WO 2006/032202 A1 |00 00 0 00000 000 A

(12) L BEF SEFAM A BRI EPRRF

(19) #5437 F AR LA LR
=)

43) EFR2 B
2006 %3 H30 H (30.03.2006)

z '! B
& JAs

(10) BFR2%HS
WO 2006/032202 Al

(D BRFEERSES" A6IK 9/16,
47/30, 31/381, A61P 25/16

1) EHiFHES: PCT/CN2005/001521

(22) ERFHIEH: 2005 4E9 H21 H (21.09.2005)

(25) HiFES: e

(26) AMIET: 28

(30) R
200410077961.9
2004 4£9 A21 H (21.09.2004) CN

(71) HIEAN ik ZE SN ATA 482 E) : RG]
2574 fR A F)(SHANDONG LUYE PHARMA CEUTI-
CAL CO., LTD.) [CN/CN]; " [H (i 2 48} 5 T 3K 1l
X E J§ %95, Shandong 264003 (CN).

(72) KHAN; &

(75) RANHIEAN (s £E): 5KkEF(ZHANG, Lup-
ing) [CN/CNI; 1 [E J5 5 48 B 91 7 4 9 X 2R J7 18 [l 6
#1055, Hunan 412000 (CN).

7) REAN: PEERRGREZASEMNERF
4 i (CCPIT PATENT AND TRADEMARK LAW

OFFICE); [ b 5 7 B pi [ A0 K 45725 J7 38 1t
R 582, Beijing 100037 (CN).

@D fEEE (RAAMY, ZRE—ATRAANE K
#): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR,
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK,
DM, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM,
HR, HU, ID, IL,, IN, IS, JP, KE, KG, KM, KP, KR, KZ,
LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK,
MN, MW, MX, MZ, NA, NG, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SM, SY,
1], TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN,
YU, ZA, ZM, ZW

84 el (RAHIEY, ERE—ATRENBR
#&37) : ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA,
SD, SL, SZ, TZ, UG, ZM, ZW), FxE (AM, AZ, BY,
KG, KZ, MD, RU, TJ, TM), EX#i| (AT, BE, BG, CH,
CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, IS,
IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR),
OAPI (BE, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML,
MR, NE, SN, TD, TG),

7 BR A A
— GREEFERRE.
WAA R R

Fral M R FERBALCHE RS,
BH5 ®ERNT .

HEPCT 3R AR Tl AL 44 09 “KAB R 4

(54) Title: LONG ACTING SUSTAINED-RELEASE FORMULATION CONTAINING DOPAMINE RECEPTOR AGO-

NIST AND THE PREPARATION METHOD THEREOF
(54) RHAHK:

(57) Abstract:

B 2 ELNE S AR BB IR 25 (A RSB IR Je Heipl % T2

Long acting sustained-release formulation for treating Parkinson's Disease, which comprises effective

amount of the dopamine receptor agonist and the biodegradable pharmaceutical polymer excipient. The weight amount of
the dopamine receptor agonist in the formulation is 5-50 %, and the weight amount of the pharmaceutical polymer excipient

in that is 50-95 %.

(57) T E:

BT B RERAERERMN,

SIA BN B S SR IREF A

RBEMAEMTERAGER H2THM, $ERIBRADELZBEHR
FREESEH 550 HAGASTHAEEZBRHATHETSEN SO0

— 95%.



WO 2006/032202 PCT/CN2005/001521

2H % BRF R L GYRY
KYEBRFFI R HEFTZ

BAAT I,

AERP RS CREZREIF HH A REIEBER A, AR,
ALRF RS CBREDYGEHNAZBMR. HMARFEH A BRI
BEREFk, UERBEAXRENAHHER THARMEEETE
3SR AN RRBN T EFET MARRERR A ER R
e AGAE (R TARAFMERE) REEBH A 4 Wie 7 25

BREA

S e REFRNAGFTMEREN—REEZSY, BRER
BANSECHRIARIANAE S CBRADIANEGDATHTT
(rotigotine ), £33 % % (pramipexole ). FER ¥ (ropinirole).
%% A4 (pergolide ). # & A Mk (terguride ). & & A4
(quinagolide ). FE A4 (cabergoline) ZAEMFTEDRE
A, £FERRENEYSEMA sumanirole. SLV - 308,
adrogolide (ABT - 431), Dinapsoline #= BAM - 1110 ZEMAHTE

LSRR ESRA O REFRERFNELE. RAORA
B, RhEnt it EHARRLAE, 2RRAES, T
BRHET; B oRLHERERDNRK, £FHIMERA LM,
FHI R F MBS BT E SN B A YRR B ER,
do, FHTTHFAETIRE, EREDFARBIK A 1h-
5%, FIAREATORAY, F—F &, LHEERHN KT, &
FESRBARAERE, AAGTELRKYHEEIRS, HOR

"



WO 2006/032202 PCT/CN2005/001521

KEAES, A, FRBIEN I RIRIKS SR G, LiER
BNEIR, EHFR B, MREFRKFFMA, %7 ERZH R4,
A v hrndd, 178U AR,

RAEMHEL B ERAETABRLEEHE, 2EHTFFH
TT. $EikFFRPE, RAKIE, —8F5R8%., L€
—e By, ERFRPHETRE, RREVLERERNGRE
3%, AEETHATEOMEAERLNLH,

B b, 7 BRP—FF 2 R F] K 65 KB AHH
RFRIRZEOR, AEZFWLEZNARKTEFLYE, ANTHE T
REBERKAWMILA. TAAEZEK, UARARERV MERAES
MRZh 80 & .

CN1531428A (W02002/015903) AF T —FHFHTTHEER
(Depot form) L&B41F), EFPEATHRIHTTEREZF T
PIEFIFR| G ATIE ‘BB, TRKLHERBERE 1 Bkk,
CN1531428A ¥ & ARiB 33 3] A £ 8 X 4K EP0625069 (CN1090172A)
RETTUSEFHTTHREREMRRE (FPALAFHEEHK
) BRERE, RS TFIFETTHRRE. SBMRFHLAR.
W) 5 S T AEAT O FF

E2EZRTUA—R. BAALE—NAAZEZRFALH—RHGK
REBHR, FMEREEH N LB ERARBRZBERGY,
1 BB LIRS HIRAR A LSRR R G RE, W BLEER
ZEWESI KRR FAI KGR . XHBRHNESEBEH
F o REST B ENIE R RER EAGER, WA GER
BLAEHEBALERR K. REZHE, FHAEZA—RAXR
A LEE—NALEZRE—K, FaARRITFHETRE.

ik CN15314284A Fa CN1090172A 5+ F 2 Cle kg s £ B4
WS B R AR AT AT, B, ERLEHEFHTTHS

2-



WO 2006/032202 PCT/CN2005/001521

EEE AR A L EHRMEBEHAN (SHARKALAR2 AL

E—ANALE) IBRRZRLH.

AERAAFEAT FRE CRBRLARRDFN RGN RLERE W
BITTEANFE, ERBERAEDTERZSTHICLEZYR
BB BRGES R S BRR. EARREHNARKRSE, EZEMARE
TR, THEFEERXAEWILAZIANA, AL LEHA AL
= hBREESI, SHARERKKRYERE. BT R
ABre, TRV EIVER M A, KR “FFREE” BRGRE, F
HEZRZEMAFAE, BEFRHHERMNE, RXBENHRE
BEBWETER. ETFALZAAERRT KLA.

KT

KU E B R R S BRI R K B 0 Kk sE
Ba A, Lo A AR, A A REREARST . KA
BB HHREARBEA—R—RRS RERE—R. —A. —1A
EEAAUERRBA—K, KRV AHREK, BETHIHK
B, RE T W WA L Fil T ROR, AR KBRS Kb e
 AREEENARE, RELLERE.

