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L7l B 2 I 1 1R IS 5 S Mk 0 A T S DR BRI S 58 70 T (0 7 4 FURRAIE 2 R
DU AR 78 4 BLISA J5 2%, BT 5 o 55 s 1) 1) 28 SRS AS R 0 2 B L, B8 57 U
(K] ELTSA J5 32 s I 2 Bt Jst 3-CMO-CMA B 3-CMO-MEGA 55 & [ 5 {3 1B, i) % — Al B 4 5t It
3-CMO-MPA 4 55 JsURt B A3 e i W BT T B b A, SR S5 I A A s S5 AR S 4 S B, 50
ABEPRIC I 30, 5455 IDTR RN, fe i 4 6 IR B AL I D i ok o2 A5 I
PR Ml IR R 5 2

P AP 2 i s IR Ry S ME DR IE T R S e S o «3— R Sl 2 —6- Ik -17a - 32
5 — 22 —20- FR SRR S 3-CMO-MPA ;

BN T2EHR N 3- R EENTHE -6- 50 —17 a — 3 — 221 -6 4 —20— Wil AR
3—-CMO-CMA,

o 3- FR G HE —6- AL —17 « - FRdt — 22§ -6 Jf —20— MiFEH R 3-CMO-MEGA,
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FR 32 22 il B e B 5 e M LR R B 28 Bz i iR T BB 5+
IREEEX RIZ ST BT

R

[0001] Y368 2 i i P2 P Ry S M0 R PO ) 8 B2 e A4 T [P 08 3 e U g G 9 32 73 T 1 77
20, AR B Py s MR RSO van B0 PP R 2 i e MR s 1Y) ELTSA 3 M T3V ar, Je 1
BB S P2 73 M BRI o

BEHEA

[0002]  FRERZAMAE PR EE (Medroxyprogesterone acetate, MPA) J&— & i) 8 A3 2
o ENERZIPIN b, 4 P AR S AR T Hh 003 2 28 TN ORI s 1K1 7 A
SZI N, ] Faia sy MRFR R A . A E HFEAEEAE T, 515304 & i %
B L2 1) MPA, W A AR AR B 7 AR 30, U ) L EE ()4 e 7 A2 v 7 1k, W] Re Sy ™
B MRS TR R, W =BUER (BuE . B B4R ) o

[0003]  HH T A2 i e R s A W35 1 RIALAE L, T B e gk Ak K, 7698 [ KR
BT P 22 CLREHE T3 RS IR, A8 T 04 24 4 o B IR0 WK A A o - A AR Bl kAR
IFRL AR A AEEAE o T AR R R 2 4 £ T B 3 B R 22 A, IRt AR R 2 i I 1
B o B W A B A Y

[0004] 0 5 £ b A IS w0 2 ) I P TR e B 1 7 32 T B OB B s BB -
TR UL R S g A ridse LR REIRE g% 43 MTids (BLISA) 55 P« AR S FE il 2 i, 7
it A I A AR R o (8T SRR T8« R R 7 1 v PR B IR e i 4y
Mrik (ELISA) — B2 RMIF TAEE 57 17

[0005]  HHiF, F P &R A 2 i I I I ik B %) ELLSA 73294t 2b B BB A4 R ELTSA Ty
VAR ST R B R 2 W B PR R B A AR T — A IR B

REAE

[0006] A% BH (1) H 2 Bk — i AR 5 25 Il G IR 4R S R 0 A 1 o) 45 792, (RTINS 4 pRE I [
5 BN YR B I S A T TV

[0007] AU BHBEEATT £ -

[0008]  —Fefr F J 2 i it PR U e S PR O AR IR ) 9% 7 v, HLABIRR

[0000] 1) AT (G « LA AR e 28 ] I 582 s S 2 ] T 122 s P e 2 Il 1 TR S
JEokl, KR P EA ISR BRI BRI 1 2 L2 ~1 ¢ 1.5, fERE PR R4
P 5 T2 T St 2 T s 2 7S i P b 2 I S5 TR O 0 R R R AR SR IR SR AN IS = 1) SRR B T
AR, pH R 5 ~ 7, iR FHiHE 24 /AN 2RI L PR P S, H QR 4 BE (3X20ml)
WK AW, 28 Na,S0, Tk, ibuE, 2818 L LR LB, TR A alE Al 3- B3
56— 17 a - 2 HE - 22§ —20- BiBSEREE (3-CMO-MPA) \3- FR AL 5 —6- 5 -17 a - %
5 - 2 -6 4 —20- BABSER S (3-CMO-CMA) BR 3- MR RN —6- AL —17a - J 5L - 22
{5 6 % 20~ WIESFRIE (3-CMO-MEGA)
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[0010] 2) ATHIEHIEK -

