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- S EBEITEYF iR R MUK R

R
[0001] A% W) T S e AL 22 BRI, H AR Al 1- Lk AT D DR Ps
EAETIRE D@ IR P Y & KR SRR SO SN AW R E ARG IEAREN RS

BEHEA

[0002] WM ZZ PR — T i BT 259, X 2= BH PR R B M B3 — e B wifE A, JF B
W ARSI B A RKARIEE A BRI R B, R 22 R R HAR 4 B A 3L
FEVER, Rl 2 E A8 E A T IR FEE T o 5 1995 4 KR HE A T R E A48 A8 A iR
SZIRL, T B 5 I B PR I S B B RS H R DA AN A o B B AR R A 2 R ) A
IR RIEE o (BRI AR HLG OR B e kil FHBRR IN A R A2 BRLA
F PR R 24 43 A0 A AR DR AC Y, 1 2 1 45 G A AR P ReAE A1 23 b A7 B B It (), i LA
1553 BT B S 25400 (R B W s 20053 B AR S5 B 74 < 1- 2 kg R (AHD) o

[0003] & AR £ b A 9 AHD B R i, B AT Y AR BRI 7 vk 3R AR,
G — A (LC-MS) AR Z8GHAH — Ui B v (HPLC-MS) o {BANERTE BT AR =y, BT Ak
PP, PR R A 5 T . ELISA 7735 R R vRAMYER A kB, B 2 s H T AR E 2
W B AT o

[0004] KZEAY) . FE 5 ABEE W) 7 /DT 1000w, J& TACH M5 i G S i
JEPERPEPUR . HRTHI AN T PSRBT B BT kB B B A B A
VB R TE 23 R I VoG AR B8 R A 2 T 25 MR fE i A VS MR T R s,
A A PR 5 KT R, 8 N AR R . S3h) iz, Hmis 4l
M FE P 2] H T BLISA S Hi k. B8 L& T a R 2900/ T2 BUR BT 4R
AT DASEER, (HAR 55 B BRI VRE € R T7 A4 RESEEIZ B AR 25 e e Bu iR i il &6, B
BT v JGH] T ELTSA R0 () 1- S50 R P 5 B R BRI AR DG HGE , 615 1- 2 i
ELTSA F50 77 78 N 3 R AT

XAAE

[0005] AWK H 5 S BRI BRI A AL, S —Fh R ZENRAT A DU, [ 32 1
H BT~ P A R A B o A N U, DA S e SR sh W) S AR LA A2 S R )
BEENRAT DRI

[0006] AT 5 — A H A& - AT IR U T AR 7 PR TR K 9% ik

[0007] A B H AR BLR BORTT Sk 7 LASEER -

[o008] Rt Fft 1- G AT ALY DU I 26 735, FoR & R IR 5 1 B R 1Y
KPR EYAE WA T T PR AT @M 4 6 SN, OB AR T iE 2 Vel TRAS
PUFTIR DU AREGE & SN R B, K 16 A~/

[0000] BTk i FR Kk )R T AT AE UL I (R R A T B 2- (4- B AR ) LK
[0010] ¥ AL A AR AIT 2L D oRH T P 8 2 PP ) 26 15 2 1) 1 - g AT A s
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[0014] AR BAFRAL T —Fh 1- ZEM RIAT A PUR I H & 5k, BT PR .
[0015] (1) ¥ 1- AR HEATEY LR SFHEFIN, N - ZH A& — Wk (DCC)
N- FRIERACTE AL G (NHS) e N TE i ik I
[0016]  (2) FH ik mai I 85 I RN
[0017]  (3) BIR (2) MNAFBIRMEBA ZERAT =Y PR &R A LEN A5 2 H br
[oo18] DR (1) Pk e WA [R) ik 4
[0019]  JDIR (2) P& IR A dmg/mL, K VT[] A 12 /A 5
[0020]  JDIE (3) ATRIKIEMTAIALIS TN 3 K.
[0021] M (D) FrnFHuadl AR KPR A (T iRt
[0022]
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[0023]  EHIZ (TD) Fronfdiladil AR st A (V) rongii -
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[0025] A B EIINHELE T —M 1- 2R AT AV DURI 6l 7, B LU T PR -
[0026]  (a) ¥ 1- R EATEYDUR S 36 A G2 LB
[0027]  (b) e fEHEUM A, 73 & IMTF
[0028]  (c) IMVELR~F PRI R E AL AT BIPTIA .
[0020]  PUE (a) Arid 1- 2 55 AT AT R BE R Ing/mL, Z 3L IRAT AP HLIR 5 96 A
4% 121 Eeo) S e SER ) o
[0030]  ZPEE (b) TR Sz ikEA 4 K.
[0031] AR IS $24E T BT ik Ho A () 3, 3 FH T I e I bR je SLAR B Py 2 R iR (SEM) 1)
ELISA J5 i 5 e A2 o3 Mo
[0032] A BH a8 i W v a1 21 B il A5 AR R I N The i, TSR3 4 H bR - #r i B
ARE A PR, TP BT AR i el JEIR SR B B, AT I B Fas iR v
ARAEVZAE IS DL H ) AR BB SRR A Tl PP iR 2 SRR AT A 5 A AR B, 58 H
TS 2y 0 TR S M BUR Y AR, I ] VR RV AR B AR B ) S PR, A FH BT iR Bt
JE 4 95 SEEG BN AT SRAZ RO B e S PR L B X R IRAT AR P, BT Bk mT H 30
DR B T s SRR B DA U, A T B AT IA 0. 09ng/mLs