AL B B 438t h FATR B RS E TR EE] £

AEPHRE—F S CRSAREDN LG Y. HARTFETT
8 KRB E R Je i A A k. EHARIR. EARF, FARE
5 AR

KEP M ER— PR S CBELARS A £ B R REFH
5 he oAk B A BATR T Tk,

ke, ARUAFA

— LT MAREN KRG RN, ARFEAN TS CER
KR £ B A TR 5 A B THA, AF, ek




WO 2006/032202 PCT/CN2005/001521

HEGYEEBHATHETLSEHD 5-50%, HAFHLSTHALSR
BHFFHEZTSER 50-95%,

FRBmEREHINEENAFHTT. SEAR. FERT.
BEAE. FEANR FEAHM. ©F5H)4F. sumanirole, SLV - 308,
adrogolide (ABT —431), Dinapsoline #= BAM- 1110 R HEM1847
A YRG A L —Fr. BAPRFAAL LH LA,

AYTRBERA S, THALARAXBLREE. RILA. X
LB, R-3-BEATHRE. RABR. RREF. REATREAZL
BREBERY. RAKERE. RIR -RL_BARAELR-RT
B e —F. AFRFFA LEA,

LR S CERZABRFF LB NG REERFA, REAHEZHA
MR, EHAREKR. HAKRE,

LR e REGYEZRES T FRILEAN BEIRERGRE
B,
ERRBEBFNT, EDTHBER G4 THARLAL R
RAXE-CLXBE. RILK. ROUANE. RERERRELETRE -
BRERKBREBELERY T H—F. AHRHAFA LEES. EREARR
REE - LREE RIVBFRBE T 6 —F. ARRAF U LAs,
AR ARAXE - TRE, #5259FE4£ 5000100000 i R
M) R A LB - TR,

TRREARE - CREY, AXBERLIERALHIE 95:5-
5:95, 4Rk 75:25-25:15.

el RN LGNy, LHALNHD RS T RAE,
HAUER R B R BRTY AR 2. |

HEd, RAERAHEER. ABR. BEERRANEL; A VUB AT,
I ER., DR, CBR. AT, FHR., R8BIt KT A,
B RAMA S RBRAKTARRE.

-A-



WO 2006/032202 PCT/CN2005/001521

FERY, LEAERBRIATENRG R & AHEH LR 6B R
REEEZH_EBRESF, FERFAAMEDKRBEARAAT TR
FHRBEAATERTHERESF, ZHARAEIMTEYRG A &
ARGHAROHERIZZHNROTHRBRES; FRARRLLSTA
WRERBAFEARNEBBRATLZARNBREF, v A
PRBETEMSE R R AR E ARG HEERIF LA R L RELHE
¥, BHEARAETEDRLGA L HEZ ARG HEBRES A
g B %, sumanirole AEATAMR B A LA sumanirole 49
# B #HA sumanirolede #9 B kBREF; SLV - 308 RATAEHRES A
23k SLV - 308 #9753 a3 SLV - 308 #9h B8 # % ; adrogolide ( ABT
—431) BEATE MR A A adrogolide. adrogolide #2ids 3
ALY A-86929 %; Dinapsoline REATAEM XA AIA
dinapsoline 2 dinapsoline #J&EE % %¥; BAM- 1110 ZHEFTA
My R 2k A BAM~ 1110 3% BAM- 1110 84 Lk BR 3% %,

LR 2R AEHHN LGN T, RALLTEX (l2) AT

HFHTTARATANIIA S
\\H
@O\Em (1a)
OR,

Frrt e ma gt md, X+ REAFTERT. C-ColtBti RF
B (RBERTF. C-CRBRARFHBL), RAFTER T,
Ci-Codp; it C-ClrE; X ATHEETIRKRETRER TR
BT, nh1-10 P et —A (it 1-3); ZHEA EH
FHRTTHEBMLER. BE. R, AR, LBRIATREIT R
B, FRTTLEY, KAFTHT TR, FETTRTE. FH
TTAE. FETTTRARFHETTATEALLRE.

-5-



WO 2006/032202 PCT/CN2005/001521

LRRBEEHA T, KL CBRTAREFIFNELENG T4
4 10-40%, HAZLSTHHEEZSEH 60-90% Rhin Z SR
ZHRESHFN AL E B FSTHEANEZIAA (10-30): (90
-70),

4 LA RMEAEFR AR A SRR, AR S 50 -
200 fRokR=Z19),

AZ PN R Bfef LB THERATAS—TBAA,

Ft B HLEA

B 1REMHREALETFHT THRREASIGEF.

B 2 REHG 1 FFHERMRERSHE.

B 3 R M 1 IS ERRAMRRRA.

B 4 252360 1 B S BaaRE pHT. 4 HARBHR T 65
ARAEBBAENEB. BY, OAFTHEIRKE, oRTRIH
AE.

B 5 2 5k 2 BB SRR A pHT. 4 AR RR Y HE
BARRBAEHHEE. BY, DATEIRKE, e xFRit
Bk E,

B 6 2 EZ6h) 3 PR SRMIRE DHT. 4 RAEDEIER T &
ERERBARAHELE., BF, DRTHEIERE, o TR
BRE,

B 7 & EkH 4 FTRHERMIRE DT, 4 HEMBHR T W5
AARARBKENNLE. BY, DATHEISRE, e RFRW
BT, |

B 8 254 5 FTAFNRSBMERE DT, 4 $AEBVERR T 95
AAERBAEMFEE, BY, DATHEIERXRE, o XTFEW
BKE.

-6~



WO 2006/032202 PCT/CN2005/001521

B 9 R G 6 PTAFNEBMIRE DHT. 4 MR T 95
AARBRBARGIHLE, By, DAFTHEAISXE, e AFRit
BKE.

B 10 R %E#44) 11 FIRGEBMIEA pHT. 4 SYRIMBHERT 1
FAARBREXEGHEE. BY, DATEHARKE, 0 ATK
HBKE.

B 11 R %64 13 FR0QEAMRE DHT. 4 RRBHRT 8
HABRBERENHEE. BF, DRFEFABRE, o RFE

HERE.
B 12 B 5244 3 BN EBRMORERN FI (AR 6k
b FHRTTHRERRITEE.

B 13 & 5364 3 FriF a4 S BMIRAE plT. 4 MAERBESR T W&
DREFBAENTEABERA LR (AR) BRPHFHETT
RETHFEBLE, BY, DOATRERE, e R FTHEBBEK

2.

B 14 & 234 20 ARAHEAFRINE B B B BRBA RN &
B, BF, OxTHIBEKE, e AFTRITEBKE.

B 15 & 64 22 T30 a0 B BRI B AR BRBEAR RN
#HEB., B, ORTHEBBKE, o RTRIBHERE.

B 16 B FEAH 24 HEATFHTTHR (R HH 1.8%) £
pH7. 4 HAEPBEZRTHE D ARRBERENIT KA. BT, OX
FHOBKE, @ ATRITERE.

B 17 R EHM 24 FIFGFEHT THRIFARA KB (ER) &
BRYP W FTEHTTRERCHEZAE.

B 18 R4 25 FIARHFTHETTHR (RREHA 26.5%)
A pHT. 4 AERBEACR P A A RRBEXRGIFEE. BY, O
ATHBBARE, oRTRITBRE.

.



WO 2006/032202 PCT/CN2005/001521

B 19 R 5E&H 26 FIFAFTHTTHRK (RRSHH 34%) A
pHT. 4 HBIERARPHE R RERBERRGFKE. BF, OX
THOBKE, @ RXTRITERE.

B 20 & FEH4) 26 FTFHFTHT THIRIRAKE (EKX) o
BRP W T EHET TIRERAITKA.

B 21 B4 27 iR S HT THK (RIFSHH 41%) £
pHT. 4 BB RARTHE B AEREXAENIEKE. BF, OK
THEARRE, @ ATRIMEKE.

B 22 &4 28 IR T AT THIK (RiRShh 43%) £
pH7. 4 WREMBHRTHE I ARABARGHELE. By, OX
FHABKE, e ATREITEKE.

B 23 REHAM 29 FIFHFTHT THIK (RRSHH 4Th) £
pHT. 4 WARMBHRARTHEF IR ERBRXENFEE. BF, OX
T OBKE, e R TRITBKE.

AR RAET X

ARRETMERRROERERHN CLABAN TN S B
SRYFHF R G Y FE T ENTEROGR G2T M, L4446
S At A SRR, AR A RIRSIMHENARSF,

BR, ARATHERHART LR T ERSEF S SEIIREK
SR HY R FH B Ho TS, ETAGEEEHA LS
SLIRE RS R B R FERF, RKRA T 2F LR AR
EHAEERNANBLG RS ENNE, HRETHIRIFHA
B FRANES BT ERIANLARESE.

