE 7405 45mg SR 1% IR
2 15mg BIR LA BIRE.

[0022]  Tris Pharma, Inc. [FZEELF]8, 062, 667 AFH T H AL NIZY) - EF L HM R
BEY . WYL, 8 H R CIRERNE L2 E LIRS B F MR AN,
F£ H A KOLLICOAT™ SR-30D. Hith = Z. BREE A /K B AT A7

[0023]  McNeil-PPC, Inc. HJ3EE LR 8, 394, 415 A 1 A& EURAT i 55 A AE A 55 —H
FoAKE (BEEERS) MEREEEE DIRER - e B8 8IS 57w
o

[0024]  McNeil-PPC, Inc. Y3 LR HE 11/761, 698 AH T AGMIES (IR) MAEH
BECHEARERNE-ARENE G R EARNE AR ZEM AT IR AL
“W.

[0025]  Schering-Plough Healthcare Products, Inc. HJZEEEF)HF 20100068280 2
F T L4 H Enterion™ik#&. 10mg Sudafed PE ™i74EM 10mg $hie 24 IR E M4 H
Enterion™fREERTAM 30mg $hFR LA S LR ZE AR VT

[0026]  Coating Place, Inc. K3 E % H]HiE 2007014239 AFF T I TH—FhEk £ 25
TN B 22 B4 I SIURE DA Bk 250 R SURE (1) 5 1B RN 5400

[0027] EEFERAG LRBEENLEEE LRET .

LZRAE

[0028] AR S A FIRERBUH 2% Rl 10 Sheh 18 B0 HoAq 75 EI 2k ¥
DMEAETR AN Z Ja R 240 EIRZ MU 25 IRSE 29 0. 1 =4 16 /M, R84 0. 5
Y5 /NB, HAREZ) | 22 4.5 /AN, HHARAZ GREFFEAYE LREZEFKERTZ
20. 4] 40, %) 60, %] 80.4) 100, %) 120, %] 140. %] 160.%] 180 T %) 200pg/mL FFLE% /D4 6.
21 8.4 12,47 16,4 20 F1 / B4 24 /NS

[0029]  ARHEHLE B9 SL ], A8k B A AR R R IR 2 40 B IR R, i AKX
PR IR 2550 B IR 3 ORI 240 B IR s B 24557 bmT 252 1 SRt 18 B0t HoAy 75 22/ 52
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fi s, DMEAETRA Z it an T 2508 R R RS M 253KR T 29 0. 1 24 16 /A, Lk 4y
0.5 24 5 /NiF, BEALIEZ) 1 B2y 4.5 /N, I HARA Z G RFEAE EIRERKPFRT
2] 20, %] 40, 2] 60. 4] 80. %] 100, 2] 120.%) 140, %) 160. %) 180 5L #) 200pg/mL 4L £ /b4
6.2 8.2 12,4 16,2y 20 Al / B(Z) 24 /i

[0030]  AKRIIEW KAEEAY FIREBR AR, 254 S EIREIRE LA S
MR B2 5 BTS2 1) SR BN oA 5 R A, DMEAERRN Z SR R 24
B ERR R G 2GR -4 0. 1 B4y 16 /NI, HLIRZ) 0. 5 L) 5 /NI, BIEL 1 £
4.5 /NI, I HAERRA Z R FF E A FIRRAKE R T47 20,47 40,4 60,2 80,27 100,
%] 120.4) 140.%) 160. %) 180 B{Z) 200pg/mL Fr4E /D %) 6.4 8.4) 12.4) 16.4) 20 1 / B,
2 24 /NI,

[0031] £ — AL, He b B ) 2 8UE ER RN EEE EREBN S 2ETEE
R EAE LIRFERSA

[0032] 75— AL, 2 ERR RS — P e MBI a T R (— R
Bl 1RA, LT RUREBGRE o 13X P 24 77 B 22 i 24 77 ) et N IS RS L 7E 465 i P 11 Bl 22
b—Hr A S EIR RS BUEN IR AT A . A2 — DS, BN fIR
o AE N SEH g, B Ine T R g .

[0033]  BRFANAYEST FIAT B4 B9 9 7 M 750 IR 24 B 28 571 B 4424 L BB )L 12 771
BT BRI A s BOCE AT A TR BT R P I AT e T gl v A BICSE ) A
SR Z 71 s PTIREE AT 5| 68 5386 38 22 BRI 2477 o ARzt , — s 22 B B 0 0¥ 7 770 ot
LB -

[0034] 70 25 Jie 24 gk 78 ML 771) 1 7 481 A i AHLAS B T SR R TS s U W L A YR TS B IR
B ORE I AR Je R SERE R A SR pripolidine. BREEH . O BR BT 2R A BERZ L 4h
IR A SEVD 55 R B 22 AP B BT ) DR R R T VAR AR TR T L 25 FR bR e R
bk oS HRr T OO R TG E 58 S 5 T SRR YT S oKL B2 Ey W | SR At s L A7 v
IV RO B SRR AR IR T VA B YT ZRIR IR | R Rk, R fth e L IR AU e
DL PRI s AT Sl s DLACBEAN IR 2527 bl 4252 i Sh A .

[0035] A i Lh e 771 P 28 AT AR R s B LR AS BR T < 3E SR Ft 6 245 (NSAID) , 4l
ERATAEYD (B, AF7E 45 2538 A8 RS 25 - DU 25 20 A0 25 L AR 1A VS 55 S I WRIES 35 S iR %
S IS LU ZE  RIE S5 SRR R 5 Ry S5 RIETI& 55 ) Al COX HIHI 7], I ZE k% & 4f 2,
B M) s SRR s SBRATAEND, Mg W38 37  XUEUSF IR SRR AFEIE T 57 BB fiT &=
W, 0 S50 ER S B S5 ISR AN R 55 IR s IR 2R R R AT AE W 40 — 38 Je MIRH SRR A s i e
I, WML R LAY 2 R BRI SRS BT s AR AR s LR e 255 BT
ZHIER AR

[0036]  1EREFIFIFE SR A K~ AFHA R T MR B AR5 W R SUOR R A
VAT I ORISR S B ME AT AR DAL P D2 R R T IR 2 R R O A
FATH B SR A G R B H I s AR AR LR EATTI 2G5 ATz ) Eh A
[0037] AU BH I 53— J7 T N IR T o Hofy 75 B 32 da & B BE I AT TR E Bl B R
P B R RPREAR B 57 125 VARG T FH AR A B I 25280 B R kL o AR Beseatas v, 25
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B EIR R PRIAEL) 6.8.12.16.20 B 24 /NEFIATA 2. AE— MR R SLHER F, 8
IR RORLREL) 12 /NN HEAT 25 25 AE 53— MG R SEHE] v, IR R 25 28 B B IR R ik
21 8 /NHAT 4R 2

[0038] A% BH I L EE S 491 Ay (R o 25 48 B R R AE SR AR o B BRI AR R
(07792, ST IR ARFE RS2 H 2 DR FH 25 0 BIR gk, b £ BRI 20—
AAEEE W, 3 H L e it FZ A 5 2 G 6 /NI L4 IR 3R AR 32K 3 1 2R b ik
R /DZ) 20.4) 40, 2] 60,2 80. %) 100.%] 120.%] 140, 160, %) 180 5L %) 200pg/mL. 7E
e e, AR ZA AW 2 G4 8 NN LA S IR R/ E MK IR AR
D2y 20,45 40,45 60,27 802 1002 120,27 140,27 160, %) 180, %) 200pg/ml. {EFKFE 5L
I R AR A A 5 12 /NI 22508 RS 7R 523 2R Rk B 22 /b 24 20,
27 40,2 60 %] 80.4] 100. 4] 1204 140.%) 160, %) 180, %] 200pg/mL. 7E %5 SL i 5] 4,
e ZH M2 Ja 20 /NI 58S B SR AR Sk 2 IR R IR S 22202 20, 29 40,49
60+ 2 80 £ 100,27 120, £ 140, %) 16027 1802 200pg/ml. 7545 S v , 765 F %40
AW G 20 NI BRI R AR SR L P IR A E D) 24,4 40,41 60,4 80,
21100~ 27 120,27 140,27 160,27 180,27 200pg/mL. A B 1) FE L8 o S ) ks 8 S
R 4 2R T ST A AR DR E A BRI, A AR 2 bk
A EIRREIER G, LA LR RS RO B B 45 i

[0039]  Z3& T STHIBT ] L Ad St 7 XM SE 48 AT B A i B A I

B 1352 PR

[0040] [ 1RtV AEEHIA 5 20mg £ R EARRRERE (BR) M ARIR 24E 1
BRI 525808 IR NP2k i 2. 2 WA 1, y Bekonile B LA E BIRERAE
MR (B R bE (pg) BEZETT (L)) o x BRI IE) (EAL /N ) o 1B 1 7Rt
TAE 2 /NI LAV EIRERIABIEAE (Cnax) HIFIREE. B 1Rt 1 7EZ 12 /NI
5 UEH.

