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1. — P LS P 2R, A EE T 2005 A & ARy, A IR

OCO(CH L, CONH(SH)-OVA

o
o7 = | :

A TH, OVA XS BRTE I EE

2 BUMELR LR A AR 1) il 6 7 1 AR LT P BR

D) W EE T 2EE T IoKIEE , 15 21 2 2 =2 BV TR

2) ¥ prik 2 AP 2 E R SR NRENR G, 7/£45~60 CEHL#H 1T Rk ) B30 ~40h, 15
B EETF 2EATEY

3) KA A P 2 BT AEYIE R AT IR, 52 E AT 2E-BE R

4) K4 BTk £ 2 S2 -5 HR R S N-F2 L PR B W i A 1 - 2 d - (3-SR B R T )
Tk 0 G R R £h v TN N- R L Bt et , 7835 ~40 C B IR 25 1 T G IR B S W20~
30h, 793 21| 2= S H 2 - DR R BR VS A0 v 18] 7 1) IS B2 5

5) 16 P ik 2= S0 R 52 - % 30 R R S A0 HP 18] 7 4 S BB IS R ) 2 1 T PR #h 2
PHVETR AR IR S R.3~6h, 15 21 25 20 FF 2 B33 U A & A AR

3. MR HE BRI EL R 2 B iR 1 1] 48 T7 12, SLRFEAE T, BTk v A vk 25 €y T IR 470 PV 770 R o
B EUNA~8% I IRER F ANA TR -

4 AREACRE SR 2B IR 1) 1l 25 0775 , FeRRAEAE T, Bk AP 3R 3) Hh R AL J i 048 - IRk
P HEAT B G, P 1 45 i VA R S 2 TR DY S K

5. MR HE BRI EL R 2 Birad 1) ] £ 7712, JLRREAE T, Frid A2 3R 2) v &0 =2 B AN 3% 30 IR B
[ &AL (0.6~1.5) .

6 . AR 4 AR ZE R 2 BT il 1) ] & 575, B EAE T, Bk AP 3R 4) v 22 A 2 R - BRI R IS
N=F2 FL B8 HIBE W e A1 -2, - (3- R B 2 L TR %) ik — WP g R I8 Eh i) P& b 9 2: (0.8~
1.5):(2.5~3.5),

T RCRESR IR 25 S0 S A0 4 0 i 1) 2645 B0 0 4R BRE SR Sk, Pk 3R &
A — Uy i B AT INREAL , W BAE T IR MR A th AR 2%, ridR i AR R S 2 B AR
IRTHEZ P RIRE S B SRR PR & B8 VI BR AT 2 25 AT S 3R, T IR IE ER AT 4 2 i i B
AR AL, SRR T, BTl T 22 b 1 B A BURIE R TPk i 2 0 2B B4 4t
Ji BOBUR) 22 3R 2~ 64T 2 — T BT ik i) £ 7 1643 2R 2 A0 2B 4 P sl , B s e b i B
HEDUR 16, FriR 4 &3 A BAR &m0 T 2 2 P 2 ER M R ik .

8. MRARAUHNE R THTIA F AR, HAREAE T, P (A I S5 B3k M0 . 2~0. 3ug/ml .

9. FRAB AR R T HrR 4R, HARAEAE T, Pk o 2 0 22 e S 0 v B A4 11
W HNO0.1~0.2mg/ml .
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— MR S R E R R E & AR+

BAR S
(0001 45 42 W14 2 G A R B AR T L T — i PP 2 BRI 1 467 0
AR

HRHEXKR

[0002] A H 2£0[ (1-dehydro—17a—methyltestosterone,DMT) , X 4 K J74b . FEHERE , 2
—Fh N A R R 88 (A [R)A SIS 18] BB 25  DMTREAE 1R 2 11 o 5 it 4 57 IE 80P 4 L 3 ik
PR IE S T AE B A 23 rp DU AUHT A2 2R T A PR T 72 1= 2 im PR B T8 7 AR RS PR 2T
M B PER GRS B I See i AL 38 T RS AR PR I AT M 28 4F B e AL AR
55 DNTIE B AT (R I SR 8 2 BT AR A s A 7= PR BRI AR 78 B 0l A2 7= h g
PRGN I, DA 3 sh WA K, 3w R 22 i 3)) 2 IR HHDMT 5 R 3w LY 7 &2 0K 77, 12
e EE R R, DRI AR VR N Bz s 2 Mish P se it # b

[0003]  fHDMT & —FriE A R , KIHBUKE IR 20 AMEF IR Z BIfEH, R EUR DiRe
B A5 L AR BE D BE 25 AL, B9 00 RO MU R 9 1) UG 25 2 3 R4k i8R AR RDRLAS IRt , 2> 42
AR NIRE A NI S22 B B sh P PR i, R 2 BN SR AR T &
GRS KB W IR m L BB S RO ALEE T N L DRI I, MR 1986
SELLR AR L AE R B RS A P v DLIR E A KO B A N T8 s e 2 A AR - 3k
[ b #B2002474 H R AT EICR s s B S 25 e &7 B B B RUE s
R JFURF 25 J BTy VD5 R AN A S B TR I L AR B s A KO B AR
FrRI R