A, SEBRIARRIMNEEDAFTHTT. THALE. FE
RF. #HAE. FEANK. HEXAR. £5HF4. sumanirole,
SLV - 30, adrogolide (ABT—431), Dinapsoline #= BAM-1110 &

8



WO 2006/032202 PCT/CN2005/001521

LeMmested. RBERA L FH—F. BIFRHFALLLE

LRBEAER S ORI HF R A D FT A BT AR
., Bk, TfANR. AVBRIREIKEBRRFZALE. X
B, RALERRA BB, ARER. BRERIARE; AL A TR
B, LB, LRE. B, XTR. THR. 28BS RT
BB, BEALBRILEYSEABRIRTELARBRFT.

AEPTHEREERETEMRGRETALEH EP186087
F2 US4886812 W A3k & 0448 R ALA-H vA B F A SR AT 50 L it
HAAHBEEAE, R EELRNHERRA-ERASF.

FIERTALATA MRS A ik f US4452808 ¥ AT K E AR
ody, HTAM B BRI ENT ERT HITE WXL H A
B, Rt FERFHHBEARIERTERT F.

B E AR EATEY R A Ak US4166182 7 AT E 4R
S, TR B A KATRENRHARFNITEDRAS
A, thikdzE A B AR TABREHART.

A MBIAT A K3 A B ik B US4526892 A= EP888243 F
PRIk E A R A, Tk B AR BT B0 XA AT
EMREB A, RikFEARNGHEBBR AR X ANRT.

Mk A RABEAT ARG A AL f US3953454 F= DE3001752
# ik E WA A, AT A B AR AT o 4 A R
ENIEHRAL, %@%iﬁ%%ﬁ%ﬁ&i%%ﬁi%iﬁl%é&;

o A0 B AT A R 2 A B bk f US4565818 EPTT754 F
PRk B AW, T A B AR AT S 4 e B A4 AT
EMREB AL, RAEFHHARHEEBRIALREZHNIFF.

Sumanirole B ELATA M35 M ik § US5478734 F= AT & 4948
A, AT VAR f BBk ATEE 49 Sumanitole WIATAH R
3% &, ik sumanirole #9758 AR DR E sumaniro le .

9



WO 2006/032202 PCT/CN2005/001521

SLV - 308 BRATAY R ALk W000/29397 F AT E AR
oy, HFT vAL B Ef X #k AT E 4G SLV - 308 s447 AR L 25 A
&, R SLV-308 eyis B L HhE ¥,

Adrogolide (ABT -431) RHAATAEM R A HiL i W09422858
EATIMENMANSY, TR H LM KATEES
adrogolide #ATAEMR A B AL, ik adrogolide &7 & .
adrogolide LBk S, A adrogolide #9344k A - 86929 %,

Dinapsoline REATEYMRGME AL E W097/06799 F A%
BT & 4948 k4064, &5 Ak § HAbskPrak 49 Dinapsoline &
FrAEMRIE-H A, £k dinapsoline # B sk dinapsoline # &
BEREE.

BAM- 1110 ZEATA MR R & US4713457 &4 PR & 4948
A, ATk G R ERATIRE ) BAM- 1110 H4TE MR E
A%, ik BAM- 1110 #93% B 453k BAM - 1110 #) B R BRE ¥,

AL P % SRR R R B W 64 KB A RSB
FRITTEGY, FFETTERAMAELITENREEAL,

H BT R 7 PR A
FEHET T RS UKENIEX (1) AT
H
) N "
OR,

XF RATEARTF. C-CoRBAXFTHFBE, RAIERT. G-
ComBARFHFBEL; RATERT. C-Culthk (H£2C-C), X
ATHEETRERTIREARTFIRART; n A 1-10 HE—FHK,

fienh 1-3HE—%K, nREH 2 LHALATHT T4
H8. BES. R, ARBR. UBRIATEBRATRNE; LRAFHETT

<10-



WO 2006/032202 PCT/CN2005/001521

BIMEGRIBAFTHETT. FHETTLE. FHTTARFTE
TTERETE, ARFHET T TERIET TH T EREMNHLEE,
AR TRPALAY (1), (I1). (III) K (IV) FrF:

et | R, R, X n
I SRF EREA S 2
II ZBtEk ERL S 2
ITI A BLE ER/A S 2
IV AYBLE EARL S 2
\i TEA ERE S 2
VI FTBAE ERE S 2

e ALY (1) A FHTTHAFRETE, NLeH
(II) ~ (VI) RARAFHBTTLE. FHTTEHE. FETTXK
T, FHT TTERRFETTHTE. ALRLSHT, RhL
FEHTT, PR ed (1), LAERAERLE ERTFESTT.

AR PR EEBHF FHEERS AT AL LY, A
B A A EA e LR GHARBU RS (Bl HF),

ARRF AYHTEBERAGITHALE RAXE. LR,
RILB. RUB®R. R-3-2ATHE. RAG. RREFF. REL
THELALARRERY. RAKEHRE. RILB-RL-8. RE
LB -RU—_BFH—FHIETFHRFRATFA LG REY, Lo
FEEA 2, 000-1,000,000 ERMZN; A RKEAGAFHH>TH
BHEARRIE - 2XB. RILR. ROAB. RBRE. REL
THEES - £ REBREERYE F O —F XL P A RAF A LA

A

ALRE A GHTHA, SEBEHNAREHAMRN, d—F

~-11-



WO 2006/032202 PCT/CN2005/001521

Rt HRAXE — LB, L5 TFTEEATAE 2000-100, 000 #R
W2 H), BhikS-FEAE 5000-50000 ERWM2E, HPERERX
BE - LREEF, AXERLIBRAWHIAE 95:5-5:95 X4, ik
A 15:25-25:75, J|AML 50: 50 A4,

AL H R Ho-Fak, SE850 224808 KRAHEAN
KRG I1E, REBILIBRIAERE, R4 FERBTAE 2000 -
1,000,000 & RERZ ]G],

AR PRHBEBHA T, ek ARRINELGDESES
FEHEEFTNEEEA 5-50%, ik 10 - 50%, £ 10 - 40%,
B 10-30% BHAFLSTHASEAS0-95FTF%, Kk 50
~90EBY%, HE—FHiL 60-90FEFT %, HKET0-90%.

RS EBRIREDHNEENESEY TS EE% FRHKIELS
ERRERE: BZ, RETFS50EE% A THEIERIESY
FAAEAR, THRERIMEAHELE,

BKRAN, BEECHRIAEFINEAHELBEHNFFRLT—R
HSEREAR, XEHYERAZLITHERTHISF, ZEARE
RS, TOH BRRIEHWGFRER, KX, wRESTHLGH, N
B R B IER GRS FETHA T, AT RERGHEERY
RHE., X—E N TFEBMREAAALAER, HUAAUAERER
HRESBETHRT, HAAREBEMFERGHRBENEZRA.
St F AL P EC S B A 2o E A RIRRF AR R, BAHF
RGN R sy, FAREGTRMER ], Bty T4
SHRETRIE BT, ER2ELARRIT50% A E.

A B BT T HRABIRITHA, EFRRLET HREREKE
Bl R EH T ’S‘WT%&%&%%?’%‘WT?&%%iﬁé&h\#ﬁ@iﬂaﬁiﬂ'
BB 1A, BlYy, R aRF BT TRAZTI0ONATHNE
SREWERBL, HEOVRZRBTUINHADR, BHXc ARG

-12-



WO 2006/032202 PCT/CN2005/001521

FATHHHEE, L IRRFBETTREGENZMHL,

MBLITURER, FHETTREREK, BEAHT) ~ 80C (&
£d), BMRBAHEAINAAN, FHETTHIRAAL TR E
RUARIFHAEN, FETTARLZAEMBEZL TERAT,
HBRERER, BAEFETTHEETEMNE (HXa) 2EREH
FH A B 34%0F, FHETTHEREEICHAREIL (BKRD), FELKE
EBHENEmm LI, BB EHATU, FETTHEREALAE
76°C ($&c), HRRABRLEHE I, X0 48 H T mE 3
ALE, REMAHFTHBTTUABKREREE, H5FHTT
88, IHFFEBRRBRYEARER, AAFILSB AL, X
P B rAMORN IR SR, FFBEE QR BRARE
P

EFBTTHE—RNEST, BRFHTHTTHBREAZL
BABBRAKT RN TAFHT THREARBRRTR (HEK),
XROGTFEMRPHUTHRTTERRALE, M ARFHRLFHTT
s ATRE.