[0041] & 2 7Rt VAEREHI S 20mg LU LR E (0 A ER WY R IR 25 U LR Z0M
RIS 255808 IR MR I 259 th 28 . 25 DL I 2, A2 8] s A7 R TR 5 2808 iR
o Cmax FIVEFETEL) 1 /MR AR Z) 4.5 /N7, FE2 12 /NI UL 52 21 AR 2 A 188 —
e fEL o

[0042] I 3Rt VAR 20mg LAV RS A O BR SRR 550 2Rk
LS BRI ZR 2. 2 WK 3, EZ Oy R B I’- 12k, DT LER E .
MG BN A ERZUR B A T & Cmaxo 7EZ) 12 /MR, DLEE3I A 26 (1 58 084 .
X ] BE AL AN BT RURL I B iE K PR Bl i b & S B R EOE I I B AT R AU
FRE ERREAE L W R TR 3 O A Ji A ) LA 8 v IR

[0043] & 4 7Rt VAR 20mg HAVE AR M0 A AR BR SRR 550 IR 200k
i} 25 580 B IR A ML 259K il 28

[0044] & 5oRth VAR 16mg VR AR M0 AR ER WY HE IR 25 B E AR 20N
RO Smg 55 ERRER AOMUA TR SR LA EIRR ( “ER-IRILIBI”) ZJE R 2%
B AR AT MR i 2. 2 0L 5, SLERAR IR ER-IR R Y. [FIAE, 13077 J7 i

8
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2R 54t b HE IR AN h % 1 790 BT WG B 28— 3. AT ER-IR 3LIB M 5, ZE AN 2 /NF
AR NEE s— AN FERA IRFIEHH S —AKE IR ERFIEMAE . Cnax HHRE]
K IF HAR R K IR A B . R, ER-TR JLVRMA KA 25 2 A 7E T AL PR .

[0045] & 6 /8 ith TN 15mg B FIRE I EA I ER M HEER 2 40 IR 25
AR 7 bmg K5 FIRFE MR IR Shig 408 EI R 2 e £ BRI ME 2
W 2.

[0046] B 7 R T AERBAIAL & 20mg 5 LRIV TR $hIR 240 IR 2 ki 25
A ERRRMAMEM 2GR M2 20K 7, SELERIR AT L0 TR WA= 5, 9 HoE 2%
Sk B B 5 2 UL T . ER-IR FLIBMINY Cmax LT IR XK Cmax.

[0047] B8 R T 7B & 20mg B FIRE A IR $hIR LA LIREN LE S
I RRE A L 2594 28

[0048] [ 97t T /EME LS 22, 5mg HAEE IR R AN ER WIRIR LA E FIRER
BRI A E 7. 5mg BAE FIRZEMBUA IR SR LEE FIRE ( “ER-IRILRY”) W5
FALE 20mg 2%V FRRR ML IR ShIR 250 FIRR M #AT LN A Bl E 17
M 259 5 i 25

[0049]  [&] 10A 1 10B 7~ tH T LU BA R LA BIR R WP Z5uk g dh 25, 0D (1) /e
.5 15mg HHAE FIR R AR ER W IRIR 22548 IR SR EY sng 2HE LIRER
PR TR hER 2 'S BAR A (B 10A) 1 (2) e A E 22. smg 'S RIRRIHA
KM ER B4 IR 0 EIR SR & 7. 5mg LAVE FIRERAWUA IR Hhi A EIRER
i (I 10B) 5 (3) 7% 20mg L4 E DR ZEIOUA IR $hie 224 LR R,

[0050] & 11 bh#E 7 BA R 25 B R P 259 BEdh £, e A (1) B4 15mg 1Y
A FIRERHEA R ER MR 228 F IR R R A 5 Smg A EIREBUA IR
i EAE FIREN SERE (2) (a) A8 15mg £ F IR KA1 ER ISR 24
B EIRZEERL. (b) 5 dmg 228 FIRZ MU IR $hIR LA EIRZEA (c) 1300mg ER X
R FE M A A K EE A

BAXEAN

[0051] {5, A STUIHE AN R PTAE AR SCRGAR (1) e il B 78 20 FI AR & B . T T ) B A S8 it
191 B2 B AN A S A B T, I BT R an A &R AN 2 AT AR 7 X PR il A A 1 HAx 40
[0052]  BRAESIAHLE , 75 WA SCRE A BT A BR MR 2 AR TE B A K U T @ R U A
SHIAH RIS o BRAh, 1 AR S e th R & R R L L R A 228 Sk BA S| 7
RIFAARCH . BRAESAMEA, HWASCHT ARG O 5 I E &1 Ah, AR
P A VG S RS PR o s AR (B8 im mE W ) E R A S

[0053] EX

[0054]  WIASCHTH, AT LIREFEWN A Y Lol 2 S BFHEART 28 E LR R LR
S EEE FRREARES. A EIREMREEE. £ MUk sEiEe . £ E E
MR 205 Rl i N L4V IR R IR SR .

[0055]  WIASCHT AL, XFTAEAIHE € 25410 5, “AUC” = 4645 B Ik BRI AU o+ S ) 25 M0 1
25 25 7) B B P XTI 1) s ¢ R PRI ) g 2 N AR 7. AUC Ao HH 25 M Bt s ] A 44 g 28

9
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UL ZG R B30, BB 7R 259010 U B s s AR

[0056] AR SCHTH, “Cmax ” BARLE 294 Ot FH 2 5 9 B HE FH 88 — 70 & 2 i 29970 0k
XA B Bk (BRE(E ) .

[0057]  GASCRT AL, “ @R e 7 BARAE L TR RS T o, 149 1 oR SRR
S, ELFREAEAS PR T A7 5 o] WG R EE 770 dfdad m] H T80 &b T L Atk 2 xR (3 PR e 4y, B
(fan ) EA HARBIE A 2

[0058] & “iRRE”, HEARIEH fa , 20— Bi )y PR o AS MRS, BRYE MR Rl 2
(IR A SR 7E TV IRGA 2 5 SR R A

[0059]  HASSCAT A, “YE A 7 BARATATT A 38 IR PR 558 , 7012 38 55 b A R BH 1 VR 2 71
RUR] DAVE AR, 040, FH T30 5 7= i AR A A BB Wi F T 00 58 — PhBs 2 P i 1tk 1l 4y
AT BRI B HH I B 0@ AR A0 A i G 3 [ 24 ML P R R TR £

[0060]  HIASSCHTH, “HIE” “HIALY B HE” SHRES0TENR (—FBEM) W%
MASMELE LR E. “HIE” T B & 8-S 2 A AW &R 4 25t
MR 2 E. fE— At , FIECA ARl fE— L, B8 2 2Rl a2 E
R AR sEiEsl s, —ErE SRR B — B E S ERET . a2 ER IR
JEFH, — E A AR IR IR 22 A LIRE kL, I B — BT E AR AN A E LR
T/ B IRV . AE— AN, B S R IR I 25 AR R 2 RO 1 ) B R AR R
FE IR -

[0061] WA SCHT AL “Z54) - MIE R A7 BT sy (A EA R T 2593 4%
) 5EFARAHMIERE SR 249 - WIE S A W) 78 AU b 4 FR N WIS IR
h (resinate) ”. A M HE A K& B FH A0S A8 B WIE N Amberlite™ IRP 69 (The Dow
Chemical Company), BAANVE M SRIRME, HOUATA B 2R MR = C 0@ H 2R T4 3L 54
(RN BH B AWt T o ATz B BORT A8 e K BH B S, HenT VR 2 P2 B+ (Bt )
A W B W, 1% S RGN R B VBRI . B 25 MR B B B 1 AT i g ik
CUE 280 / IR A4 3 B E AR, wise [ &8 2, 990, 332 1 4, 221, 778 Fizx. 1,
2 5GBS KR EWR A, I B R veis 0 B Rz 2 4. nlsnh & % S A i
(¥ pH 248, Bl U SN B 25 R B B AR, X 25 B S R B BEAT RGN . AT USCEE BT
RZ5Y / MR R A I BRI B R / BUK eSS, DR LR RE S MY . w5
BEAMAFER P EZERT SR TRT 208/ MRS &0 1248 B IR AT T
L AL 0.25 & 1 E£10.65 @ 1L01EZ0.30 @ 1 ££40.55 @ LKL 0.35 1 1 &
#10.45 © 1.