[0004] 3Kl BESRNTEUR PR BN ADBEAT P AR IR W s, DLORSP I 9 3 10 VA AR o DT
SR H IO 7 VR i RO 8 i (HPLC) L SR 3 — R (GC-MS) AR f 3 —
Jig i (LC-MS) &5 IR L7 vk R &, w MEHE A, nT L e &I 2. o0 B R
HReH, &G SR IIDNT & & AHIX LT iR AN & 75 S B RN R, B 53 (1) SE30 A s
A T8 0 AE B8 A o 11 90 %8 226 0 g v 48 ST AE B AR o L) IR b, TR AR
e PR TR R S G 7708 A I PROE 22 575k Y, B8 16 52 IR P A4 (1) N AR R S
M, & T RN TR L

[0005]  FAAs A ic G g% o A i fT A BRI AR T vs S R R I AHIA S A 2R
WA e Fric S A N 75 v R AU TSRS, — PhAE i SR I 25 S P <2 I iy 278 0 A DI e S )
BT IRE S M i e A B T BB .

RARRE

[0006] A WYY B IR AE TSR0 o2 S0 P S 370 R L o D ik RS 4R R o AR Bl
PR 25 A 2 ER D S AR T AR 45 R fop o RO B L R B i R S PR B AR
FasE PELF, PEAT R A I

[0007] AWML T —Fh LA F BT A E T 2 B3OS B & AR, B
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ARG :

W

[0009] R Id,OVARIEEHE A &EA .

[0010] AR BRICHRAL T IR BRIy G B A0 4 S0 i i) i % T 325, R DL AP IR

00111 1) ¥ LA F BEE T IoKuLne , 13 2 LA F L ERVE R ;

[0012]  2) ¥ BTk LA F 2 ERE W S IR RET R & , 7245 ~60°C Y6 #HAT Be b ) B30 ~
40h, 152 LA 2FATAEY

[0013]  3)dGFrik A LEANT VB MG HAT R, 15 2 22 -5 HIRES

[0014]  4) 35 Frid 2o P 2 BRI BR R SN2 AL B FANE W i Al -2, - - R LR AL TR
B T e R R ER VA TN N- R R B e, £E 35~ 40 C R IR G 55 1 NI IR BRIE ROBL
20~30h , 193 2= & 2 [ - B BB ER S Ak v [8) 72 4 e LA 5

[0015]  5) Y& Fridk 2 0 FF 52 - 3% 30 8 T A v 1) 7 40 s IR B0 VR NN XS B9 1 8 1 Tl e
RGP AR BL3~6h, 15 21 S R 2 E-XS 58S A A .

[0016] L% 1) A% , Fr it V4 At vk o €2 e IR IR A P 790 o & 40 0 4 ~ 8 %6 I Tk B AU BN T
o

[0017]  FRIER A2, Frid P IR3) HERAL G5 G IR = W4T 5 5, ik 45 8 VA
FIELFE 2, S VY SALH% o

[0018]  fRIERIZ, ik D ER2) v - B 2 R AR I BRI = bk 1: (0.6~1.5) »

[0019]  PRIERTAZ , Brid D BR4) o 50 B 52 - DR HA IR G (N 2 BRI e W i i1 -2, 2 - (3
TR RS Tk PR IR SR R L 2. (0.8~1.5) : (2.5~3.5) .

[0020] AR ERIESEME T Bk HAR T R PTIA F A 2 A4 b iR | A5 B R AR, AR
SRV AR , Bk SRR} Sk — v 1 B A IR AL, T A P 28 k) S (1) 4R 5%, BT il 4l 5%
R R)E, W B AR 12 EIRE R 3 S bR PR g & 18 O R £ 4 K R U 2, B
RAHER A2 2R U B A R I 2 A BT 2, HAFREAE T, Frid i 2k b B A ER BTy
ZEPTIA B2 ST IR PR B IR R T R il & TR B B A 2 IR AR,
BTk s 2o A VE B A 2L 50 186, FTid 45 & 3 FHER A AR S hric b2 8 P S ER 4 0
R ERE A

[0021]  fLIERI &, Frid G Bt s M 0. 2~0. 3ug/ml

[0022] DL, BTk 4 25 0 52 B e 11 PR v B B AR R 240 . 1~0. 2mg /m T 6

[0023]  AREAHRAL [ —Fp S P SRR B 5L, D 25 A TR S - OIS 1 B AR TR .
FHAR I B i 2 0 A 22 )60, A e i 19 280 0 ARG I 46 = R S Y5t P A 00 v g R B v e
PESE, KPR P3K0. Sng/m1 s EEAE T B L 7 (B PREE A L & T RS HE) R .