AZ PP RALT AR LR — Rt B AE DB & RKEKE
BHF . @ ELETH LR G T AR B YRS ATHES, REFH
A G A-FHH RA B R AR LI RE B B ot S B R R
B RXAE G RZEBHA, iR KMEBHER, EH AR
AR, AZIEFHRE GG HREA.

AL AP AR KRB B F M A EBMIR, ENRRESHA
BIE, EVTUA—RLE—KR, Rt ZEVRRALH—K, EFHEA
A IR H B — /AL —R,

PA T A ARK B 6 RS AR, ENARF RS A BRSAAN .

1. SRR
AELE NS BB RESDF A AW EBIR (R F LA

-13-



WO 2006/032202 PCT/CN2005/001521

HEgt AR, HOR) & F BT AR AR E) 7 AR &7 %
HATH B

AL % SRR F R G WiEH A ERBERNG AR 1
~ 250 SR, FAEA 50-200 k2, AR AR — 20
K. EYEBEFZHANARRERE ARG, BA, R,
AL RN EK, ANATHRARLS0E ., FRAMRIERK,
$dk, MPEBERKIE, ARG A KR E,

ARXREBHRT, ABRRSNEBERLIIK, TR EH
B, EHAMENEIR, 2LEFERERFARLENINEA;
wRBHERLK, EFELZLUN, BNEBBRATE, FHER

Bk, HUBRSNAEEAHS-S50EE, kA 10-40F
%, ZHiL 10-30%, HATERBEGLS THANETAA 50-95
TE% HKEH0-90FEE%, RRAELTI-0EE%.,

MERZHRAFERATAREE, RECEIARKDFNRE
MEEVTSEEN FERIERBFHHLFHRE, RZ, wRHT
50 E&%, N RERIEH Y PRBK, FERE, FTRERIMF
Fe R,

MEHB| Fe ZBRTAEE, MBRAENRBEL LIRS T
50%, FARILIOUAR . L4857 ST M RAK I RIRE AR TH
S HBIRES T, RARBGEGEHI00E30%,

AREPRBEBBRT, $CBRIBREDN REDRLEAHT
BT TALTADRGAR, AFFHTTRAITEDAREAT
BT, FRTTLE, FETTAR. FHETT TE. FETT
RTERRFATTRYE, LHREREHERE.

EAZRFBTTALATESRE A LS AEBMRT,
FRTTRAEMEDRG AL EFHTTEAEN ISR G THHA

14-



WO 2006/032202 PCT/CN2005/001521

BEEH S~ 50%, 4k h 10 - 50%, F 4kt 10 — 40%, F ALk 10 - 3 0%;
BHABNTHESEIA S0-95FE%, #Kikh 50-90 E5Y%, #
—FHhik 60-90 EF %, ZMLT0-90%.

EREALAFT BT TALMTENRG A LR, F8T
TARAEATEDI AR LA B SER, BFEMRRYEHHFEAF 8L
B, ABHAHXAFE.

KPR IR T VAR RARBIBIR Y 7 AL & 5 AT,
R ARETIRE. BANELEABREERE, 2ARZRT A
R RP B 5 ik

4 RERNELERNEALPAORIRE, FRAAMNERN RS &
BB BT K B W Ao T L Wy e fB 04 26 R SR AHIE AR, Bo i) R AL
F o, RRKEWT SR G TREMEFESE KM, KAV AREL
EIENI|ELEART, EVMIHRA R E RN R F R A B IHAER
T RAHMAT BRI, REBELTAIER, LIRS BT R
MR, TR, EXBNEALT, LT REBRENG ETBREE
BATKE. DEFERE, HITRERTREATHFTRAE, R
BRE.

ALBAET, % BBRTRESDFH LG AT LY etey s
A BT AT . A HERNRAE A B Ky B B ER M. RIREG
IR EHAER, BARRA R FIR. /. CRUE. TEE,
AR E SN BT LR RAER 5. BslEE KA A G0-F =T vA
ABRUHE., BTRESEEN. RUHERRRER,. BPESER
MAR AT BRI —F . B RAFL L84, [2RRTFb.

ERAANIDGIIE, 5 CBRIREINF LY THRE 25 A
A EAERN T HAERSANER LB AR, AR, K
AT ATIRERAE BT HrFe y AAVIERN G A BB K, Kk RE
A 1-30% (w/v), ERRTHE. RTALLEEH. RUBias

15-
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WEA, RTEARFBNFRARBAT —F. AFIAFA L
A BB E L ARARR, HIREIRA RARE, (2REBELAEKF GER
B, KA A ERE 0. 01-12. 0% (w/v), B4k 0.01 - 10. 0%
(w/v), EARk 0.1-5% (w/v)., EXHIARZEANKARF B R
VATY BRARIRET . T AUAE AR AR 69 AR AR b BL R ABR A WUAR £ K AR A
B ABIATY R KL B Fe 39 G B IR, R RARMES,
ERBALR, BRARSE, AALAERL, AL RiBEHRRI
KEHA 1:4~1:100,

ETARRREFTREFEMKR., GRARFTREFEGS C
e B ) K BB A SBHORE, RUAFAER RS BBRIRK
H) K B Fo T AW R A AR AR UER; i
7, AEARETRERRMR, EXBGFALT, €TRERE
P Rs TR AT R, 2RFERE, RESTE.

LR BT RE R A HORE, AAUERN TAEA ZA TR &
. TRRTE. &5, L. AR, OA%E. KBERAGE
MBI RABEH 5, (2R T b,

ERSANARGIEAE, HABHEAWEN T ST, RER
LR e AR A, BRRA TR, RILTATIRE A 47 A
WA PEAERE, REREH 1-30% (w/v),

BTARAREREBGEA MR, SRARFEREFNES S
Be% AR B A £ AR AT, RAFIERR (ToAEM S el
W F K AT A YRR R BT HAT A B ) 22
ERS RRSHH R BT E NG H A S0 THH LSRR
HBRANER, BEREE—ANERAN (S CBRIARDHNES
M FeT M R 35 R B AT E R T RIEM A PUER] ) ok
¥, ZHERAEBME, EXBHEAT, LTEBRFISG K
RBAT K, FRFHRE, RETR.

-16-
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LR FEBCE R SR, A AURMER T MR R TR
. TBTE. —&553K. TE. ®A. WaALH. K. FE.
IREE BB & CANLE R RAER], ARRRT ., Arik ey 4 Hudk
BRTER TEE. LB, A, ARE. 2oR. KB, 2HEHF
AR E E AR A RA AR, 2R T 3k,

ERAFIERN, HARHEANERATHEE, RER
AUEF SRIE R SAT, SWBA RS, RENTATREFT 45 IR
Feg-PEAEB L, RBREH 1-30% (w/v).

PG RIER FEL AR F-TIREARL, ARG IR K2
B EAREREEF RN, RERFTRE., WSS
B RHL, RGEEMELE.