[0062] “FAiR” BIRREE KT 5.0 LK T4 5.5 BUKT 6.0 A7/ THIEFH pH T
VS

[0063] R “HERE7, HE R o, TR R 2 AT A B VS L 52 35 1 7 R TR LR
2k, I ELVEVE B A BRI e i (BPAEJS ) [ [H) bl 55 A [ s 43 (40 B AR 78551 284 AH
FIRIZ A 0] B K o OB P TR A 55 3 A R 30 R B R S R 5 R L — R L Jhk
MR I S

[0064]  AUASCHTHT, “HUBE” B4R 2D — PG MRS BVE HERERT & 3 A S TE RS 1)
BRI USP Mg« HAT BUBEME BT VS PER 7 P E W T B NS, TR IEIR BUE K

10
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T PERC D S H

[0065]  “VRAAFIZY " ] A= HFAth P 1 £, 455 Vi g ) B At ), G o — o 22 i 1P i 0 B VA
HE B AR B T ARV B HIRAS o

[0066]  WIASC T, “YRE” Ro3dE T IG PR R 7 AE S A BT (10 B i ) R T8 s
U BRI SR ALALHE 1) AERE B 2) AERE. N, FLb R AURATARVEE LAy (—Fb
BZ B ) AETR S A2 GE A I 1) J&] 35 P AT AR AT, 36 DRI A 45 RE o T R R0 o A [0
FA R FH 5 25 2 IR ek o R RE R RS AT 45 B A FH G rp — i PR R 0 ) 4R 82 I ) 7T 5 57
¥ PR A R R RIS TR AN [F] 95 PR R AL

[0067]  ANASCHTH, “ 2558830 75 7 8L PD ™ A E Rl BB A ) 24103k S AT A 8082 1) 5% R )
W7

[0068]  UNASCHTHI, “Z54R30 3287 B “PK” AZGHIA S 43 A AR AT HE M 0 st ) 2L
[0069]  WIASCHTH, RIE“LEE LIRER " TE R R 3- Fa —a -[( RS ) B ],
IF BAFEAEAR T H 252 bl He52 K 2h VB8 AR BT

[0070]  WIASCHTHI, 254 “RETBOE 227 Fahk B I (W) 259 IR BB TR &, e /N B e
I Z3 Y22 508 (mg/hr) o ZGPPRE TR 28 & AL A SIS N A A4 A0 70 B4 V8 it 106 261
o QUARSCHTHE , A2 “ 45 24 Ji 758 I 1) 3R A5 1 24 MR TH0H 3 a2 B 766 18 1V 5% (4 USP
24 (United States Pharmacopeia 24, United States Pharmacopeia Convention, Inc.,
Rockville, MD) 3 HIIARLL ) FFUR 5 , 26K 5E I [A)FR1G A S 2R 22

[0071] AL A, “ 2 ENE” BARAENR S & KE A B (B I R s o
Ji ) FEfhinS, KA A% I, i Hofth 7~ (RS A SO iR B E TG R R ) ) BES 2184 HIE
JUREAIN

[0072]  “APEMAATRIAYL” AR R PR HBA VRO A SE L 5 0 770 28 , 3 e o AL iR AH AN B
T (1) BAEAR B@ER TN A 231 ERYIARIEE S of (2) S 53UA—1E 5 T3]
[RIBE 77 o 28 44 77 A B AT T4 1 S8 P o, B AHAS BRT B i FE A 52 I TR .
5] 4 770 28 T = At P PO 65 8 P T g ) 2R L R PG A W 9 28 SR 2R i g ) 2 | AT AR
T B e SR A g ) 2R

[0073] [ 44512 " AR AE =R T B2 AR FoN A H A 2020, 5g/ce 5 A .
AR Y AT AR HE A A 6 B SR A 70 S IR 24 7)oy A BORE T 7 HE ) R ) ST B
R IR A i 7R AR ) AT LR SR AL N A A

[0074]  ANASCHTH, ST URL I “ B2 AR B AR SR T 4 20%, Wi/bT-4) 15%, 5L
DT 1L 0% FORIURE R T A2 2 i B, A TR R BARE i5 . SO AL, B TR e
AR, ARTECHEAR R T 7B AR B B AR AR KRB IE S K I HOREUE s SR 2
R BEA R, {3 D B AT MR R BUR 2 2 e o T ID 2RIRL B B P BT B A, Hoh
MEAEE K (IKIE ) RGEA NS RGPl & A2, BLEIL 2P a5 ARk
[0075] QAR SCHT AL, “I7 307 AR BAESW RIT VA 1 SR BT 5 s B M) B A4 1K) 45
HE) AR ART Dy B RV T R 0 AR AT RO B H

[0076] A BH ) BAAR S5 3o LA SEABI R 7S o A B I AN 32 RT3 Be S2 451 v s
H A EAR TR 7

[0077]  SEH]

11
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WA

10/27 BT

[0078]

R 25 AR B BRE RO 1 4 Y DAL 2RO R BRI AR R B . R

FRREERERURL ] 5 ot s PR B (JC 2 f”f“/ﬁfi%&ﬁ) B T ULRC RFEEm) 8], Prid

Ve TR RO LA B AR K AR

Wy A IS AR A u/zz MI]E’J“%MIE%

IT‘—'ll

[0079]
[0080]

E-L-an
il # O WEA REMERNESA

'v%‘tﬂ%%‘??%ﬁﬁﬁﬁ%ﬂ il CAEM#RME LA

FE TEY) AR EAR T3 2B

(S

I ZE K P B (7] BORE B 1 FRAE 25 °C T AR 60 % 26 S 24 /N H A RAE 40°CT

FERFIRSE 75 % 26 ISCE 3 4> A IR Fifa
1 ANERE I ELRCAE 525 P
[0081]

SAMESR 1 TR

R | P EC s B U R AR ISR LR (3. 203e) o

o ERE LA VR 2 UL 7 RE I R 3RS

SEHHEAC T

[0082] & | AR RERE LA b R R ik -

[0083]
4.4 TEHAHNE TE% | T

(me) (wiw) | (kg)
’USPd&i*Jvkéi%:tﬂg%- 20.00 530 0.1699
NF SR AL st s 4 91.22 2417 107739
NF 47 Hr Bt LB ¥ AL A B e R iR | 134.66 35.68% | 1.1427
(Eudragit® NE 30D)
NF 4528 2 44 (Ethocel™ Standard Premium 10) | 4533 12,01 | 0.3846
NF A4 88 2.8 = T A i 9.06 2.40 0.0769
NF 25,68 i A 4% 9.06 240 | 0.0769

NF %a%ﬁﬁﬁ? R (Aquacoat ECD*Y 66.27 17.56" | 0.5625
NF ZJA zvu%. 1.77 0.47 0.0150
USP msm A
NF 258 °
NF &% &g - i .
Bt 100.00 | 3.203

[0084] 1. 147 20mg ThIRF= 44 %L%%%%Mmﬁuuiﬁ%Bw4m S by Bk

TRk R LS LR E I

[0085] 2. [E{AHE & .

[0086] 3. {175 ZILLAYE SIS HEA H EESLIRRO A

[0087] 4. fEALIE IR FRAEAL A TAER . B -

[0088] A

[0089] 1. & USP Zeaiifb/KusIn2lAd R~ A SR A

[0090] 2. FERRFUAIFEFE T AN NF A A R £ R A NF 2% 99 6 O 0 e R I 2
( Eudragit™ NE 30D) .

[0091] 3. WINERER LA S LIRR, RN /ERH: TIRA, - HEEIRAY .

[0092] 4. fEFHDE 3 MIREYRAE (246 )NF LTS PEEs: .