B [=135¢ BA
[0024] B 1A B SETEI SR B 25 U S2 I E0 A0 S 5 kit 2 5
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[0025] K2y A B skl PR AR R Z R &

[0026] K3y B s it 9] 5 F A ) b AR R A IR I

[0027] K4y A K B skt ] 5 F A A AR R A AL I 5

[0028] P56 A B SE Tt 1 4R P 25 80 S R G 12 il 15 okttt £ 1

B
[0029] A WIHRME ¥ — P L B F 2B AEUR, R S F S ER-AGI0E A A S, A
ARIPIREH -

. CHy
| A-OCOCH,),CONH(SH)-OVA

KT

[0031] xR+, OVA RS EE A A .

[0032]  sRTrf,OVAS LA F S EREE K 48 A BT A I e B

[0033]  AJEHIGIRME T FREAR T BT IR A U Hl 4 v, AR DL T AP BR

[0034] 1) 45 LA F 2 EVA T IoKubne , 15 3 258 F S EER ;

[0035]  2) 4 Bk 25 S <2 F VA VS DR I IR R &, /£45~60 C L HEAT Bk ) N30~
40h, 193 LA R 2 ERTED

[0036]  3) YFFTIR LA H 2ENT VSR G IATR, 32 LA -5 R

[0037]  4) ¥ Frid 2 A P 2 - BRI BR R SN AL B NG W i A -2, 5 - 3- R R AR
) ik R ER IR R VA TN N- R R W i b, 7635 ~40 CREGHR & 26 1 T 5 IR BRI M.
20~30h , 9 31) 2= 5 PP 52 - B8 I BR ERYE AL o 8] 72 0 SRV 5

[0038]  5) ¥ Frid 2 & FF 2 - 3% B0 R T Vi A v 00 7 0 e YR8 VR NN XS B3 1 2 1 T 7R
R KGR A B3 ~6h, 15 21 25 A R 2 -G B ) & AR .

[0039] AU B 2o R 2 ERVA T oKt ug , 45 B LA F BEE R AR P, Frid 224
FR S R 5B AT K AL E AR AR AR EE AR 3% 9 (5~ 30) mg = 3mLL , BE AL 9 20mg - 3mL o A% K B % i
2 A R AN TS AL 1R SRR A R I R 2 5 SR AR STIE, R AN i) L E &
MR R0 TE A HEE I 1 77 5 7 B A

[0040] 453 J: S FF 2 MRV VUG » AR R B B il 25 S0 R S2 VA VRS 3R B RRIET VR &, 7E45~
60 C BEC AT BR A0 S S230~40h o 7E A K B 1, Bk 265 S0 7 2 J AN R 30 BRI 1) B = b L
(0.6~1.5) , AL AL:0. 9. FEAR K, BTk b5 Ak S B2 il 2 2 45~60°C , SR 50
C s Bk Ea Ak R (RIS 18] S 30 ~40h , 3% Ay 36h o £E A4S 5 B o, ik B A Jsg AR 335 AT 4 b
(K264 N BEAT , B 3 1) 4 3 A 3% 50 ~ 2001 pm

[0041]  FEAK B, Bk B AL SN e, D0 W BR AL SR PP HEAT T, 19 31 2 A P 2 AT
W) AR R, BTk AR SR ERAT AR R B R  FEAR R B, Bk TR T
TG R FH WS, BAR Ay < AT AR ST RN S 3 1 Z8 OB TE /K Ik e iR, 43 31 254
22BN .

[0042] 13 23 2 IR I » AR BT Pk vk 88 2 S MR IR0V e S AT AL, B 2 2
ARV ALA RO TR, VA BT IR 3 2 £ 3 itk 400 Vs ARl e B IR N A WL » TR Bk IR S Y

5
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VU TR i A ~8% , BEALIE N5 % 5

(00431 Prid gt J » A WAL i P 2 RS A i ) 30 s T IR IR D BEAT Uedie » B 5K
SR 2% S5 UK AR T

[0044]  EA I, Prik iR A FHIRAL I UL N IRIR » IR pHHE 4. 0~6.0.