[0011]  a SR 1A s 4ith

[0012] 4P 5 K AR — W 24 i, 4 50 1w mol 24 J5 3—CMO-MPA I F 1mL (Y N,N- —
AL LG TP fE, N 50 wmol [ —FR AR — WP Z A 50 umol 1) N- FR BRI BL WY i,
TR VA, B, B EIE VR 100 ~ 800 1 1 Z2 1% i A\ 21| 4mL10mg/mL ()4 f1iE & H
(BSA) MRz s v b, B SN, 1/, SRS 3BT R XS 0. 01lmo 1 /L W RR G2 MR AT, 732
PRAF T -20°C

[0013] b BLEEHUIR K& pi S 4k

[0014] A4 4 P J R H VR & B BY % & %, 4 50 wmol 2 it i 3-CMO-MPA . 3-CMO—-CMA &,
3-CMO-MEGA A A ZI 1mL ) N, N- — B IE IR IG s fd, N 50 wmol 1) =T i1 50 w mol
AR TR, AC T RN 1 /N, RSB E] 10 ~ 20mg/mL [ 5RTE & H (OVA) BkIRLE
M, B SOV 2 /I o B NGERTAS, RGBT R XS 0. 01mo1 /L B PR G2 i VAN 4l 7K 32
M, o3 &efRjqs T -40°C 5

[0015]  3) PLARMHIHIE -

[0016]  a F BTG il

[0017]  JEH = A& A 2kg BEMEHTH 22 (%, B 3-CMO-MPA # iz JR fe e — I, S i) &
2 0.5~ 1.5mg HPEIR /IR« FH, IR g5, e J A i N SEARFR ) 35 IR Se A7), 7840 5L
1, BRMAIKPAGEL RE LT 2 S R R, 3~ 4 G, g7 nsg oz, LU 2 ~
3 JEEAT I S e, N G 5 iR FH 36 EGAS 52 A ), Fr 10035 B &4 ) » SR A O IR v
KA, WCBE AR A 1 00098 5 ] )5 5 AR S5 OB AE 3T CHR AR 2/ B, TR R 4°C UK S i
A A M HU 4E 5 5 5000rpm B0 15min, 73 &5 HH LS

[0018] b MBItk

[0019] >R A] DEAE [HES A #e i e lifb ik alifb g, 7€ 0. OIM PBS L2y (pH7. 2) -1
BEHE, H 0. 01M PBS Z2 it MG MR — 1%, 1% ImL AR5 INLTE b Ll A IR () EL A1) 5 B0 R
Fro ACULEH 1 /IS, SR 5 264E, 0. 01M PBS Z8iyi (pH7. 2) PeMt SRR S , AR DR,
BIINVE IR AR R W, —40° CHRAE, B R HUART o

[0020] BTk ()il 48 T7iE N LA PR A 3- @ P IE5 3L -6- I 17 a - 20k - 42
H —20- HAEEER NS (3-CMO-MPA) , 4> F 4514 -

[0021]
HaC
CH; =0
OCOCH
HOOCH,CON

CHj, R
[0022]  3- ARG EE —6- & —17 a - FHE - 221 -6- 4 —20- MES R R (3—CMO-CMA) , 4
FEER N
[0023]
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CHjy =
OCOCH;,
CH
HOOCCH,ON
Cl
[0024]  E3-FRFINGIE -6- AL 17 a -5 - 21§ -6- 44 —20- BAES RS (3-CMO-MEGA) ,
DTEMR
[0025]
H3C
CHg F°
OCOCH;3
CH
HOOCCH,ON
CHj;