[0093] f‘lfmfﬂ ffﬁﬁ'_a :

12
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[0094] 5. T EILER A NEAMERREAYE BIRER / Ptk 3F i@ 20 5
I EAT Ui o

[0095] i BV i %
M%](5&%FW%ﬁ%ﬂmW?%bMT?ﬁ%ﬁ%FW&ﬁM@ LA N HEE
USP 2% 7 TR B, 2 )5 /& NF LRI, 2 57 NF TR IR OB =T 5l

[0097] 7. ZEHEHERAINNF 42 247452 (Bthocel® Standard Premium 10) Jf HIE 4,
IERAA MR

[0098] 8. FEFEH: T N5 A I BREE IS N 22 1% V5 VK o

[00991 9. BT H IR S KA AT B A Wurster fl AFIA3E FIRAL IR B8 otk A
BARADES MIENZE S EEAE LIRER / TS o e b 5k

[o100]  [E4k:
[0101]  10. K43 B IR 9 (STRLIEREAS TH AT AL
[0102]  FUH Eudragit® NE30D Ml Aquacoat ECD® X Ethocel ™ A (SR BT 6078 -

[0103] 1. ¥ Eudragit™ NE30D 7RI & 3 R~ (2085, 2 JSHR N USP 4R At ik K il 2, 3L 4F
YEZR K HUA NP (Aquacoat ECD®) I HAERMEBH: TR A

[0104]  12. FIAHEEEREHEA Wurster FAF A ERFAROE BookOESH
B 10 MEthocel™ T BA I Z A BURL.

[0105]  13. 45 H PR 12 B AR IIER S NF A AR A

[0106]  [Hl4k:

[0107] 14, K45 FP IR 13 BIRURLAEMEAR kAT [ 4L .

[0108]  FAHJE AT

[0109] iRk BUF 7l i3 AP 3R 14 A BRI LS FIRZEPURI 0 2 14 /N ¥
HAE AT SR E 25 @ <711 B E > Frk A, A8 1T, e 2&nt, 4£ 274nm &
FH UV AU o 75 55—/ INIHE AN 750mL [ 0. IN (1) HCL, I BLRE G 7258 /N 22 55+ DY/
I A B 1000mL [ 0. 05M FI B BRANZE phill . 88 37°C I B4 18 & 0 50rpm. ¥
HH 2R BH L 2 3R v BRI 25 0 B IR E A T AR A4 1S BN 100 % 1A EIR
R E2E T A 1R RN TEEET 50%, 76 3 /N K FEEE T 30%, 3F HAE 8 /Nt
WRTEET 50%. FrHEN I BRI TR 2 FRi.

[0110] I J7VE, USP AW ZE (2 A3, 50rpm)

[0111] 1. BEE A RIEE SIER BirfE 37C) .

[0112] 2. FREUH T 45mg shIR A0S DR R IORES . I AR TN E] (A ByETRIM R H
) A3F 750mL 1 0. IN [ SRR (1 78 4% IF B 4h v K, 2L P 32 bl N 50rpm. 7R
0. IN ERERHEME 1 /NI 2 5, SER 1 /BT (8] s (K & o 7 RIERE 1 250mL (1) 0. 20M 1)
T IR =AM BEAT SR BL . 2P B pH BA 6. 840. 05,

[0113] 3. JERLFHEA ELIRE I LEAP 48t R4 (75 274nm FEHT UV IIE ) W&
FEA PR Eh R 2T IR R UV ok .

[0114] 4. fFFHAE 274nm (AT B 0 IR ARE S VAR UV RO B2 5 A v VA MR TR O B )
LA 25 Bk e P th (M Eh R 28 BRI & . g i 248 IR s nE

13
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FA N IR TR E -

[o115] %2

[0116]
IFIR] /N ) (¥ HE S %6
1 10% —30%
2 30% —50%
3 50% ~10%
1 60% —80%
6 5% —95%
8 85% —100%
10 90% ~100%
12 90% ~100%
14 90% ~100%

[0117]  AHr7iik

[o118]  H¥inifil &

[0119] 1. ¥EEAFRELZ) 1600mg (1) #h 1R LS FI =Bk 3 H A 2 200mL FEHEH . (HE
FEUNIN ImL 19 1% L8 / ZKFE B VAT AGURE , I T 38E G 72 Rl [ A ) o

[0120] 2. W0 70mL (9 1% 418 / ZBEEH A8 G5 4 DAGEIRS 1 /.
B BE BN PR, LAY BRIE KT B SRR .

[0121] 3. K4y 50mL (1) 1% LR / KB N B e HaE s ARis iz 1 /i)

[0122] 4. H 1% 4B / KIERFBEZRZE B RA

[0123] 5. ffH 0. 45 wm FUFLIESE 5 380 LM T D8 25 1 98 5 20 A o AEUCER BV Z AT 56
HEH 1-2mL B3, LA T3 — DRk

[0124] 6. R E R 6mL KYEMREL 2 2 s0ml FEIRH, T 1% 4/ / KBRS
Z IR

[0125] RE'E DHREIAHT

[0126]  FESSALT DO tH IR 56 AF T, FdniE it (1% &8 / /KT 0. 05mg/mL #6578
8 FIRE ) MRS ASIEER HPLC R4 F . ST AL itk . ﬁ)ﬁﬁ%ﬁzuﬂ
T A o Y W T AR 5 s A VR D O T AR P Dl o SRk Dl s SRR 2T IR &
[0127]  HPLC faift 4> B 644

[0128]

14
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38 4% Phenomenex Luna SCX, K/&: 100mm, #42: 4emm, &
Sum, FLE: 100A

REAE 25mM Y E KRG CERMBTR(H46): TH(6535,vy)

A 25 UV 214nm

Rk 2.0mL/min

S R
HE AT Rl 7 At

K#®gerE PHESmm

[0129]  BEfEF= 571k

[0130] EELHI%

[0131] 2. FEEAPREXZ) 1600mg (1R 20 FIRZE B IF H A 2] 200mL REIRH . (HE
FEUIN ImL 1 1% LR / 7KV VATEIRAGURE , A T 38E G T8 g [l A B )

[0132] 2. ¥sJ0 70ml () 1% 4F8 / LHEHEW A G RG 4 PAGEIRS 1 /. FE
T RSN, LATH BRVE RIKP F IR

[0133] 3. &%y 50mL (1) 1% LR / KBS N2 e iR HaE e ARis ik 1 /M)

[0134] 4. H 1% 4FR / /KIS R Z B H iR G o

[0135] 5. ffiH 0. 45 wm FHFLIEE ZR v 98 LM 1 D8 25 1 D8 55 70l o AEUCER BV R 56
HEH 1-2mL (38, DL T3 — DAk

[0136] 6. f IR E ¥ 6mL RPEMEE L B soml B EIR T, FIT 1% 4/ / KBRS
ZIE I B RS

[0137] E£4AE FIERREI O

[0138]  FESSALT R SCHr#R th BB EE 6 A , e AmfE it (196 4R / /K ) 0. 00025mg/mL #h
TREAE FIREE ) FIEE MENBIA & HPLC R4 . SEATE I AL AL i v A58 i 4
T P AE 0 AL 1) 06 T AR -5 A A YA R O W TR 1) B s 48 SR SR o SR R 25 U IR R 1 P

3

YR = .
[0139]  HPLC fai 4y 55 444
[0140]

15
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& 3845 Supelco Ascentis RAEBLIE €3842, KA 250mm. W
4.6mm, FfE: Sum, JLEB: 100A
A AmeM$ﬁ%%ﬁﬁumﬁzm'gmmmg
\\\\\\\\\\\ B: [100mM FaM488 Pk (pH A 29) 1 ZH(50:50)]
KA BMBEES
AR LR i A(%ARE) B (k)
1.0 0 100 0
1.0 10 160 0
1.0 13 91 9
1.0 21 43 55
1.0 3 25 75
1.0 43 0 100
1.0 44 100 0
N 0 50 100 0
| B UV, 270am
EAARERL 100uL
ALiR BRI
HBUEITHE 50 AF
cwmann e eon R
4. &-ISOQUIN 6.7 min
PHE-ONE 9.4 min
'3HOBA 25.7 min