[0045] RO W AEFITIA BR AL S RS DU R A3 2 R AL 7= W EAT |8 00, X Pl 8 0045 2 1
DITEBAT TR AN E 45 5, 193] L S 2 H -5 M NS /£ AR W v, Ik 805 200 v+
TR T I8 P TR RIDLE T TE AR BRI B o AE AR W v, P 3 5 iy FH 7R DL e A 46 2 Tk B
IEERE AT

[0046] 152 LA 2 HH-FRIAMER 5 , AR IR ik 25 20 2 B - BRI IR R S N-Fe AL BRI
BL % AT - 2, 3 - (3- L FF AR U T ) e — 0 il PR VA TN N- R R R B h (3~
bml) , ££35~40CREVE IR S M 20~ 30, 75 31 25 U 52 -BR AR R % A0 v 18] 7= 4 S RV o
FEAR B op, i ik 25 0P 2 3R FE R B W N—F2 R BRI M i A 1 -2 3 - (3- B 2k

) B I RS ER ER Y R L N2 (0.8~1.5) : (2.5~3.5) ; HALE H5:2.4:6.8,
[0047]  FEABA A, BT 8 e B AR AEST C R [ ¥ 24h.,

[0048] 15 31 J: 50 FF 2 R - BR HIER B VG A4 v 8] 7= 40 S LR 5 A R BHHE ok vl 1) 7= A I s
VROZ T NS ORI (1 8 1 B R Sh 2 s, O3 ~6h, 159 21 2 &0 22 - XS B35 (1 &
AEIRRA) o AR I BH T BT A T 198 6 22 A 11 A B R pH%: A R R I PR 72 5 R P AR ST AR 7 24
SR TV A0 B35 11 2 1A TR h 22 Py BT o 76 A R B o, T 3 A 6 S5 2 6 s 1) 48,326
HN4h,

[0049]  Frad ABER IR L, A R B L IZe 449 20 I MLVRBEAT IB A b B, 49 38 25 A0 P 2 - X5 O
T E AR  AE AR B, BT BT D3 6 R 28 1 /K& HT 2~ 3d, R P IR £ 4ol
TBIBENT 3~ 4K o AR BH X6t FIT I8 T R 6 2% 1P LI R RN p AT R IR ) PR 52 5 SR AR U R
N BT B T8 A XS B3 (1 8 1 O R R 22 PR BP AT, 409 5 280 0 lmo 1 /L, pHEL A7 . 4
(RIPBSIA L o AT LI i M FLA% 8000~ 14000Kd o

[0050] 2 LIEI 1, 1 L oA AR i BH it 8] wh B e D ) o 46 vk i R R L, B e R
B -5 5% HA R I AT Bk SR, 2 R SRR RS AL v AR tH R 3, R 5 SR RV TR R V2 25
S 2 B HTRR R AL Hh TR PR R B S S U E (B ) W R S AT B K G A RO
A AR SE e 9] () AR AT IR

[0051]  AREHIEHRAE T B HAR Ty F Ak 2 A 204 b i i) 415 BI040 R, L HE
YERL A, BT i SRR A — v 1 A AR AL, A0 A i SR S 404k, i i 4t 4%
ARG Z W BAE IR LI FIORE S 25 SRR 45 o 2 S IR A7 4k 2 AR IS 28, iy
RAHER A 2 2 B b B A R M2 A s 2, Frid ks M2k ab v B A HIREAR T RPTiR I 24
FH 52 A0 U R B SRR Ty R TR 4 VAR B A R S B AR, A s A
WEAEPUR 1, Frik s &3 FREEA RS R LrI bt L2 F S EEe 5P e bEfuik.
[0052]  Frd i 48R 25 A i 2 B 3R A BT 7R o Horp s R BERL A, 2405k, 3 S
J2 L ANEER R SN SRR S A5, 6 N FR AT 2 2L, TR 3R, S A INAEAL , O A 52 77
L0 s 2k (C4R) , L LR INE: (TZR) , L2 AR, 13 ARI0 2o

[0053]  ZEAK A, T id 6048 B R KR JE M0 . 2~0. 3ug/m1 .

[0054]  ZEAR A, Frid b 24 S ERe 5 PR O B DU IR E 0. 1~0. 2mg/m1 .

6
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[0055]  FEAREAH, Friddn 2: A R 2 ARy PR e R b2 R AR S s A &
A B S5 Balh/C/ )N L il £ 1 K )

[0056]  fEA K W o, BT ad (1) 25 A0 22 B -2 3 (1 28 (AR I 1 il 4% 7 VAL R DA R
IR

[0057]  A) ¥ o FF 25 R B AR i Sh R Eh AT IS AL R R, 159 B LA R 22 5 ) s

[0058]  B) ¥ ik LA R LEIS YA T 1,4 2 E NP, 53 LA R 2 ERIE LY ER
W Frid 2= 0 R 2 i e A A0V VR I N S L R - R B VR CREVT AR ) 21 . 5~ 3h;
W Bk s B2 40 F B8 < B AR EL, g B ik 26 B4 B 1 (8] 7 M R 22 5 /KA , g BT i B e
JE P IR B S BN I UR FEEL, 3 B) A R 2R PR