AEPPTiE N S CRRTAREDHFN R DM EE, 2iTkE
ABIAE W RERRBH G ELTARYR, Fik. TREER
MEFNEDE, TS BRBAAEZHH, BARERY (in situ)
B i A, AR T AR A dy ERBORB AR, A AR EHA
ALK HGRE, FIREHR, CTAEBR T REAZZNGF
BRS. HEE. RS, EANMALTAMETEHEFMALL
K, ERESR. RETUAEREHATEREKRESET, &
RWEENK., REPFRNIETE % CRARE XRRG T EF%
KR REN T ERRA LRREPN S QBB HALEGY
BEAIRASTEEZ ERGT OB RBTH, 2HFTXRZETU
1R RS, TUARHER. PR EH. KTEH. RAE
M. BAEREF. RSB FRAERHL, RBIANEZHLHAKT
EHAH,

AL RFTEE 3 SR RS £ B D BRI 694525 7
5, AFBTTHH, sFFARE 60kg 9 &F, AFHTTH, K
EHE A 10 - 400mg, ESHARRA 1 - Sml, RB A EHERA: 1-

-17-
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3nl, EVEHE—ARFEEH K. EATUAREEEZ S . KT,
B R ILEF K FRFLAAE & T4k,

%m$ﬁw%§¢&%wﬁam%%%%%ﬁ&ﬁ,wm%m
Ry F—RGERE RERYTHAE, ERERVT 20X, L2
AKX LINMARAEHRAGLYE, KETMERRERBEWATERE,
R TERAHGERTE,

WAL PHEGRBERMIR, BAOHRE. GHhBH
GmRRE, RETEEFARAREZNA R LA RE, EAFHIF. 8
VER R A S B, AEMET FAANFRGRF], F a2 ER
BAEARITRIFHBFVEAR.

2. AR (AAAK)

AERGHENARITE R B AR SR S0 FHHSFERS
LA B KA, B X REZ AT .

S LATA, BABANREHET AR, BRRELL, ERiEE
BRI IRT, EFHEDRSSETUMANRF, B2EAURE
L 50% A E.

AL R F W AN T AR AR F N H S T L RITHE,
Wik R deF 7 B dATH S K5 CBRAREIIF X EWIETH A
BT, BLASRENERA G TFHIRESNEY, REMBFH
FEAABRBNR, FHBER A FEE, LB, FREE. LB, THE,
WLE, TEATAR., O, BR. FRIACNGRESY, 2RMH%
Tt

i AR £ T A AR K A ANARE S F M F REEHRATH T
B, BYEBMBARAT BARRY, #AMBHRAR, RELAH
NRTRRAEVFEMNAXNEH LG R, LETULE 4-6 A4
—R, BRFETWHEAELEWAYE.

3. EATA B

-18-
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AE NG5 A BIRAT B RIARE R G0 THFNE
Kb EAZBBIRKEAAN, BRAGHEZREZ L H#ATHA.

4o EFF, BAHEHABEENMEKABHREHRGEAK, B
RARELY, RETUETFANEAN T, ERIEEEBKHITRT,
AT HY RS ET ARG, 122ARBES50%HE,

AK R B AT BT A R A RAR BT AL &) %) & B AR EATH)
&, MBERAWTHERTHE: HFREEZ CHBEIKRBFH RS
Y. THERERSaTHA, BETANER TRY, 567302
FRABR., BHAH N- FEabeBInd, DMSO 5572 A A MER, 1=
RIRTF i@, W RTHALPEHARRABEHALTRILA,
A HGER R Y K ERBR P FBEARE, BRELTRIA ¥ BLE
RANAR, HHMIENRT BRI RERARKRESL. AR ESH
ABIRTARBRANA Lt & LB —Kk, AHFE, LRTFH
0 IR 5B AN BARERTE,

52 36451

VAT Hi8 it b p)fe SRR P Rt — T HLARE AT IR % &k
SR FF) K B W KK BEBHN, (2R AL A BRAEFTIRA,

VAT 52364 o R A B2 R AARBBAA T # &9 L2000 B
A B KK EM (Beckman coulter A8 ) ME., RERA HK
AR &tk (HPLC) MR, FEBBLEKFT %, HlIo T AR oIl
REAHSFRE, 1993, 10(1), 51-52; FHEH T LLE, 1999,
30 (8), 363-365FAAFE,

34 1 |

¥ 0.1g FHTT. 0.9s RAXBE-LXE (AXE: LR
=50: 50, ~F % 25,000) 3&F Sml —R T+, EEABE (1200 —
1600rpm) T35 ZE 250ml 0. S%PVA RiER +, FX B84 A AT

-19-
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FF 3-10 947, REEKPEHEE 2] 300rpm, HLIER 4 - 6 A,
Wik, AEBREMIEIIR, BT, AREAEERMMNFHRIRERA
1-250pum, XBE20A4=B 205, REidl, ZHEEZKT 150
WAHMIK, K. B3 ZEEH 1 FFENEERREHLERE.

364 2

ARERFHATT 0.1g, KA B H B LRBE=50: 50,
2 FF 13000) 0.9g, #3234 1 G554 5F0H 10EEH 1 -
250 um BG4k, Wi, EHELRKRT 150 BURAMR, K.

R4 3

ABRFHTT0.2g, FBAXE-LXE(HIE: TRE=50: 50,
2-F & 25000) 0.8g, #HSLEH| 1 95 k4 &/F2%H 200, BEH 1
- 250 pm #4EER, 42/ 250ml 0. S%ER T 2 4F 4 g R B ARE 0. 5%
PVA Rk, T, HEEEAKT 150 ABHMIK, 2E.

364 4

HIRFATT 0. 2g, BB X M- X B8 (A RBY: TRE=T5: 25,
2 FEH 11000) 0. 8g, =EHH) 1 97 EH&FEH 20%, K2H
1 - 250pum k. RETH, ZF{HBEERT 150 BRGMR, o

JF
Ao

L4 5

HRBRFAETTO0.1g, BAXE-CXE( R XB: AXE=50: 50,
2FEH 25000) 0.9z, MR Fr 20ml, HEEALIER, A
FHREFTIREHEMAE, MRS - 100pn, RESE.

4] 6

HRREABTTO0.1g, BRAIHB-TIB(RHIBE: LXB=50: 50,
2-F% 25000) 0.9g, m—F Fx 10 ml, RILEAIEM, RAF
MrHF R AN 200ml BobEdP, ERRSLE, TRASMK, N

BHAH1 - 100un, RESE.
-20-
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64 7

ARRFHTT 0.1g, RTAB (£-FF45000) 0.9g, #&FK#
B 1 ¥ iR BAFA 5 10%, AR 1 - 250m sy fiak, &iF, i
¥ 2KT 150 R HMIR, K.

52 3649 8

ARRFZETT 0. 158, RABR (£FF 12000) 0.85g, #&K&E
B 1 8RR &4 15%, HBRH 1 - 250m eyfeR, 5, =47
BARKT 150 RHMR, 5K,

L) 9

AFRBRFABTTO0.15g, BAXBE - B & B TR E=50: 50,
2F8 40000) 0.85g, kM) 1 F HHEIF4H 150, KEHh
1 - 250m B9k, LM, FHAEBRT 150 MRMMK, FK.

£ 10

HBRFATTTE (.28, RAXEB-LAH (AXE: L
=50: 50, 2~F& 25000) 0. 8g, H=FEkp] 1 85 k4 &/F22 20%,
BEA 1 - 250m ek, T, HBAKT ISOMRNMR, 5
-

Ep) 11

HRBRFATTLE) 28, RAXB-LAH (AXE: LR
=50: 50, 2 F&25000) 0.8g, H=SEEMB 1 F EHEFLH%, K
Ah1 - 250meg Ak, T, FRBEAKRTFISOMANMIK, 0%,

L) 12

HBREHRTTHRES (.28, RAXH-TAH (ARXE: L&
=50: 50, 2~F& 25000) 0. 8g, 2534 1 &7 k4l &8 % 20%,
BAh 1 -250m a4k, iH0F, HIBEAKXT 150 BRAMK, o4

4

s

L) 13

21-
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MRBRFHETTRATE 0.2g, RAXNW-LAB (ARXE: TR
Be=50: 50, ~F & 25000) 0. 8g, L4 1 HF5 k%8134 H 20%,

)

F2Ah 1 -250m 69Kk, ik, FIBELRKRTF 150 R GMmIK, o
.
L4 14

MRBRFHETTRATE 0.2, RAXB-ZXE (AXE: TX
Be=50: 50, ~F & 40000) 0. 8g, #5341 HF k5 EF4H 20%,

¥124 1 - 250m #9443k, T, ERERKT 150 BRGMIK, o
.
EH#AH 15

AFRFERT 0.15g, BA BT B A X B: TREG=50: 50,
F% 25000) 0.85g, kbl 1 WMFEFSFLH 15% F2Hh
1 - 250m e44ksk, W/, HIBBEAKT 150 MARMR, 2%,

34 16

HBRFERTHEME 0.15g, FAERAEZPFHEEDT 1K,
BAXB-LRE (RXE: T RE=50:50, 45FF 25000) 0. 85g,
ST sml R TP, HEAG LT ERNERSH 154 BE
A1 - 250m ek, IF, ZRBEBXT 150 MANMR, K.