[0141] L4 2 AP A0 A [ B I R 2 U b IR 2 A R R 1) o ¢

[0142] il &0 3 22508 IR 2R BH S A8 it T TR R s i i — D78
R B LA — R, IR R FRRRFLERAT N2 ¢ 1.3 ¢ 1.
4 0 15 ¢ 1. AIE—ERRSE A o (A K e AR B URE [4) EE E v H ] R
50%45%40%35% 30 %25 % B8 20 % o AT PH B2 e b i o 1 SIURE 1) 35 KR S AR 4
T4um ML 177 um (k) 8],

[0143]  ELIE RS AL 2 480 B b 3 22 B 8 140 A TR) B R T PRI g 1R 2 4 B L R Bkz 25°C
THIGZSE 60 241 TE 24 > H BAAE 40°C T AHRHEE 75 % [K460F T s 3 N H AR
Frfam . ZHE LR FE VT 2 Uk il 770 BE I () HE RS 1 AN AR oe I HLUR AR 22 A

[0144]  $ZHEER 3 PIIEC TS il & — M B HIR TR IR 224808 LR R kL (3. 846kg) « EE
mﬁfﬁlﬁtﬁﬂﬁﬁﬁﬂﬁ??@ 3 %H%% 4,

[0145] T AR IS 2= U 1A

[0146]

16
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gy S Al fe B FF%
mg/ 48 mp/H AL (w/w)
USP & 2k M+ B Lk & 20.00 15.00 19.50%
USP 8K LM i 38.32 28.76 45.50
(F R A 2) Tdum £45 177um)
NF B84 & 22.10 16.59 26.25
NF &z ® et 4 737 553 R.75
NF .55 ° - - -
USP % 40K ° - ~
[0147] 1. £2% 20mg(A) A1 15mg (B) #h#R x5 b I3 & 10 Wiks (1 ¥ A7 77 & 43 B oA 4

84. 2mg A 63. 2mg. Sy H S B HRT IS AR T R ER R AU BRI &

[0148] 2. =R FEMM (Ing FIEHR EFAE FIRZEMAE ST 0. 821mg UFE M LA
B ERE) .
[0149] 3. FEALFRILFE R L FRTAEAAN 24K
[0150] K 4 AR IEIR J- 0 AR 2 HERC T
[0151]
Hoy e (ke)/fL|EE% w/w)
WERMEEYE LRR 0. 750 19.5
USP 2 B K Z MmN (RifE N2 T4 um 22) 177 um) 1. 750 45.5
NF % O BR A4 1. 0095 26. 25
NF RN LA 4R 0. 3365 8.75
NF 2 P i ° — -
USP Zialifh K ° - -
Mt 3. 846 100. 0
[0152] 1. 1g MERERLE S RIRFEAM U T 0. 821g MF S M LA BIRER.
[0153] 2. FEALFRILFE R L BRTAERAN 24K
[0154] AR Lkl & A M IR IR 5 A S IR 2000 -
[0155]  Gifidk:
[0156] 1. 5 HLAHHEE K FE ) USP 2% R 2 M 2 ik 170 B 6 X 5 ELURCSE 5 Y1l 42
IHR 43
[0157] P
[0158] 2. Y443 H IR 1 1) USP IR IR LT BR B 0 BUAE 2 Ak K b JF B4 o
[0159] 3. HfFEEy, i3 B PR 2 [ — 8B KT BRI USP g alitbK ik, skt

I8, BRI KL R

17
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[0160] 4. MM TREE I

[0161] 5. BEELIR 3 FDIR 4, BRI L%,

[0162]  ZG¥inZk.

[0163] 6. K USP RAML/KAINBN G 1E RST A SH N2 o

[0164] 7. fiHEmy, K I 2 S IR ZE IS N2 R 25 ¢ BB FE B R0V A

[0165] 8. FEIELEFE NSNS B AP ER 5 BB E M T - B HE: R

[0166] 9. 44y, BT B AR 8 1—H 4 K It BRI A USP R alifbKiik. datid
U8, ELBIRHS 7 /K4 2Bk

[0167]  10. AR AP 9 FHERNEIEEMIER L5 IR R BB REHRN .

[0168]  11. EELE 9 FEIR 10, 4TI vE .

[0169]  T-J&.

[0170] 12, FEMIEIR 24 =,

[0171] OB VB VR il % -

[0172]  13. $% USP Z&&fAb KA NF 25 P B s i 21 5@ ST AR A AR 25

[0173]  14. $4 NF g N B A 4E R IS H AN 2R 28 3F i 2V fE . 212 Hh AN NF
ROTRA Y2 I HIFE ELENE

[0174]  15. SN NF BN ELENZEBOA R R H &

[0175] A{37E:

[0176]  16. fEFCH Wurster A& ERAREE & & $, MM B DR 15 EEER
KEESAPE 12 IMIER LAY IR,

[0177] 17, FHARKKIMEREAYE FERFRESRN

[0178] )&

[0179]  18. TEHFAKMMIEIREAYE LIRE.

[0180]  ffiik:

[0181]  19. j@It 3% EARER 40 H 57 W67 18 T 1 i AR A IR IR 25 488 EIR 2 IF Hok
£ 7 1 Y R 4

[0182] JAEHEDT

[0183] I BA R 77 a3 B AP R 19 A K B TR IR 250 FIRRBURIEY 0 2 14 /)N
INF DA R A S8 2 e I <7100V H 2 > Pk A 8s, A% 1T, i 3 nt, 78 274nm
TEA UV AT FESE— /A A BT 750mL 11 0. IN [ HCL, FF HAESE —/INbf 2= 55 U/
I A5 24 1000mL (19 0. 05M [ IREAZE MR (pH A 6. 8) o AL N 37°CH HR M N
50rpm. A LRI, M IR ) 220 B ER A T AR AR f & 1S & 100% 1K %
A LREENE ST A LB A/NTBEET 50%, 78 3 /M K TS T 30%, F H
1 8 /NN K TBUEET 50% . I T JF HEs RAE TR 5 Rt

[0184] VAW v, USP 428 2 (%0t ), 50rpm

[0185] 1. BOuEvA HH/1 Ul A IS 2| B AR{HE .

[0186] 2. JGEESLENINE] (A AR AR L) A5 750mL (17 0. IN Y ERER K2R 28 JF HAF 4R
Vo PN, e R O 50rpme £E 0. IN EhIRERAE | /NS 05, BUHE 1 /NI AL o, 5
H A7 RIERE 70 250mL (17 0. 20M FOBEER =403k N2 B Bt . I pH RNA 6. 840. 05,

18
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[0187] 3. ZFHIFE L /NI 3 /N6 /NI (AR ) WA 8 /NI 2 J s N2 48 T HE 10mL
ROV L PR VA VR ST PR 22 SE T L DB S (10 1) S PEAE VAW

[0188] 4. WIIEALAE 274nm HUPCKT EEALHINA B9 250 ERRER Y UV ROEZ 5 brEis i
) UV WO BERIE s th I £ 5B IR IR . s thi &8 EiRR B Rl &%
AE EIRERE W IHEARNE -

[0189] 5. JHILAE 3.6 1 8 /INIF (¥ A AL ER ANt )& KA I AE BRI 8] 5 T H
Ehfeh EEURE, A DISSL #27 (B FRER) 3 FalikiE,

[0190] %5

[0191]
A (/N ) [ %
1 20% 40%
2 40% —60%
3 50% ~70%
4 60% —80%
6 75% 95%
8 80% ~100%
10 90% ~100%
12 90% ~100%
14 90% ~100%

[0192]  SEHI 3 R AT 4T

[0193]  A3Hfr s UM i A0 T-0 I (R RIORL PR BE AT o AR S HE = (1) AT AP IRfL 22 A
) T RIS Amberlite™, (2) EA PGB AR AR NI (s BEst T A A
TF B &R ), A1 (3) nscrm etk (B, 5 240 FIRER )« BRI Z) 75 wAE
FMC Syntron Ffffri¢ (FMC Technologies, Houston, TX) 4#rki B 4045, H % 52N 90 1K,
FFal 11 o0 IR0 A0 R B TG R B2 ke AL Z 5 1 , LART I AE SR A [R) 7™ A A PR o 45 RAE
Fe M7 HIRH,

[0194]  w[{FHIATM L3P =¥ iH 9L (Advantech Manufacturing,New Berlin,WI) 44T
BUINGRPERVRLEE 43 A1, 1% ATM L3P P 0 o ALk A% A5 g ikt , 25 A WU 1, AR I
R 43 5