[0059]  C) Tk 25 T S R~ 470 S50 TN, N- — P L P Bk e , 459 39 2 8 0 S R~ 4 5 0
VB0 15 I 25 S0P 2 2 30 SRV VR SIN-FR R BR AL W G A -2 0 - (3- R R L TR L) R
TP ER R EhAE 35~ 40 C I [ N 22~ 26h , 15 B AV 5

[0060] K¢ A= I3 I &5 1 A0 A & FEVE T pHAE N9 . 2~9. 8RR IR , /E38~42°C ) ¥i1. 5
~3h, 13 BIFE A B A4 76 B E A G AR R ARG A E QB T & RES
H18~25% N, N-—" FF FE F B e X Tl 2 b 22 P P, 159 BB

[0061] K BT iR AV INNBYR P, 412 3% [ B3~ 5h, 1B 4145 3 2= S0 2 -2 1M 35 B 25 2 4
) o

[0062]  FEA R BAH , BTk oAb s S L BEAR % 35 ~42°C , e SR () fILi A1 . 5~3hs B
W EE T EER R SR P R R SRR AR L ALy (10~20) mg: ImL, FEALE N
50mg : 3mL.

[0063]  Fr ik 5 Ak 52 37 0 40 328 i A 30~ 10037 /min , JTid Sz SR 16 78 30 R 4% 10 T 37547, 3
FEE AL 50~ 200Tpm.

[0064]  FEA R EH A, Brid A 2 i85 2 8 R R E b (45~55) g
Imol, AL ~50g: ImoT .

[0065]  Firidk REEU 5 J SL = AR AR AR IE A L s (1~2) o BTk B AL FH R A AT 34 s 1
2, FR AP HIEL A4 . 0~6. 0 B FR SV BNIA MU 2R B 2R B 2. 1~4 . 2mg/m1

[0066] A B 1, BTk 25 S0 42 B - Bt S SN2 SRR BB 0 i Al L -2, - (3 FF B 4
FETHL) B P G Eh B SRR EL L 2 (0.8~1.5) : (2.5~3.5) .

[0067]  FEA B R, BT 2 ML 1 2 1 R0 2 M 1 s b 2 (30~35) = 1, BRI 33 1.
FIT ik 22 P I0E  T IR £ 22 i o AEAS R B v, i B R B A I A B A A S =
A3 HR9 18~ 25 %N, N— F 7k FF I e 1 gk 15 o 8 P i A ) 9k PE AL e 9 12~ 24mg /m L, P i Tk
TR Eh 22 PR A FEE N0 . 01mo T /L, pHE T . 4

[0068]  fEA B o, R AVRRE N BB, PRk IF FHIR G 2% 503 S L, PR35 1 % 3 50~
200 /min, NI N30~37C

[0069]  FEA K BAH, BTl AT DL 1 S SOV N AT 42, 28 MR /K IE AT 2~ 3d, T IR #h 2%
TRIET3~5d o TR IR #h 2% MRk FEARIE M0 . 01mo T /L, pHEL LI M7 . 4

[0070] A BH7E A S2E -2 035 B & A BB B il s R rp o 2 R S2 R S R
SRR R SR AT IS A O , 49 31 1 AR SR 5 AL o AN 2 B BT IA e AL S LI e 7E 38 ~
42°C T R N2~ 3h; B fE ARIE AT KW T4 B 45

7
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[0071] A ik H AR T R FTIA 2 A SR - M35 (1 8 AR i) & 5 1 S s JiR 2
EE TR B 50 2 A 5 R R R sh R b AT IS AL N, B 22 22l
FEAb AT A H AR, R e U I B R B BEAT (AL, A L A& 6N S 1 2 R 2 P Bt
J&, BRI BR W 8 LA R SRR ER R SR e S AR IE A A B
AT B K G B IRSL, A B SE T 81 1) H 928 I

[0072] 2R 2 B 56 T ACE it 38 A U A 45 5 38 L SR T 44 25 TS R UAC 24 ) | 4% Y A R TR
(RIBR 5E S P AR AU AR N 5 SR AR i L S B PR 45 2 L PR T 4 2 T R AT ) o)
% J7ikRIA],

[0073]  {EARK B A, B il AR AG I SR B 40N < AR J8 B R oA v G Pk % JE T IR 15t
I RS » 75 R ACHA R R R 41 4 2 TR B ANME B R, AR VA TR ) BB RS , BIIA LS 4
B, PR P IAE  RE S B R AR R, e SR iua s &, JF— & m -
TR, BIA I 2 A A TR ARG DU 2847 B, A 40 0K A S AU SR A R R e
GG EiUE FARBPURS A A A B R AR 2 &R ORISR U
CEOREMMD , TE AR ES SRR b R A RS B ST — o BUER R I 5 5t
TEMERIUELE G TEA R AR 2 S A AT 2EFAL, T =20 SR PR
K3 5 5 A b PR I 45 A RIS F1 - HiCaM 1G4t &, 7ECER T AT 8 . R 48 DA 4L (1 EN 5
2R B N A R 2R 1 B PR R BE PERRC , BDZE RS BRAT 4 31 I b R 4k (C4R) o —4%4T
0|7 BRI, RO ARG DU ASE (VA v 2 P M 5 5 IR A1 4 2 I b g 28 (C4%) FAG I 2% (T2R)
[ P H B PP 2 A0 €2 )| BV R, 37 AR ot VA 2 9