[0026] it fill 4% (1 BT 1A FH] 1 ) 050 S U8 K 938 20 T 10 75 9« R R L B A 0 TR 5
BLISA 7592, BARHT R 5 S 5 i 1 1) 46 SR RDAE FR) 2 B D, 4 [RIVEE 89 ELTSA 75 3% s B4t
J5 5 G B S AR 1) 4 R AN TR B 2B S, U O S 5 ELTSA 7532 s 405 3-CMO-MPA 15 2
FUTURIER, H% S5t s FHT i 3-CMO-MPA, 3-CMO-CMA B 3-CMO-MEGA 55 &5 19 5 fi Ik, i
Fe =P ELEHTIR s 3-CMO-MPA G 5 s A5 B4R T S W B T B AR, SR JR IR DA i, S5 350
PRTE S S, TN BEARIC K =90, 585G MPUIR RN, 55 45 6 R B AL v i e ok
S8 AT DN R b P P R 2 W R R IR 1 75

[0027]  AZHINA 2 BOR AR S & BE IR A PR 2 e A 2 D
A AP GRS 57 0 5 0 oy it S8 7 06F PP o 2 P i 82 5 14 (70 98 5 Y BB S 15 3 T s
Vo XM IR PPt 2 I P P I SR AB0E i R S M i 3 o SRR A I 1R P ke B )
Hro

Ff 1 5% BR

[0028]  [&] 1 3-CMO-MPA #ZREALIRE i
[0029]  [&] 2 3-CMO-CMA #ZREFLIRE i
[0030]  &] 3 3-CMO-MEGA M REILYRE I

BAXHEA

[0031]  SEjAsl) 1 : N T2t 3- R A5 —6- 3L —17 a - 35 — 22§ —20— SRR IR
(3-CMO-MPA) )&

[0032] AV :

[0033]



LS
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H,C HaC
CH, =0 CHy )=0
OCOCH, OCOCH,

+ NH,OCH,COOH ———»

0 HOOCH ;CON

CHs CHy
[0034]  FZELELL F R ZAEI B R A (MPA) @ R EAME IR =1 © 1. 2mol tk, FREL
Immol MPA ¥Sf# T FEE, SR 5K 1. 2mmol ¥ AL AU I% E 8 R A& 52 (1) S PR A T Ho,
pH 4y 6, 230 FHEHE 24 /N IR B TRE G, LR MG (3X20ml) ZHURRY, X )G
FREX 10g Na,SO, T4, i i, 2810 LBr L1 LW, 1145 2 9 (i /45 3-CMO-MPA.
[0035]  HX L3k 7= 4 43 Sl 28 EST Fl'H-NMR 0 5 245 W) 1Z 4 R EST 43 F 3 F U624
459 (M-1) , "H-NMR (CDC1,) 4y : 6 0. 66 (s, 3H, 18—CH,) ;1. 06 and 1.10(2s,3H, E and Z
19-CH,) ;2. 03 (s, 3H, CH,C0) ;2. 10 (s, 3H, CH,C00) ;4.60 and 4.63(2s,2H, CH,, Z 30% and
E 70% CMO) ;6.50 and 7.26(2s,1H, E and Z 4-H).
[0036]  SEjAs] 2 : N T2t 3- R 50 —6- 50 —17 a - JR3E — 42§ —6- & —20— M
TRE (3-CMO-CMA) FrI4& ik
[0037]  Je WX :

[0038]
H,C HsC
o)
CH, =0 CHs
OCOCH; OCOCH,
CH CHs
: + NH,OCH,COOH — »
HOOCCH,ON
o It Cl
[0030]  4Z BRI L EHL A BAEE R NG ¢ R PILAU IR = 1 1. 5mol £, BREX 1mmolCMA

WARET R, AR 56 1. Smmol J2 T SE AU Bh IR R FH3E B 1K LIRS T2, {F pH 4 6, %
PR 24 /N0 o WREZEIE LTS, LR LB (3X20ml) ZEEURAY, SRIGFREUH 10g
Na,S0, T, i 38, 7500 2Bk LR LB, T515 3 A 6l 4 % 3-CMO-CMA.