[0195] £ 6 ARINEPIM IR PR E - fir (o “JsiA” 3 Hk$E T./7 A fi1 B)

[0196]
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i %o ALIRP6O | AL IRP69 | 5 13k &2 4k #® 34k %44t
i ~ Fiat | Bod' | 2B A | 2B A BB | BB
80 | 177um 0.1% (1.2% 0.1% 0.1% 0.2% 0.0%
100 | 149um 0.2% 0.3% 0.4% 0.4% 2.0% 0.2%
120 | 125um 0.8% 0.9% 3.4% 3.4% 19.8% 14.5%
140 | 105um 1.8% 1.7% 13.3% 15.1% 35.0% 34.1%
200 Tdum 23.2% 18.2% 80.9% 79.4% 41.7% 50.4%
325 | 44um 38.1% 37.4% 1.7% 1.5% 1.3% 0.8%
& Opm 35.8% 41.4% 0.1% 0.0% 0.0% 0.0%
>149um 0.4% 0.5% 0.6% 0.5% 2.2% 0.2%
<T4um 73.9% 78.7% 1.8% 1.5% 1.3% 0.8%
>4dpm 64.2% 58.6% 99 9% 100.0% 100.0% | 100.0%
74-177um | 26.0% 21.1% 9%, 1% 98 4% 98 6% 00 1%
74-125um | 24.9% 19.9% 94.2% 94.6% 76.8% 84.5%
Diglum)’ | 7.7 7.0 76.7 76.8 79.6 78.9
Dso(pm)* 53.4 49 .6 91,1 91.6 108.7 104.1
Dp(um)’ 94 4 919 1155 116.6 139.0 132.4
Fam 54.8 51.5 04 4 94.6 108.8 105.0
{um)
[0197] 1. Amberlite™ TRP69 “J& 7" n] 7 3rie
[0198] 2. “TLFF A” &FRRLEE Z J5 ) Amberlite™ TRP69
[0199]1 3. “TLFF B” k¥R 2 J5 M) Amberlite™ TRP69
[0200] 4. f# /] GRADISTAT, Blott, S. J.and Pye, K. (2001) GRADISTAT : FH T4 #r A B 1)

DLVEVI e L RS 2 A AN G v AL, SR E Dyos Dyl D g0 Earth Surface Processes
and Landforms 26,1237-1248,

[0201] K 7 SIS Epk A i (e 8 TP A B0 B)

[0202]
i 7o Folak | 2| B3 (B4R H A2 B A3 H 44k
i " rh A 2FEA | pe | BB B LEB | IEB
80 | 177um | 02% 0.2% 0.7% 0.1% 0.0% 0.1% 0.1%
100 149um | 1,1% 1.2% 6.0% 10% | 1.0% 1.1% 1.5%
120 125um | 7.5% 8.1% | 344% | 338% | 331% | 349% | 366%
140 | 105um | 24.5% | 323% | 365% | 367% | 38.1% | 361% | 332%
200 74um | 658% | 53.1% | 22.1% | 27.7% | 272% | 268% | 254%
325 4dum | 09% 4.2% 02% 0.8% 0.6% 1.0% 2.6%
£ | Opm 0.0% 1.0% 0.0% 0.0% 0.0% 0.1% 0.7%

[0203]
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>149%um | 1.3% 1.4% 6.7% 1.1% 1.0% 1.1% 1.5%
<Tdum | 0.9% 5.1% 0.2% 0.8% 0.7% 1.1% 3.3%
>ddpm | 100.0% | 99.0% | 100.0% | 100.0% | 1000% | 99.9% | 993%

74-177um| 98.9% 94 6% 99, 1% 99 2% 99 3% 98 8% 96.7%

74-125um| 90.3% | 853% | S86% | 643% | 653% | 629% | 586%

Dy(um)’| 777 76.4 86.4 3.2 83.5 83.1 81.2

Dyp(um)' | 96.1 99,5 119.8 116.3 1162 116.8 117.4

Doolpm) | 1239 124.7 146.5 142.3 142.1 142.5 143.1
R f‘ . . y
H”fﬁ 99.8 99.9 120.2 115.3 115.3 1155 114.7

(pm})

[0204] 1. “TJ¢ A” Pk E 2 G Amberlite™ TRP69

[0205] 2. “TJ¢ B” ¥k 2 5 Amberlite™ TRP69

[0206] 3. fd ] GRADISTAT, Blott, S. J. and Pye, K. (2001) GRADISTAT : Fi T4 B ¥ &k 1)

DTV B RS A AN G v AL, KU E Dyos DsoflT D g0 Earth Surface Processes
and Landforms 26,1237-1248,

[0207]  WRZZZ5W) — BEHR LL T BTN 25 RCE 52 . S5 1R T TR 8 /1 9 1,

[0208] £ 8 AT XACEPEZY N IR (K1 258 — B HE B 2% 2 inas ot #E [ 220

[0209]

ik BAR (M | RAuE | S | wERL | KiEgd e%«émﬂi“
B (kg) CoBE Y AR | R | 89de AL | AR ER

BAE | FRELE | %) (HAR B
) M )
{Yow/w)

% Afkr | 75-150 | 10.000 451 090:1 33.46 67.8% 0.50:1

A Bl 6)

%34 | 75-150 | 8.798 3.01 0751 31.19 73 8% 0.45:1

5 B(# 6)

% 4T | 75150 | 10.000 301 055 27.39 83.8% 0.38:1

5 B(4& 6) |

% 44k | 75-150 | 10.000 301 0.55:1 26.99 82 1% 0.37:1

J& B 6) :

%4k | 75150 | 10.000 3.01 0551 28.03 86.5% 0.39:1

H B 6)

%441 | 75150 | 9.000 3.0( 05511 2762 84.8% 0.38:1

A B 6) |

% 4dhr | 75-150 | 9.000 30| 0.551 2774 85.3% 0.38:1

[0210]

5 B(£A 6)

Ak 1 212-420 | 0.500 3.0 0.69:1 30.36 76.7% 0.44:1

KA | 212-420 | 4.551 301 0551 2780 85.5% 0.39:1

ks | 212-420 | 4.750 3.0 0551 27.97 86.2% 0.39:1

(02111 £ 9 . 244 — BJIE BB % 25 3% T2 [ HEA
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[0212]
s | B | RO | ey |
BRRE | MR LR %ﬁﬁ@é%%% X
(F) |k (%) (%) ;fg*;‘
301 0551 2755 $4.5% 0.38:1 | 5qbegPha
75-150 301 0.75:1 31.19 73.8% 0.45:1
451 0901 33.46 67.8% 0.50:1
243450 301 0551 27.89 85.8% 0.39:1 | 24ke5F 44
- 301 0691 30.36 76.7% 0.44:1

[0213] 1. BT REHREHREAY LR

[0214] 2. T UFEAEAE IR

[0215]  EAVE DR oM i — £ X3 8 F1 9 pyill &

[0216] AL

[0217] 1. F5EAPREUE EF QK MMIEIR ZAE EIREAES (BN T 25mg (KR E
A ERER) PR RE R 2 500mL REHH .

[0218] 2. ¥sf0 400mL FBEFR (IN HCL) /£ G HRG % FAGEIRG AN T 2 /M),

[0219] 3. N BATRSIRIAS R EEAEVE AT BT, T RGBS Sk e BVA VRN o
[0220] 4. MBI RE 2 ZIE I ARG,

[0221] 5. ] 0. 45 u m FlALIEE SR M £ v 5 2t e 28 B0 [FE 2Nk 5 7 il it . 7
AT A T3 USCEE B T3 B ) HPLC /NI 1l 208 26 HEH SmL 389K

[0222]  LAE DR RO

[0223]  FESSALT R SCHTHR R 564 T, M ARifE St (AN HCL HiE 0. 05mg/mL #5788 2544
B ERE ) AEEREABIGIEN HPLC R4 L. ST it ik, iR E R4
TE T PERNE, J0143 B &5 S A 2

[0224]  HPLC il o B9 464

[0225]
G Phenomenex Luna SCX. %/ 100mm. A& 46mm, B
,,,,,,,,, Sum, FL{E: 100A S
A 25mM #5 2R S LR H 4.6): L6535, viv)
S A
EcalE g UV, 214nm

HBE AT |
A#HHEGHE  PHE 5 min

[0226]  AEdh 4- ZAXHN 77220t L) o ) 94 IS i
[0227]  {EFISEW 2 B 7705, o b F T 561 5 13— 294R80 5 5 —2{R8)) J) 32 N 2

B F35A R A O A IR 25 AU B ERERTRERY 0 2 8 /NRTRVA I . S5 2R7R T 3R 10A
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s
[0228] K 10A JAHEHHT (50rpm)
[0229]
HEE  FASKBAFHME 1 RERAS | FARXFHAFH T ARGKIER
FHE 2T LRGMERERYT | HETEREES
kg 40% QR AP
35% & R JINFROBEHFGL
31 NF SR L84k NF S ks
ONF @ d kot (N=0)
(n=6) BAE S
Bl H a8
18 | 20-40% 20-40%
3ont | 50-70% 50-70%
68 | 75-95% 75-95%
S hed | 80-100% 80-100%

[0230]  ffi T SCATIR 773, [FIAE 23 A T 5248 6 58— 254R8) 7% 5 258 12
M BN 15 AR MW B EE £ FIRRRIE 0 2 8 /MR T E . SRR T IR
10B H1,

[0231]  yAHUE T L, USP AV Es 2 (32t ), 75rpm

[0232] 1. BQuEva H A U IS 2] B AR{E .