[0074] A2 ERFRALIR AR AT AT A 2B 5R B (AT , X F I AE & () B 2 8 R ik
(KRR ], T DA A AL S PRASE B SRR it AR ZE BT SRR D AT , A5 UURE b 3EAT A0 40 22, BT i Wi
Ab R (L R I L

[0075] (1) B0 JRAE B EE PRAETBCT-4 CUKAR A, B FH Tl gl R A s & R P 5
YL AR L, 5000 /min 250 1 0minBi ek i i #6 o

[0076]  (2) ZhW UL« FIINAT B 2580 (20 ~ 302847 /m L IfILRE) 19 B9 0 8 SR 4 I VR RE A
5000r/minEs 0 10min s BUH ML 2m T A0 35 10 B30 290 b, BN 2m T 2,10 . INEE AL
BNA L (RFREL 940/60) 5 FIHR 2578 2)omin i AR I .

[0077]  (3) ZNHLH 2R HEBARREL L0 0. 1 g L &I (1 BN A 2H Z3FE bt T-50m T 77 25 1 98 b} 15
OE T IIA2NT ZJE-0 . IME AL ANE R (R FALL 940/60) , ¥ Jiibmin. B A1 100w B-EE 2
] R R VAL, FE 3 B S 15min . A0 CHEILAH Y B 4h, 35001 /min & 06min, G
Rt o

[0078] "I [f 25 HL 4 Sl ) %ok A S B B ok 1 2 0 P S e 0 B G o) 2% T v R ik 4%
A BTN AR IR T7 RAAFRARANR T DA T SE ] o Skt 4] 1

[0079] o5 FR 2 G S I 5 1l A IR AR B W 5 T 7R

[0080] (1) FRHX100mg 2 52 By T-6m1 JC K MERE , NN 65mg 2 F Bk 52 i e Shig &8, B T
MEFEA0 CHEFE S BL2h 5 25 BE i 28 R F2 BRIEWE , 5 R4 HI50m 1 2,18 2, BR AR I 7K 363
s B 2R, 100 S TE KR B AN 58 WUR 28 T8 25 AR O TR, TR R W Tk B 465, 59
w15 B LA T 2MiE .

[0081]  (2) FREX 2mmo I & JE %R I = B b, 48 )5 FH 2m I S8 AL BN VAR T 5 pHEL 524, 0

8
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~6.0, PKI i HE s FI1, 4- S IEMIE iR S AR 2E Y, 212 In N2 R -2 A A
BB G 33 RE IROBE2h s 2R R AR HL, 45 ik A5 LA 21 1 o 8] P MR 0 B K
FH B BT IR B W i 19 e 30 5 B Ok B VN VA U AR B, A3 BIVA T /KA R 1 2 AU 2 R e B
J& o

[0082]  (3) B ik Z- & S Y- B i 1 0mg , A 2mT N N-—FF L B B e (DMF) $id #95 fig)
IIAN-F2 BRI BE I % (NHS) 4. 8mg il 1- 2, 5 (3- - AL 2 SE T 2E) ik — 0 i Eh i £k (EDC

HCI) 13.6mg, W fif fr 37 C a5t T S, BRIRIR Y [ B2 24h , FRAVR  FREX 3 3mg i 4k 4= L3 A &
9 (cBSA) Fl1mg % %) 8 74 T PBSZE M, FINaHCOs 8 FpH{E 9. 5,40 C FE PR [ B 2h o B35
A e BSATE A T 7520 %6 DMF (1) T 158 #h 22 ipis i b (PBS, 0. 01moT /L, pH7.4) , FRB o 4G AVRLIE
TSN BB, H AW 35 N5 Ja 4k 82 R BE4h o [ M5 8 e SLIREE N IERTER, o
FZ& K& r2d, B HPBSiEHT3d.

[0083]  SRAMARENTIR IS/ 7 IR 73 26 T2 iR , 20 CIRAF

[0084]  SEjii f51]2

[0085] 470 2 FF 52 ) 5 v o S A4 ) il %

[0086] 7 2- 5 FF S E S MR A v R B H 2 0 S -2 95 B B B B e )% Balb/C
ZINBR il 2% Tk BLRE DL R AP B

[0087] 1) /INBR A« FH 2 S0 S -BSA 4y 8~ 10 JE] i fEPEBa b/ C/N RS R, 77l E 60ug/
ROAEFINO . 2mT o & 5 FIPBSHR BRI S0 % IR 5 S AR FRFCA T8 A FLAK , LA BERR 3wl i 5% —
IR, i FHFTAZLAK. o S5 5% Ja Wi R ML 43 BS A3 , PR FEEL TSARH H] 42 56 4+ ELTSA (ciELISA)

i 126 R e PR SR A B/ SR AE Rl 8 FH R o Rl Wi SRR B /)N B R A JORT I s %0 5
60ngF % 5.