A 17

HRBEB L% 0. 15, B R X B-L B AR B LRE=50: 50,
2FF 25000) 0.85g, E&p) 1 6HEEFEHE 15H, 22N
1 - 250m &94k3k, W, HIpEAKT 150 Bokemer, 23K,

34 18

ARBUE A TR 0. 15g, AERAZPHBENT 1K
X, BRAXB-LXB( A : TRBE=50: 50, 4-F=F 25000)0. 85g,
ST Sml —R TR, BEEA 1T RFEREHE 15h, B£R
A 1-250 um ek, 55, BB KT 150 BRAMK, %K.

22-
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F4) 19

RN E A RDRERE 0. 155, AERRELHYLENT 14K
K, BAXBE-LXB(AXE: 2XBEE=50: 50, 45FF 25000)0. 85g,
AT Sml —RFRE, BEHEG L A EFEFESH 15%, B
H 1 - 250m g fkak, 8, HEEARRT 150 KGR, K.

S 20

¥lgFHTTET! EA-RTR, 59z CATRENRE
BFR 1, 3 - —BRARXERAARR —BRERY, 2 TFTFH 40,000,
PR 200 HR) A RAHE ., REMAFHHEREEN
10%, EAAH1EXK, KA 30 BRIGBRENK,

S 21

¥ lg dinapsoline Sk B R T 1 EA KT, H 92 T4
APREVRBEF R 1, 3 - —REXRERARARZ_BERY, 4T
B4 40,000, FHXii22h 200 KD RS 4E, RERABFH
FEREDA 10% HBAL1ER, KA 30 ZBROGBREANR.

L34 22

AR BATT 0. 158, BRXE— L B A E: TRE=50: 50,
2F%25000) 0.85g, BT N-FAABRIATY, #&FARSGE
15 % GEM RA4G F) dg 24 ARAR.

3] 23

HRRFEAKR—AERE 0.15g, RAXB-LXHE (AE: T
K EE=60: 40, 2~F & 25000) 0.85g, AT N-FEhe&IREA+, 415
FEBRHE 15 $EMN AL L) o924 R 8K,

LI 10 FRET THIRGRIMERRE 1
KA ERHA 1 E 6 MR, BITEIUR A S ATEHRE,
RBRLAAF G, RA—Z UL (pHT . 4) QETER

23—
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(BEBR AR IR ), BHBHATA LSRN LN, AERLEES
AMRAFREREAME , 122 KFAD TR EIARR HBEXAEX (A
T 3 B 13),

SIS BRRGE. BUMN,
FEAAHF: BE: 37+0.5C,4:&: 30rom,

LWk WESRRERHESRY I, EFEARS Sl &ELE
HHBE P, 5 nl BEMNE (pH=7.4 BRBRASLFER ) BT
BREBRFHEY, RE—ZGBE I, BTRAE,

B e B S 2 3600 rpm A4 T B 20min, HABIR 3 ml
Wik, FIRAESE T FiMe 3 nl BRANR, KGR A HPLC &

,

BUOBERFA & (&) 0. 1. 2. 4. 6. 8, 10, 12, 14, 16. 18,
20, 22, 24. 26, 28. 30 F (REMAEBRENEEEHLA—ZAE ),
APE 0 RABAEHLRALGNABHIRE. |

SEAA) 1 — 6 HBIRAE pHT. 4 9504 THRIMERRR B 4 5 LI
B 4~9, kb 1-6 MR RBLER BN TR L

&1
Bt | A% F R A BHE5E ()
C  p|FX o1 T2 T[4 [6 T8 10 |12 |14
g/mg)
364 1 | 100 %X [0]58 [1.6 [1.2 [2.0 |32 [3.7 | 3.4 |3.8
Z& (058 |7.4 [9.8 [13.8/[20.2127.6| 34.5|42.1
s34 2 | 100 “x lol11.5]11.2 6.1 [6.5 |57 [51 | 4.7 [3.5
BA | 0[11.522.7(35.0/[48.1[59.5[69.7| 79.1|86.1
34 3 | 200 % [0[3.7 [5.7 [11.4]11.1 (7.3 |51 | 4.3 [3.0
B (0]3.7 |9.4 |32.2054.4[69.079.2| 88.0|094.0
F364 4 | 200 %X (0[13.1]1.5 [6.1 [56 (39 (3.5 |34 2.6
K42 10|13.1[14.6 [26.9[38.0 (457 (52.8] 59.5 |64.7
g6 5 | 100 %% [0/34.0[8.0 [4.0 [50 [4.5 [43 [ 4.0 |3.5
EA | 0]34.0|42.0[50.0(60.0(69.077.5]| 85.5|092.4
E4 6 | 100 “E [0[44.811.9]6.5 [4.0 [3.0 [2.9 | - 1.7
R (0]44.8 [56.7(70.7[78.7(84.7(90.5]| - 97. 2
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(1(%)
N AHE | R E BAFTIHK (N)
C WIFR T T30 T2z 124 26 28 130
g/mg)
2 3 1) | 100 ¥E (2.7 3.1 (3.5 [3.5 (42 |36 (3.1 [1.9
1 ZA2 |47.5 [53.6 [58.8 [65.8 [72.7 |81.0[94.3[98.0
556 4 | 100 YK |- 1.8 | - 1.5 |
2 2R | - 93.3 | = | 99,3
336 4 | 200 BE 1.7
3 2/ | 97.4
5 36 4 | 200 B |- 1.5 | - 1.8 | - 2.3 | - 1. 7
4 2R | - 70.9 | - 78.2 | - 87.4 | - 94, 2
5 3 ) | 100 LE |- .8 | - 1.0
5 2R - 95.8 | - 100
3 1) | 100 Yk |- 0. 65
6 28 | - 99. 8

E: AP URBKTAGIALRGEIREREH MR, Bk, BEE 2 K
MERGT HYBHEERR, UIAXAT, BREKE= (RIERWEAREAE -
AMBN ERBERE) + SARNE AR ZA R,

Blhe L 1, B 0RNBBREL, F1ROEFRBHKEN S8, F1RY
BERMHKE= (5.8-0) + (1-0)=5.8. 52 RABKET. 4. 5 2RHABREFK
F= (7.4-58) + (2-1)=1.6. F4RHBHKEISF 4 RGERBKE (9.8
~7.4) + (4-2) =1.2 4R,

B EATAAS, ARATHTTHEBRFGBLTUAEK
K E A LT AR B, BT FRAeREN &R, T
AKFKR Y 3k, RRARERNTHE, BT S1EM LN,

L) 2. TR TRIRGRINRRT 2

2R R 1 AR A%, dEEA 11 f 13 AN REREITR
BN, FRZAETFRARREE (RX) H 0. 1. 2, 4, 6. 8. 10,
12. 14. 16. 18, 20. 22. 24. 26. 28, 30. 32. 34, 36#= 38 X,

25~
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e 11 A= 13 WBIRE pHT. 4 9 &AF THRIMES R A 24 5)
WA 10 f= 11, AEFTRL, REWNFHT THEBMRNIEE
REAL BT M 2T AM T 30 K.

LI 3 BBRMRGRA B ER

At AR S b AT

O FHBHTALE HFREEER S0 UL ELERE T, In
ARAFERE (1 ng/nl X&) FEE - K (50:50, v/v) &) 100
pL, AeA 100 puL F& - K (50:50, v/v) #= 100 pl 1 M Na,CO;
Wik, BE: MA3 L ETKE-—RKFK - FAE (300:150:15,
v/v/v), iRFRA 1nin, £EHKP 15nin (240 £/4), F ¥ Smin
(3500 rpm), R EBA AT HF —REF, 25°C RARTRT, &K
Bapden 100 pl AshARERE, BARA, I 20 ulL 34T LC/MS/MS
2T .