[0040]  HX b3k 7= 4 43 ) 28 BST A1 TH-NMR I 52 $L 45 #). iZ 4 % [ BST 43 + & 1 I
477 (M-1) , "H-NMR (CDC1,) 4 : 6 0. 70 (s, 3H, 18—CH,) ;1. 00 and 1.05(2s,3H, E and Z
19-CH,) ;2. 05 (s, 3H, CH,C0) ;2. 09 (s, 3H, CH,C00) ;4. 66 and 4.70(2s,2H, CH,, Z 33% and
E 67% CMO) ;6.05,6.15, (2d,1H, E and Z 7-H) ;6.50 and 7.11(2s,1H,E and Z 4-H) .
[0041]  SEZjfifsl] 3 : AT 2FPiR 3- R A SENGIE —6- AL —17 a - 3 5E - 24§ -6 44 —20— M
BEIRNE (3-CMO-MEGA) 16 hk

[0042]  J WK :

[0043]
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HaC H4C

CHs © CH3 =

OCOCH 4 OCOCH 3
CH CH

+  NH,OCH,COOH — 5

o~ HOOCCH,ON
CHg CHa

[0044] BRI A HL P ESER A - R AR IZ IR Eh =1 ¢ 1. 5mol L, BREX Immo1MEGA
AT BT, R 55 1. dmmol 7 AR A G Eh R $h AN = 1) R T fF pH o 6, =
PR 24 /N0 o WREZEIE BTG, LR OEE (3X20ml) ZEEURAY, SRIGFREUH 10g
Na,S04 T4, I yE, 2508 Lk LR LB, T3 21 B (4l 4424 3-CMO-MEGA.

[0045]  HW b3k 7= 4 43 %) 28 BST A1 TH-NMR I 52 $L 45 #0. &4 i1 BST 4r + & 1 I
477 (M-1) , "H-NMR (CDC1,) & : 6 0. 70 (s, 3H, 18—CH,) ;0. 95 and 1.00(2s,3H, E and Z
19-CH,) ;2. 05 (s, 3H, CH,C0) ;2. 09 (s, 3H, CH,C00) ;4. 63 and 4.67(2s,2H, CH,, Z 30% and
E 70% CMO) ;5.71,6.00(2d,1H, E and Z 7-H) ;6.61 and 7.26(2s,1H, E and Z 4-H).,
[0046]  SEZJiifh] 4 :3—CMO-MPA 1] Ho 338 J 1Ak B S 4 ik

[0047] iR [¥)E RS 2ifk

[0048] P R K K WS o ¥ 50mmol FHLJH 3-CMO-MPA Ji A F 1mLN, N- —
S R A, TN 50mmo | [ — FR CLIE AR — 0 B 50mmol  N— BRI BE FIWE I i, 2536
N, 500, B EIE WS 100 ~ 800 1 1 Z248 i A 2 4mL10mg/mL F4F M35 H & EH (BSA)
& S D W e SO 1 /NI, AR JEERT AP 0. 01mo1 /L B4 BR 2% i 5 X 5L 3% HT, 73
BlRAF T —20°CHp,

[0049]  BLEGHUIR K& Rl S 44k

[0050] AU BYHi 5 R IR SR ET S . 4 50mmol H0J5H 3-CMO-MPA fI A 1mLN, N- —
PR AR s i, noN 50mmo [ = JRN 50mmol S8 AR T HE, 4°C NI 1 /M. 2
NI 10 ~ 20mg/mL I ENTE S E (OVA) BRIRZZ TS, B bE RN 2 /N o AR5 36 N0
T4, 235 0. 0lmol /mL Y% IR Eh B2 AN AL ACGE T, 73248 40 CHR TR AT

[0051] A THRAI%NE

[0052] 7373 SR 4144 3-CMO-MPA . &4 2 1 S AR (200 ~ 500nm) , i 52 5 4 B 1) EE 7K
W6 FR AL TR PRI R R A S A LT

[0053]  3-CMO-MPA-BSA 5~ 20 : 1 3-CMO-MPA-OVA 2 ~ 15 : 1

[0054]  SEJEfH] 5 :3-CMO-CMA I B T IR A Rk

[0055] SRANRGTREFES M. 4% 50mmol 2EHi i 3-CMO-CMA Ji A 1mL N, N— — FF 3 A ik
fil HREs A, NN 50mmol ) =T f& A1 50mmo ] S R 5 T HE, 4°C NN 1 /B o RV
F] 10 ~ 20mg/mL [FIENIE SR (OVA) BREREE M, Dkl R 2 /N AR5 5 N BT A4S,
53 0. 0lmol/mL [ ER 3k 2% ph il FHAE A GE T, 53 %€ —40 CIA R T IRARAT