[0233] 2. Mg AEShES IR (0 AE A BRI B A BUA N N PO R T ) B
750mL [ 0. IN B ERER AR 8 I P46V I, Forp 228 8 T5rpm. 7E 0. IN R
YE L/ 2 0, BUH 1 /N R, 9 ST B3 I8 0 250mL [ 0. 20M R IR = SN A\ 22 i
FIBTBL. AU pH R4 6. 8+0. 05,

[0234] 3. 43 FIAE | /NEF 3 /B 6 /NS (3 ) 1 8 /NBF 2 J&, INEE N2 4R U 10mL
(1) tH BEARE SR . T TL B e se i kb 8 (10 nm) S P8RS SE W

[0235] 4. 7E 274nm [P T LA AT H 22408 2 10 UV RO B2 5 R AR VA W) UV IR
R EFTE I LA E LIRRE.

[0236] PRt A FIRENER IR AT DRR S roriiskiz.

[0237] 5. JHIEAE 3.6 F 8 /A s AL AR IIER HH 1 B St ARs T AR AN B[] o i th ) =
B A A BURE, /8 A DISSL #277 (BEFRIENR ) 3F FaiE.

[0238]  Z& 10B Y& HE 4 #T (T5rpm)

[0239]
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i JA] & BFBOBRBAFEHE 188 | FALRDHTHPORY
R A SRR 287 RS | MRR LA EREAER
AR AR L E 0% 8RR AP
35% @R 31 NF R LBRFHE
3INF S Lmers NF S isteed
NF B dm g (0=6)
(n=16) Bk g sk
Bl & adt

1 i 20-40% 20-40%

3 70-90% 65-85%

6 o8t | 80-100% 80-100%

& s Bt 90-100% 90-100%

[0240] FaEM9HT

[0241]  EFXF T 524 5 1955 —Z54R380 12 S A 88 2530 7220 L 1 s A IR0 g

U T IR ZEIBURL, 4 W7 2L2E 25°C 1 60 % HIATAHE RE I 1E FICE 1 A H JF HLZE 40°C
FI1 75.% FOREAHE T FO 2 T HCE 1 A H 2 R HOR e . % T4 i RE i T &, 3- FeRE 2 RS
oo BN TFERET 0.5% 205 EIE 4,6 ik (Bl N- I 4,6~ —HH -1,2,3,
4= DU IE SEVEIRER ) R0 IRE 4,8 SHMA (- T -4, 8- —FRHE-1,2,3,4- PURHE
REEMKER ) N TBET 2. 0%. 7E4FFRE T HCE 1A, WA L5 2205 L IR M E 1
P BN T REET 2.0%.

[0242]  BEfR= 0 J5ik
[0243]  HHT-FEME = 57 VERO AL T 28
[0244] 1. FEEAFREUE £ A KM AR LAY DIRZERE S (B85S T 25mg EHR X

A IR I EAR B RE e R 21 500mL 75 &R

[0245] 2. #RAN 400mL #FEF) (IN HCL) s7£°1 Gk 4% LAREIRG AN T 2 /M.

[0246] 3. Jy T BAIRFURIAN IR AL A AT _EJ7 , A RGBSR UKL e 2RV o
[0247] 4. FIREEFIMRE EZI BT HIE MR A

[0248] 5. {1 0. 45 1 m flFL U TR A A8 £ 0 v A s ik il 2 B (R s B8 55 70 B 70 o A

Y T 250 A WE B T4 (9 HPLC ZINZ AT, 20 HE H BT SmL 9

[0249]  JITBeff = it 7 vy Jo eV F IR i) 7 Bt
[0250]  AESSALT T 3O B AR LSRR 1 e bRt b (INCHCL H ) 0. 00025mg /mL. £ 12 25

AE L) MEERIEAZIAER HPLC R4t b SHMBES ML EBIEE. R 2 &

2038 PR RRE, W43 B 45 R A R
HPLC fhiif 7> B 41t

[0251]
[0252]
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Eaga Supelco Ascentis S AABEAR & 484, K& 250mm, A2 4.6mn,
‘ 280 Spm,
FuiZ: 100A

AR Ac [100mM 89 T8 PR (pH A 29) 1 LR(O9:1)]

B: [100mM ¢ a8 (pH % 2.9) ¢« ZA5(50:50)]

RENAREE B SR

ik I () A{%tR ) B(%ik )
1.0 0 100 0
1O 10 100 0
1.0 13 91 9
1.0 21 45 55
1.0 38 25 75
1.0 43 0 100
1.0 44 100 0

: 1.0 50 100 0

vl UV, 270am :

CEAKRR

BRI

Ck#SREErE 4,6-ISOQUIN 5.4 min

4,8-1ISOQUIN 6.7 min
PHE-ONE 9 4 min
FHOBA 25.7 min

[0253] S 5 - Im PRI 55

[0254]  BEATPRIR 25BN 715 (PK) WFFEA— ik 25 %050 7157 (PD) WA,

[0255]  A. BE—Z{RE) 122 A

[0256] X 16 ANSZAG & HEAT LI PR 7T, LA E AT B 6] | I R I R 52 B IR R
RN AN B SEA9) 2 ()7 A A I B BER TR R 25 4 IR 3 URL I 25 K8 77 2% ith 42 AR R A
FERARH . T 2R F B AR B RIGIT . 4 R Z AR E LR /£W
PG OLT B A 9T 20mg IR R SRR 2 F IR E I A PR B T3¢ R ybwl i 45
Rk o ML, VPO B SE ] 2 IR R T 1R 2 A0 T 3R SRS AR e T ) BB A 1)
HE EHABRITITRES BT 1omg S EE'E LIRRNHORKMIER EAE -
NR 2R E TS v w] v A, JF FLdE Oy g A e A S T smg $hIR LAV IR R
10mL Y44

[0257] 44453 B L] 1 A AR KR £ S FIR Z WUk RIS B S22 ()7 A 1) BT
NEME 14 IR Z 55k 5 McNei 1-PPC, Tne. [ Non—Drowsy Children [ Sudafed PE® & i
PR FE ML FRAR ( ERER 4 B ZE N 2. 5mg/5mL) BHATEEE:. K 11 1LE T —Z48) 1%
WA R IR T &

[0258] 11

[0259]
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Byrdn | EA s g

AGXED) | 24 20mg FRE LR FOF AR ERMERERT LR IR

B (RE) | &5 20mg & R ERA 65 0 A4 ER ok k S ERRE TR

C ) | &4 15mg & RUF R E 6P &R ER B8 H A F LAk as
Smg B B RR IR ASEA R LT

D(AZ) | &4 10mgE R ERT B REBEAT LT

[0260] AN AENRZ] B, K004 & 1A ALK 1) ER B IGER 255808 IR JURIAN ER SRR %
U R IR & B LA R 4 2RV o, S DR 20, i 240mL K 7 R
B, MAERE . I DRSS 28 CUIRGG 25 3h 1R 2408 BIRE AR . A T stk 50
ST 7 REG AR, E e BA R R A 5 4 £ 7 B0 240mL 7KK FIR 10mg 551 &