¢ & &84 Zorbax Bxtend - Cy 4%, 5 um 3242, 150
x4,.6 mm 1.D., £8 Agilent A& ; AHhM: TH - K- F&
(300:300: 6, v/v/v); #ik: 0.7 mL/min; A£iZ: 37°C; #HAE:
20 u L,

FigEs&s BFR: BTRFEFHRE BT RAWE: 5000V;
B 450°C; BAAARTD (GS1, N) EA: 50 psi; &A4K 2 (G6S2,
N,) EA: 50psi; AFTEM (N,) Eh: 15psi; EBF F XAaR;
RPRFRXASERLLER (MM); DP &/&: 56 V; #E=X (N,) &
B: 3psi; AFRENSMUBTRELSNA n/2317. 1> m/2147. 1
(MD102) #= m/z 256. 1> m/z 167.1 ( Ki&FH ).

IHHENES REGALE 0.5 ok, A M2 FRERF|E
#% 100 uL, Bodl e ¥ F o RE A 0.01, 0.03, 0.10, 0.30, 1. 00
F22.00 ng/ml e FHRE (PEAREREHL) 2000 FR—

-26-
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B} ORARGIMHE RTRERE, 5186470 K. AhR
T AR YR ARLAR, FRY 5 N AR 6% & AR A A R AT,
RAAadk (W=1/x") ® D _Fik#ire @z g, RFHELLD254,
BP A AR K.

f& & beagle K 3 R, —MEmg, k& 9-11 kg, Aw#ER, A
WK, AFHTT 5. Sng/kg WHEL RN IEHLH, FTLHE
BRI &2 R AT R e 3 ml, BEAFE/LKRE ¥, 6000 rpm
#3810 min, 5B, -20CHRAE, & ERSHFIEHATRE.

B 12 R E#4) 3 RSB AKRA KT (HEK) ok
¥ FHETTHRERLITEE.

B 13 2 5264 3 IR0 2R8Ik E pHT. 4 8 BIBHCR T 85
ARERBRENTLBSAAEE (ER) LBRFHFHETT
KRB AT X B 4 Phak.

B 12 TR, AXPEBMIREEZE Y BT ok ZI-PAAR.

LIS 4 ARSI BRI

FZINE: BEBHEFHE. BN,

SR BB 37+0.5C, 4% 30rpm,

RISk BRI ERS 20 M3EHEAE Y 0.1g, ETE
A5 nl HEEBRHBSEFR, o5 nl BEANR (pH=T. 4 BEER4A
SHER) BTERRGEY, RE—ZWNEEFHR, BHRE
3ml, FFAMeBEAAR 3ml,

BB LE (R ): 0. 1. 7. 14, 21. 28. 35. 42. 49. 56.
63. 70, 77. 84. 91, 98, 105, AW+ % 0 REAISLH L RWLHA
HEMIRE. LA 2.

27-
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&2

Haeg | RAE BT aE (%)
FAN |0 |1 7 14 21 28 35 42 49
X (0 [1.2]0. 0.72 [0.81 [0.75(0.94 [1.38 2.2
A 0 |1.216.24 [11.28 |16.95(22.2 |28.78|41.38]57.23

S | AL R F oE (%)

20 F A |56 63 70 77 84 91 98 105

HX [1.72 [0.91 }0.72 [0.62 |0.48 |0.32 |0.25 |0.22
AR [69.27 (75.64|80.68 |85.02 |88.3890.62|92.37|93.31

MEREZBLERTAFE, REPHENRT AFZFLE BRXHANA
AL,

I 5. RS BRI ARSI IR IR

LI ERBRFHE. B,

LI BE: 37+0.5C, #3%: 30rpm. EBFH ik HEAR
IR LB 22 FTAF0 EM R BRI RAERS 0. 1nl, EFE8RA 5nl
GEEBEHBESESY, 5 nl BAMNR (pl=T. 4 BERSHLE W)
ETFEEBHEFIEY, RE—RWR LR, BRI 3nl, H4be
BN 3ml,

AR E (R): 0. 1. 2. 5. 7. 10, 13, 16. 19, 22, 25,
28, 31. 34, 38, 42, 45, H ¥ & 0 RRELL L L RNBHNHEY
RE. LK 3.

8-
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%3
B | B | BT (%)

v EN 1 2 5 7 10 13 16 19
REP | BR 8.2 /2.6 [2.2 [2.1 [2.2 [|2.1 2.5 |2.8
22 2 8.2 |10.8 |17.4 |21.6|28.2 |34.8|42.3|50.7

% X 25 28 |31 34 |38 |42 |45
EEN 7 22 2.1 |15 [1.2 |16 |1.4 |L2
RAR_|58.8 65.4 | 71.7[76.2|79.8 |86.2]91.8]95.4

MR EZILERTAEE, AEXPRKTAKFEEIL 45 XL

0
0
0
R A | BREaE (h)
22
2.

L.

%34 24

AHRIRFHTT 0.08g, RAXE-CRE (AXB: TXE
=50: 50, &F & 25000) 0.92g, #HEHH] 1 7 k4513458 8%
(ERESHAT1.8%), 4424 1-250m ehk3k, T, ZHEHLKX
T 180 &K 893K, K.

FRARTTHE (ERSHA 7.8%) £ pHT. 4 954 THRIMEK
HKEEILA 16, |

W AZ BRI T I RESTRABK AL, FHETTHEHS
2. 75mg/ kg (FIAERBRETLIFTHE, HHEEHETF—AMEAE 65
O BRA—RIES 1150 A4 7. 8% MK ). MoRRE T EHA
ARERF, PLELH, £ 1% 30 8, R, HPLC - MS &,
Mz JREH 0.05 ~ 0.4 ng/ml. ERAREEMRELEZE ) 30 BT
A RI-PAERER, (254 RIRERERIK, ABEIETMEeRR
BARANRRLEBEH W RBRRENER (50.5 ng/ml), ¥ms
HERFREZFAEIRFREEL N R ERE.

B 17 R RH#H) 24 ARG FHETTHRIR (ERESEHH T.8%) 4k
AR (WAER) R¥ e FHTTRERKITKE
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gz 764 25

ABRFATT 0.30g, RAXE - X (AXE: LIXH
=50: 50, 2~F& 45000) 0.70g, HI=EH] 1 45 E5E5F4H 30%
(ZFRAH 26.5%), #Eh 1-250m 694k, i, FHREEX
F 200 AR EHIR, 2F.

FRTTHE (ERA%H 26. 5%) /£ pHT. 4 &4 THRIMNE
AECRE LA 18,

364 26

FRIRF AT T 0.4g, BAE — TRE(AE: LIEE=50: 50,
HFS 45000) 0.6g, HEHEA 1T ERNEFLH 40% (RFE
A 34%), KARH 1-250m ehfkek, 0, E/EAKT 200 &%
R BhaR, 4EK.

FRTTHIE (RFRSH A 34%) /£ pHT. 4 &M THRIMEK
R E LA 19,

o R EBRAT B RBITHR ABRRE., FHETTHEA
5. 5mg/kg (B RKETAFHE, WHEAEF—AMKE 65
FRA—RIEST 520 BAAS 3% HMIR), HORRETESALRE
HR v, PLUELH, £ 1% 11 B A, IRie, HPLC-MS %R,
WHE H 28 ~ 0.05 ng/ml. FRLRENIRGEREZ (>30%)
B, AR 24 IR AR E R K, FRERFIDAERBA
HeR ek 58| B, f BLEA MR R B AT ) T R, ZBMRAR
1z,

B 20 B FEA4H 26 AR FEHT TR (RIREHA 34h) K
M3 (Wi K) R T8 FHT TIRETAKTERE.

364 27

MIRFHTT 0.5058, BRAXEK-LXB (AXE: LXE
=50: 50, 2~FF 45000) 0.50g, H=Fp 1 GFEFE/FEZH 50%
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(EZFRAHH 41%), £424 1-250m 94k, 30, HEAX
F 200 R MER, K.

FHTTHIR (EFRAHH 41%) & pHT. 4 458 TARIMER
HEBLA 21, ‘

5364 28 A

ARBRFEATT 0.50g, RAXM-LXBE (AXHE: LI
=75:25, 2-F& 35000) 0.50g, #HFEHaH 1 45 HHEFEH 50%
(ZFR4HHh 43%), %24 1-250m 9k, 3%, 8 BERZAX
F 200 AR M BIR, 2FK.