[o056] A LHiJRHI%z

[0057] 7373 2414 3-CMO-CMA B4 2 1 S AR I (200 ~ 500nm) , i 5 5 40 B 1) JE 7K
W6 R TR EPUR S A A g A L T

[0058]  3-CMO-CMA-OVA 2 ~ 12 : 1
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[0059]  SEJitifhl] 6 :3-CMO-MEGA [ 4Pt I & Ak

[0060]  ELBEHTE KA IR A ERIETA A o 4 50mmo -4 ] 3-CMO-MEGA I F] 1mL. N, N- —
PR AR i AP s i, n N 50mmo [ =T RN 50mmol S8 AR T HE, 4°C N M 1 /pite [
MBI E] 10 ~ 20mg/mL [{ N5 S A (OVA) BRERZE M, PEFE M 2 /N, SRIGHEN
FEHTAE, 43 A 0. 01mol/mL (KB4 IR 3h G2 R R Ak BT, 432 —40 CYR T IRIRAE o

[oo61] A TLHiJRHI%E

[0062] 3l S8 Z 44 3-CMO-MEGA /R i A AR B4 (200 ~ 500nm) , i i -4 31 ¥ B IR
W R E TR PR R R E A S AT

[0063]  3-CMO-MEGA-OVA 5~ 15 & 1

[0064]  SEJiiifs] 7 MPA BRI il 2%

[0065] Pz I (1) 4%

[0066]  JEH — % /AT 2kg S AT MEMEBIVE 22 (160, S0 — . SRR 0.5 ~ 1. 5mg
TP/ IR o Koo WKL, ol I rp N SEARRR R 30 Q58 A7), 7873 5Lk, B2 AK
R RIS N 2 AR RIE IR . 3 ~ 4 J& ), BT s Sz, LUS 2 ~ 3 FHET I
5 G0 5%, IR S I SR FH 30 BN S8 e ) o AER IR S5 H 0, TR e fa — A T A s B
JiCR L, 100378 28085 4 R8I SR FH )42 ELTSA I 5 LA ARy S ko S i IS BB R 5,
AT R, 43 5 1035

[0067] AR R A CHEEUMNZ: . & R AT 43100 80mL 47 SR )G, Fr AR E H i
I [ i, AR 5 OB AE 37 CHRLAR 21 /N, TR 4°C UKAa ok 4, for i el & ) 5 4 1
T, 5000rpm B0 15min, 43 B H L

[o068]  HifkMI4itk

[0069] KA DEAE BHES 1 A2 #p fR2lifb ik 4tk ik £ 0. 0IM PBS Z233 (pH7. 2) -1
PG, BB — 5 Y5, 3% ImL M35 / ImL B AR (1 LEAG) 5 0 BV A A C IR 1 /e, BRI %%
FE,0. 1M PBS G20y (pHT7. 2) PEIEPR AL ARG, OSBRI, N NS5 52 1 i, 432 —40°C
RAT o

[0070]  SEjifsl] 8 « 1 F2 A il BR R 1) ELTSA J77%

[0071]  FRERZAMRMGE PR G ELTSA 7515 0 IR 21

[0072]  RHIBUR KL I8 5 4 ELISA J5ik. SRR A 3-CMO-MPA-BSA, H. 45 BT IR 4
W% B 3-CMO-MPA-OVA , 3-CMO-CMA—OVA B, 3-CMO-MEGA-OVA . 3,3 51 J51 5 40 325 J 1) 1) 4 %
FHFIREI B0, B R [FIVR 16 ELTSA 7535, Wi R AN R 2B, IFR A 5981 ELISA 75
o AP T 96 FLBEFRR b, S8 S5 AR5, SHurk s s [ N, 77l 259 7 =
T, S AH AR PR 45 S P U > o AR TR I AR L P, S A A PR R
N, 55 i 5 G B R AL SR DV VR ok A DI 25 I 7o

[0073]  ELISA J7 VST

[0074] 1) RHIASFE KRR ST ELISA J5i%. 53— Rl [R5, WA 98 K BLISA T35,
[0075]  2) Jy B e v 2 A BUR  HUATN HRP BEARICEHIR 1eG (MHGE TAERE .
[0076]  H4HiJR . PLAR S BEFR 1LY RN FRE, SR HETE 4 ELISA ¥5 4 Hr AN [RIVR FE F IO6
{E, IEBEWOGIEAE 1.0 AR TAEIRE . BARBAENT -