[0088]  2) 4 M@l & : Bh A HT4~5d & A 8- LIE A ¥ 58 A 45 72 4L (4515 % FBSHIRPMI -
1640) FLACHT FENSOAH ML ; 7T 1d FHHATHES 71455 40 M s Bl S HE T S2R 00, RSB /N - T T
HU R 1) % FPR 2 B , ZEPEG—15001E FH R SNSO4Hfoml & (4 & LL 29810 1) KRl & 5 1
ST BN B O A A SR A M R 96 FLAT AR Hh , HATHS 5%

[0089]  3) B v | 4 Mk A 0732 < B S5 10~ 14d ) #EL TSA M c i ELT SAS 176 56 BH 1 L 01 1
ZE 1 AR ROIRAS T () A8 T 4B Mok, A IR ARREIS R4 3UR O S b o 28 i L8R B AL I A
1 T VAL VR 225 7R B PRE R AR e M R ) R v R R A M, SRR TR  Hi b, D2PS AN B ik R B
BRI > S PR A0, LU e e SR LR L

[0090] R I D2F5LH i bR ATL AT S 1k
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FORisE RS ICs (ng/ml) ZAEEE CR (%)

F AT £8 0.17 100
71 BR TR B 16.5 1.0
BRI 18.2 0.9
00911 e — B >170 <0.1
WeTE >170 <0.1
REEH >170 <0.1
W 45 B >170 <0.1
19-% 7 580 >170 <0.1
M5 W By >170 <0.1

[0092]  (6) 5 b B HU A4 (1) fill 4 < #F D2F 540 B bk % 4% 21 24 FLAH B AR A2 50m L4 SR 47 K 8%
FF o G Y 22 I8 A R I P TA BN 29107 /m TR, ) 1Od BT 22 VA AT il Ab PR 3o 0 28 7 B B0 BB e
TG B TR AN 10%/ H o 10~ 12d i SHEUIE K , Y RIAR BR g id: oAb 3 25 B R 2 S S 1k 2058
FE Pk, K I 7 15T AR bRl o

[0093]  SEjiif4i[3

[0094] LA ZEHAMETURK AR, A R E B LR

[0095]  Fradk %) 2= &0 P 2 X5 O3 & AR HH DL T O ST PR 20mg 25 & P 22 i
FET-3mIJC /KL IE , 8 )5 NN 18mg (1 BRHABRIT , 50 C MEEHEF: S B2 36h o Z MR AR TFIEIE , 3R
Bk B e R 2 A T LEIATAY 5% NaHCOsVA R G » FH . BEBE IR TR IR, SR 5 FIHa S04 4T
FEAL o B0 5 37 BBV R AR e /K AR B T 45, IF FH R T & i 3%, 15 TR I3 31 25
S P BRSNS B A TP S ERBE HTER S 1 0mg  N-$2 L B IF1BE WV e (NHS) 4. 8mg i1 -7, H-
(3- PR ARG TR E) B — W e h ik £ (EDC « HCT) 13. 6mgyA T-2mIN, N-— FF J FA B i (DMF)
3T°CEAF N REEHRG N 240 5 [ BLIRGE T NN 20mg X8 B (A 8L 1 (OVA) [ IR Sh 2% e
VIR (PBS,0.01mol/L,pH 7.4) , 4k%E 5 Ndh o [ B N BT A4S, 56 2R AKGE T 2d,
FIPBSEHT3d , B Jy 25 50 FF 52 -3 ORI 11 2 AR R

[0096] Lt 514

[0097] e A& bmic 2550 S2 B e e 5 v B B4 1) il %

[0098] 1) M ARGV TRV il 2% : BUEB2E KB R0, 01 % S FRIE R 100mT , B L I n 42 b
i, 3min 5B FE IR NN % BIFT AR IR = AN 7A R 2m 1 o 2k B2 Indi, At i S e oy
PRI, 5 Jn AR R LD AN 1R A v A S AR AR IR 2 SRR AR, AT E ST R B A
U8 AR 4 o B SORIURE K /N o AR G B NN e 48 IR R0 06 % 1 B 280480 (NaNs) , 4
COKFEHIRAEE

[0099]  2) AR FRALFE « & iR B 1) BU AR K TR R R A7 2 R A AR TR R R4, IX B T 4R
Vi brin A M o DR SR AR D BT, 1 P 2o P S R 5 T 58 e B 4410000 /min, 4°C
A T B 030min, FFULIE, EIGEWA0.01mol /L PBSHRE K Img/m1