FTHTTHRIR (RFRAHH 43%) /£ pHT. 4 &M THRIMER
BRE LA 22,

SE 47 29

ABRFETT 0.60g, RAXM-TAW (AXHE: LI
=50: 50, 5~F& 45000) 0.40g, #HFhbH) 1 85 EREFEEHE 60%
(LFRAHH 47%), #5424 1-250m 943k, 206, HIBEZEK
F 200 AR HEIK, DFK.

FAT TR (RFSHA 4T%) /& pHT. 4 H&H THAIMEX
MR E LA 23,

Tk SE A

ALPLA LY TER G T CEN S CERIREFHNEN,
HREMKEESF, wERHRAMR. EHARE. BAK, TAZ
A FHA LW E R H—K, HARENKTIRAZ] 1 MARES
B—k, BMASETNHTFHEHRERLES S BBEIAA XARRA
HEEHAS,
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W # E K F

1. —FE T MERRORBERSF, aFEL CBTREDNLE
MFa k=T EREB 5 A G o T, EF,
5&%&%%%%&%&%%*%?&%&%5ﬁm,%m%%
THHEZBRANFHEETSEH 50-95%,
2. AR F) & *1%ﬁ%§6%xw&¢%%%%%%ﬂﬁﬁﬁ% £
¥, SCEBEIREFINELEDATHETT. ik, FERY. 5
F&E FE AR E AN S5 A4, sumanirol e.SLV ~ 308.adrogolide
(ABT - 431), Dinapsoline 2 BAM- 1110 R E S MA4TA MR G A E T
B —FF . BFFRBAF A L 4G R4
3. A A *1%i%§a%x%&¢%%%%%&ﬁﬁﬁﬂ% £
v, EPTRBERNZSTHEALARARB B, RILKR. RCE
B, R-3-ZATHRE. RAR. RRE. RAELATREALAALRER
M. RAGERE. RUR-RL_BFARAETR - RT_BFH—FF.
W 2R AT VA LG A-.
4, AANER 1 TRy % BRI F K B KRBEFHN, A
EH AR RN BRRANR.
5. ﬁﬂ%ﬁi 4 fE—RTEN S CRZAREFIFN X EHARKE
BHERN, ETEDTERERA G THILERAXE - TRE. Rl
&%%&ﬁ¢%~ﬁ 7 A R B A L 6g 284
6. ﬁﬁ 2R 1~ 4&~ﬁ%iﬁ£a&x%&¢%%%%%&ﬁ%
BER, haEHRAsek, ETERAS5FHRARAIE - TRB, &
ﬂiﬁ%ﬁﬁww 100000 & RV A 693K 78 KB - TR B8
7. BAER 6 Tk ey % Sl B LB M RBEHFN, AT
REBEAXE - LRXEBEY, AR ORBERES AL 95:5-5:95, ik
75:25 - 25: 75,
8. BAER 1~ 4 E—FFE S QR ARESIF KRG KRKE
BRI, HEMAREEMKeR, BEAAEBE 50- 200 RX.
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9. BAZR 1~ 4 FE—RPTE N S CBRIARESH KA KKE
BHA, AEZHAABRBRAHENK, ETHA S TFHEAARILBRIR
BREF, 46525 FEREA 2000-1,000,000 ERMZ A BLBRIE
B4 BF.

10. BAER 1~ I E—FHT M % BB ARESF X GG RBE
BHA, EFSCBRIAREFINLEVELR H45 THFATABSER
XA E.

11. RAER 1~10 FE—RATEE S SRS F R G HEI KK
ZREHN, LT 2 eBRIBREINNREDGEHR EAHBHDREFRAEK.
AR R ER M R R R 2

12. RAIZR 11 FTid e % SR ARES T KW KBEBEHH,
b, RAERA LB, BB, BRERRANER; AAUBAATAERL. L.
LRE. TR, XV, THR. FBRIARTFRE,; BRERARA
B REBAR AR,

13. A ER 12 BTk e £ R 7] Ko KBS BRI,
AFEBEERBRATENIGRAEALHARGHEBERIL—ERE;
FERFAEVEDRGERNEATERT B BRRLERE; 2THA)
WAEMENRG R EAZZ ARG HEBRRIE THEBRE;, FXAKK
FATENRERAEAFEARGHBEBRIL SRS, ¥ EARRAAT
EHRBREAREARNBERI LD RERIE; EHARRAITEY
KEBAEAEZARNHBBRALERE; sumanirole ZHAATEY K
HAHLA sumanirole W BB E L REKE; SLV-308 RFTEMRD
B 3EA SLV~308 ¢y Bk H ek, adrogolide (ABT -431) AHLA4T
ARG REA adrogolide. HH BRI R L4 A - 86929;
Dinapsoline R HATAMMKHG A EA dinapsoline REL KL, BAM
- 1110 ZAATAE DR A E A BAM- 1110 RHE Lk,

14. AAER 1~10 E—FATEH 2 ik ZRRFHF R B WHKE
BRRF, AP S CBRIAEFHMNLEY A TEX (I2) AITHFH
T TAELTAHRG A &
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( Ia )
XF REATFTARF. C-CEBARFABLE (RLERTF. G- CBEL
ARFEBL) RATERT. C-Cotid; KL C-CBE; XiF
BRETFRERTFRERTRART; n b 1-10 2 e§fBfmT— AN 3% (4
% 1-3); HBEARAFER. B8, BEER. ABR. LB RATEB IR
a3k,
15, BAIER 14 ik eh 2 SRR F) L B WG R LB F),
AP FRTTREMEDRBALEAFTHTT. FHTT T8, FTAT
TLE. FHRTTRTE. FETTTHR. FEATTATEINEMNGL
BR3E.
16. MAIER 1~ 15 E—RATAH $ CRL RS 7] K 25 4 o) K3
SREMNF, EFSCBRIBREDFNLEHNESTLSEH 10-40%, HA
BmaTHANEZSEH 60-904%.
17. BAIZR 1~8, 10, 14~ 16 E—FATiEM % Bl R A) £
BHONHRKREEBEHNT, RIS TTREMEADRS AL BMEK, £
FPEBRTTARTEMRGALEZR G5 THMA T ABESERY XA
.
18. MARR 1~8, 10, 14~164E—FPTiE M) % Ci S 27 £
HHHRBEENN, RFBTTALITEYRG A L 88k, £
FTIRTTARAMADRERALEL YN ESEAEH 10~ 30%, HAHH
THHAWGEZTSEH 70-90Y%.
19. RABK 1~18 FE—FPrEH % CRBLRRDF L BB LK
ZAERF, REHABK, BRRA L THEHE&4: AEIENES
EBRZREHF LGN T T ED GRS A S THIER, FAE
FUARENB T 25 R ACE M B 4 F Be ) 69 5 5 K A0 B AT BRALSR, RE
FERBAVER, TRFIAEEHRE, L PHEIENLE —RTB. &
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. TERRUE. CEBIEMHRAER, THRELRHBAEAER
MAE 1-30% (w/v), BAREREGZFTLRARUHE. BFAS 4
W RUFBEWEIRIA. RYEAAKRRA. RAFRARCN T ¢ —
. AFtRAFALEGRAE, ERKAAFHEEH 0.1-5 (w/v),

20. MA)ZR 1~ 18 IE—TATiE M % TR FHH £ 40
ZREHF, REFAMR, BRERATHERNEH: AHIER B
S eBZREHNLGYFT LSRG S THREH, RARFT
BRI FMR, KPP AEMNL A TR, &6, TRLUE. &%
K. B, A, DAk, KREBEBRRENTH—F, HFFRHHL L
o BA-,

21. BAER 1~18 /E—RFTRE E CRRTRESF LB Y KK
SRHA, BESAMK, LRRAWTHEREN: AAIERHE
RS EBRIARSDINELEMFTEDSERN ST HAHM, RARE
FBURHIMIK, R ANERMNLE —RTK. . CRLE. =&
NIR. A, WEkw., KER. BB, X, FERENTH—F. &
FHRHFA LG RA, ANEENLH TE. 08B, FAREB. A, &
WEE. R, BRERMREMN T H—F . RFFXAFA L RE,
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