HIVRAR
[0261]  7EARZEZ o 8 BR 16 /NI 2 J5 B4R B I 1R) A Ab , 5 — &R A ML RE A S B2 3] K3—-EDTA
B,

[0262]  B. 28 _Zi{Ca) F72E A

[0263]  BEATHE ZSRIRMEHEA « (1) J5E 30mg LS bR Z e 5 ik BT IR 4 /Nt
45 TPRIR 10mg A=A RIRE A PR P BCR AWK s (11) VP 20mg B BIRER
HT 1300mg A 2. BRZ LMY 9 ER PK 437 A1 W B

[0264] I X} 20 D32 34T 55 SRS PERIF AT, DAIISE LR MR 25450 2 i 4k L 4E
PR AR (D) (@) AT 15mg R8RS IR 2= 1915 B 52 2 19 AR i e R
MR IR 2 A IR R PR, (b) 14T Smg LA E EIRE K 10mL %4 F IR & A A
(c) 1300mg LERE ST 2 BE R E M WA A 5 (2) () H249T 22. 55mg B A S FIRZE 115 H 5L
il 2 f AR ) JE R T 1R 25 AU IR B R AN (b) AHY T 7. 5mg EhIR L A'E LIRE
FEE FIREBIERIAS  (3) () M4 T 20mg $hREAE FIRENEAS bR
(b) 1300mg FEREN] ZBEEIEMY IZLE s LA (4) 24T 20mg $hiR LA IR R4S I
MRFERAM . 12708 T 5 8RB 0 R BT %

[0265] £ 12

[0266]

BT AR BRI FALE R g

AGREY) | 24 Smg £ AR LRTHF QAN ERIMERART LRE A4 Smg
F A LR £ A 1300mgER A L8 A SR IR SRR EipE
BAE) | &4 25mg 8N ERETAF ARG ERMBREIAT EREIF0S
7Sme A RE ERA VSRR IR S8 AR T LIRS

C{H#) | &% 20mg & AN LIRE A 1300meER & LB EARB 490K IR dE 5
D(&4H) | 84 20mgH AT LR ENRE IR BB ERT Lk

[0267]  7E 12 BE 20 /NI 5 B4R 8 B ) i Ak, 4 — R B ML IRRE AR YS B2 21 K3-EDTA B e
[0268] 45H

[0269]  PK WA IS Rm T B 1-11 AR R 13 s

[0270] K 13- AR ANFHSHUN HLE

[0271]
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AUCH I e , -
(oghe/my | 12417 1162.6 12378 11625
Lmax 208.4 219.4 2308 458
(pg/mL.)
(hr) < . Tmax 1 =036
[0272]
Tmax 2 =454

[0273]  JEE IBITHHE AB AT C =Tt 16 /M AUC. Y6977 % D =1t 8 /M [#) AUC
[0274] B HVUSE TN

[0275] 2, &R EIR

[0276] A7 20mg 4 B R ER-IR SLIBAIY Cmax 24 10mg & IR [ 50 %, F H H
AUCinf KTPHIK 10mg 7= IR 1 15% (20mg) »

[0277] 55 30mg EHA'E FIRERE AT ER-1IR FIBYH Cmax iy 10mg )& IR 1 85%, 3 H A
AUCinf K-TPHIK 10mg 7= IR [ 61% (20mg) »

[0278] U5 20mg S LR ZF 1300mg X Z B2 ZEMy 1) ER-IR JLIB Y1 Cmax A 10mg
FlEEEE LIRE IR 80%, JF HIH AUCInt K-T-FR 10mg & IR ¥ 22% (20mg) .
[0279] S5 R EH AR B IR I Zh ka1 e K R IR 1) B

[0280]  IX L4 SRR B AN B 1] 1) B % DL 0 R RS LIt 2 2 Iy R ) [

[0281] £ JRICHRH] (Y EEHE DIR R SX OB E M 4 5 nt, 28 IR E B A1
HZEEE FRER PK i ZAH T 10mg BV E R EAE EIREA IS . XAlae& RN
5P R T S B A A S B IR R RECRR SO BTN B2 Sy s IF HE R 7R
HEEACE BB R BRI, PRk G ) R B E M iE e R REAC R

[0282]  C. Z4%4 BN JJ A 5T
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[0283]  BEATRAMLXUE 2B BT T, DLIE L0 EIRE ML FIRE - X SBt
A 7y SR 1] R 0o i A R R TR T B S LA PR RE R ) B2 R 3 R T A% PR
30mg 77 1) ER- 45mg 7 &= [ ER BA K5 1300mg (%] 2, B 2 L My 2 [R] i FH 1) 30mg 71 &= 1 ER,
I HA5 R AERES S b, {3 A AR B T A0 A ) ER AT 12 25 20 BB IR 3 R
FEFERREVED ((1) AFER/ SR EHS 5 (2) SRS/ B9 M (3) 1 R Sk F e i P 28
0 % 12 /NIF ) AT 22850 53 AT 30mg 75 & (1) ER. 45mg 7 & [ ER BA K& 1300mg 2
AE ERRERILEEH K 30mg & [ ER.

[0284]  bakSEB AR B 7EBRBIA K BTG, AR B 7 AT ZEBOR R 25 . B
PRI UE, MRS 3R A TF N B ARG AR N 50 20 IR B 2 504 [ M B AR 20 JF Hix
Lo H b T AR B HIVE 2 N

[0285] = R

[0286] Blackledge HM, O’ Farrell J, Minton NAZ£ A, The effect of therapeutic
doses of paracetamol on sulphur metabolism in man. Hum Exp Toxicol 199145 H ;
10(3) :159-65,

[0287] Court MH, Duan SX, Von Moltke LL Z& A, Interindividual variability in

acetaminophen glucuronidation by human liver microsomes :ldentification of

relevant acetaminophen UDP-glucuronosyltransferase isoforms. ] Pharmacol Exp
Ther 2001 ;299 (3) :998-1006.,

[0288] Empey DW fll Medder KT, Nasal Decongestants.Drugs 1981 ;21 :438-443,

[0289] Hengstmann JH, Goronzy J, Pharmacokinetics of 3H-phenylephrine in man.
Eur J Clin Pharmacol 1982 ;21 :335-341,

[0290] Hoffman BB, 2§ 10 % :Catecholamines, Sympathomimetic Drugs,and Adrenergic
Receptor Antagonists. #{ T :Goodman&Gilman’ s The Pharmacologic Basis of
Therapeutics— 5 10 i, Hardman JG 1 Limbird LE %% %4, McGraw-Hill, Medical
Publishing Division, USA, 2001,

[0291]  Ibrahim KE,Midgley JM,Crowley IRFIWillaims (M, The mammalian metabolism
of R—(-)-m—synephrine. ] Pharm Pharmacol. 1983 ;35 :144-147,

[0292]  Johnson DA, Hricik JG, The pharmacology of a-adrenergic decongestants.
Pharmacother 1993 ;13 :110S-115S,

[0293] Koch—Weser J.Medical Intelligence :Drug Therapy.N Engl J Med 1976 4F 12
H 2 H ;295(23) :1297-1300,

[0294] Manyike PT,Kharasch ED,Kalhorn TF Z& A,Contribution of CYP2Eland CYP3A
to acetaminophen reactive metabolite formation.Clin Pharmacol Ther 200043 H ;
67(3) :275-282,

[0295] Miners JO, Atwood J,Birkett DJ, Influence of sex and oral contraceptive
steroids on paracetamol metabolism. Br J Clin Pharmacol 1983 ;16 :503-509.

[0296] Miners JO,0Osbome NJ,Tonkin AL Z& A ,Perturbation of paracetamol urinary
metabolic ratios by urine flow rate.Br J Clin Pharmacol 1992 ;34 :359-362,
[0297] Mitchell JR, Thorgeirsson SS, Potter WZ Z& A, Acetaminophen—induced
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injury :Protective role of glutathione in man and rationale for therapy.Clin
Pharmacol Ther 1974 ;16 :676-684,

[0298] Slattery JT, McRorie TI, Reynolds RZEA, Lack of effect of cimetidine
on acetaminophen disposition in humans.Clin Pharmacol Ther 1989 4F 11 H ;46 (5) :
591-597,

[0299]  Suzuki O.Matsumoto T.Oya M,Katsumata Y,Oxidation of synephrine by type
A and type B monoamine oxidase.Experientia 1979 ;35 :1283-1284.
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