[0077] ¥l AR S AE R AMRE, 1 0 50041 & 1000.1 : 2000.1 : 4000,

8
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1 80001 : 16000 #ik 5% 44k 6 1) 96 FLEGARAR, 100 1w L/ fL, T 4°CUKFHE & . Ik H
B B AR 0] 22 S5 9L, R FLYE N 200 0 L PBST ¥V, 2K L 4EY 3min, H ) FEEEVEIR, £E
W KR B3, GREEVESS 2 Ik (LA BEE T EAHR) o B PR B FRAR , 200 0 L/ £L, T
STCIBRNIET 2h J5, BUR VRS, BT
[0078] 4HIAZRVIFBER L ¢ 60041 & 1800.1 : 3600.1 : 7200.1 : 14400.1 : 28800,
1 57600 11 : 115200, ZZHEAT N N BIBGARAR K 1 ~ 6 41,100 1 L/ £, 35°CHFH 30min
Ja v T
[0079]  AESLAOIA 1001 L, 1 : 3000 # %[ HRP AR 1C IEHT R 18G, 25 CHFE 30min J5 ik
st
[o080]  AFLINA 1001w L B (0. 1g/L VU EBCRNZS 0. 05g/L i A E FIFT 1 IR 2%
M), AL 35°C ) MY, 30min, BUH G REFLINAN 100w L £ 1513 (2mol/L (MBI ) » FHBEFR
AN 58 D62 FEAA Asonmo
[0081]  3) F&4+ ELISA Jji%
[0082] SR HH 5 BEEVAHf 2 145 S R N A6 3 TAEIRAE o ZEDTRV B IR In A\ R 5T R
FRUEE 50 1 L FIPTAE 50 1 L, 35°CHEE 30min, ¥Edk. FRMIABEFREE 100 1 L35 CHEE
30min, ek, &8 ERNFIFFZ LS, WK 450nm IR GA(E .
[0083]  4) %4+ ELISA ik REUE
[0084]  FRHEHVHIZE 5 MPA ¥R A IR ~F- X 21 A3 BIbRE th e o FDIZ4L T A A AKTHE -
[0085]

sz (%) = (Amax—Amin)—(A?c—Amin) «100%

(Amax— Amin)

[0086] A :Amax A ASIFRVEB IS W E(E, Amin 2925 O FEFLIWOBIE, Ax A DA
IR IN RROCAE -
[0087]  HH IR K THEAT 2% MPA W FE FDHIZE . [RIY ELTSA 7530 MPA I, il 2
A 50 % I IR B (1C50) & 10ng/mL, RAAE ( LLAIHIZE A 10 % I KK AR 7R, 1CL0) 4
0. 2ng/mL. SEH 3-CMO-CMA-OVA A3k Hi e, S ELTSA 77720052 MPA B}, 1C50 3 2. Ong/
mL, REE R 0. 05ng/mL. FH 3-CMO-MEGA-OVA AL #5515 , 535 ELTISA J5 2l 52 MPA I,
IC50 24 3. 9ng/mL, REUEA 0. 05ng/mL, I MPA W FE 2 W35 4 X &R, [A] Y ELTSA V2
RIFEE 250 + = 0. 9912, % 3—CMO-CMA-OVA Ry A4 3 () S 5 ELTSA J7 1 HIAH 3¢ 25k
r = 0.9931, % 3-CMO-MEGA-OVA Sy A% 1 JR [ 5 U5 ELTSA VEIIAHE R0 r = 0. 9859,
[0088]  5)ELISA 77V itk
[0089]  HLIMIF e S MEFR T e e MEBUR B 45 6 B8 ) RIS 25 & RE I LR .
FHAS SO N R AE AV Fe bR . 28 SN/, ELISA W45 S il o A2 SO NCRAZ 30N oy
A o = A

[0090]

N PREIIIC
TXRE (%) = 2 100 .%
PEXBRE (%) TR&&%%mmxm/

(00911 A ARUEMIIF 1C50 F5 K F 4 5 PR PR AR BINAER, 1C50, A8 X NI 1C50 A

K2R 1650,
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