10
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[0100]  3) REbrmAbSLFR & B 5T « BRARAR A REFLO0W DB ZE ACHE RS , SAHE I A5 LL A B Y
ZEF EHimAb , BEFL50uT , B2 R (BC) o 0. 1mo T /LK2COz YA 5 e A& S ¥A R 2 pH 9.0, 0
ABIERAR P, B LSO TR 2] o IR T & 15min &7, MMA10 % NaCI{E R 1001] , JRB 5], 5 B 4
HEFL SmAbE A B AR E VA BRI 5 FL 2 I AR E M R DI G, imAb £ 14 2 B i e A%
g 2N SRR L AL R FEAR TN mAb K & , /2 IR 1387020 % , BD A £
bR S 2 ERmAb ) S2Fr & .

[0101]  4) &FrPUEM K& G F e R ERICED EE5RESMEE, F iR
30min,5000r/min & £>20min, 7 EiE 5, I\ 10 % BSABH S 4NV, [ BSAZIK T A1 % 1ER
Fa B o Ehr HUARTE R 10000 /min 02 30min, ¢ _EiE , FI20mmo T /LK B ES £ A B (1%
BSAFN0. 1% B 2840 1 SRk 2 2 JFARFRI1/10, B EACOKFE % H

[0102] syt fs5

[0103] K&K A il &, WA F &5 MR = i 2 B3R AR 7R~ o Ho b s U IE R B, 23K
UKk, SNHEZ A NRE R, SR SR PR S5 & B O N IE PR AT 4E R L, TR UACEA, 8 TN AE
L ONMELE , LOAFIEER (CLe) , LUK INZE (T4e) , 12AR I, 13 4R I0 2k

[0104]  FEPR £ 4k 2 i (NCRE) 1) il 2 J7 1  IG IH BR A7 4 22 B B T-X—on Ly 5 (1] B8 s f3CF 65
RIS ST A RaM T gGISCTBith , & P 1R 5, FEAL i B bt i A0 —Bu 4 ) e T e R 4
YeZ P L, B AR M2k (T2R) FFida 2k (C4R) . KR E AR TG, B IR A B W (REWKRE
1% HIBSARIPBSZE AL, pH 7. 4) H130min, 37 CHET 5, IIAN TR, 4 C BRI

[0105] 25 & £ (1) il 28 7V + 55 30 30 4 4 A A Bl Amm T 1) 40 2%, RO\ &5 B2 IR 52 M5 %6 1Y
BSA, JF S B 2 % [ EARE , 5T EIR JE A0. 8% IINaCT A 5T 53 & M0 . 05 % I NaNs [ PBSAb
B 20min, 37 CHEIR LT, SR 51 S AR PR VE O AR I () B I A 448 |, K2R T4h,
IS en

[0106] At 2R (1) i) 4 J7 325 « PEIH A AE AR 2L FI 5 BUE IR FE 2% [FIBSA, FRE ik 1 %6 1
W oS M0 . 5 % RO BB B AT 5T &R 0. 1% FINaNs (I PBSALFE 5 , T 15 46 A, BN
R

[0107] KKK AL %S : 78 LHFFAR (PVCAR) b, BENCIES | &5 A B L it 3% W UAC 28 7 s it 252 422
— 5B T2 S8 —HT , FHCOMA000 5T EIAL i Amm T8 (KR 48 %% o SR 5, #%— 58 T 2R gt 46
T A IIREFL AU S o )RR il 0 SR G A v, B SR AR R B 25 S0 P 52 il e B R e 4K
+.

[0108] Lt f4]5

[0109]  R4R-R R &R IS bL 5256

[0110] 7 FH 2 22 Y3 A L AR D2 5 3 YA 1) B S 3 A, 3EAT O e bmic, (AT SR A AR & B ik
TV U AR SR DMT-OVA, BA S A S5 2 VR A TR I R A 4 370 B DMT—K LHIEAT Xof
S, AEPBSZE MR (0.01mo1/L,pH 7.4) HEAT il 48 RIS A I 2258 , P R0 60 48 B i il 4R =
il 24 77 V5 RS U A 52 A A R] o 5 AR B« AR R I ik — W Jig v R B0 4 Bt J5LDMT - OV A i &
(R R A= A I R BB S0 . Bng /1, 1 VR B PR IET 45 RSP B0 70 B DMT K LH 1| 2% (1930 48 1= L K
R R 3ng/ml s

1111 DL Rl & A R B (9 A ade S 75 5K, 28 H 0 T AH R sk i i 4 RN
SR, FEAS B AR BH S 2 (R T T, ade ] DA H 8 e adE A, 36 L gk R U 1 B

11
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