BAELHEAR
[0033] i & & A St SRt — 2 T E Ul B A R B
[0034]  sEjtif] 1 1- 25 RIATAEY)2FHUR MCPSEM (1344 77 %
[0035]  7F 50ml [RIJECHEIE NN TR B IR 28 FR S 1. 16, S22 I N FE I L 22 6 [R) e 2 o8
W SE VAR, BEFER DN 0. 3g ZENR, IMP LA s RNV G5, ik gk, /K pE i, Ik
Wi, T, 13 0. 62g AR A, Heimw X (D) Prox. FHi)R MCPSEM [ APCT-MS 73+ &+
I >4 207, HNMR (600MHz , d,—DMSO, TMS) : 8 10. 35 (s, 1H) ;8. 14 (s, 1H) ;8.03(d, J = 7. 8Hz,
1H) ;7.93(s, 1H) ;7.90(d, ] = 7. 8Hz,1H) ;7.52(t,] = 7. 2Hz, 1H,) . UL FiE%ds 4 ReIE
V)&, 55 MCPSEM 45 14— 2, Ui B 2Pt )i MCPSEM & Rl -
[0036]
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I
[0037]  SEutiff] 21— S FRUFIRT AP F B CEPSEM il 4% 77 1%
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[0038]  [RIECHEIH T NN 2- (4- IR AT ) 418 1. 06g, ZEAZ I I H 240 2- (4-
MEFL IR AL ) LR 5E WA, HiFEh NN 0. 4g R IR, SRR LA, OB 450, 1 ik, Kok
PR3, R 3, R, 49 0. 90g Bk R, Higify X=X (I1) Pron. CEPSEM #2454 -
APCI-MSm/z :237 [M+H] + ;1H NMR (600MHz, d6-DMSO, TMS) : & 10.09 (s, 1H) ;7. 78 (s, 1H) ;
7.64(d, J = 9.0Hz,2H) ;6.91(d, J = 9. 0Hz, 2H) ;4. 71 (s, 21) » UL 3 iEE0E R E R

J&, 55 CEPSEM 54— 2, Ui >F-$1 )50 CEPSEM 5 Bl o
[0039]
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[0040]  SZjif] 3 P J5 CEPSEM-BSA )il % 5 12
[0041]  HEFHJE CEPSEM 0. Ilmmol % T 2m1DMF A7, #iE#E I DCC 27, 5mg Al NHS14. 4mg .
4°C NP N I, B0 S EIERCH AR s FREXBSA 140mg % T 10m1 WA 4 0. Imol/L
[¥) PBS (PH8. 0) 1, I DMF1ml, Hif-55ff il & B 8 ;WL BEFE S, A E B A B ¥, 4°C
RN 12h, B JE, B EIE R, 4C A AGENT 3d, BRI 3 ENTR . 15314
PUSELL Img/ml FIHE 5356 T 0. 5ml B H, A7 T —20°CokFa, (2 o
[0042] il & Mz ZEMRAT A S R A (V) Prongify -

[0043]
N_o
(0]
(@]
_ IBSA
%/NH
(0]
(V)

[0044] g A% 5 XA 1 BSA, 2B CEPSEM il 32 J5 CEPSEM-BSA HEAT 48 /M4
M5z (200 ~ 400nm) , K I H0P 7 CEPSEM-BSA 55 BSA £ CEPSEM AH EL, W i 47 B it 5%,
YR 2P0 CEPSEM 15 BSA fBIB6 &I, —HHZEZTEERE (TNBS) JTF P 1V 55 BSA K15
BELL A 16:1

[0045]  Sjtifd] 4 A4 )5 CEPSEM-OVA [1I 4% J7 2

[0046]  HYF-HiJit CEPSEM 0. Immol %5 T 2m1 DMF H, $i £ I DCC 27. 5mg FINHS 14. 4mg.
4°C R IR N I, B0 e EIERCN AT FREXOVA 140mg % T 10m1 ¥ K 0. Imol/L
[¥] PBS (PH8. 0) H, I\ DMF1ml, HEH-A ) 26 B VB MU HHE T, A BT B W, 4°C
TR 12h, B0, BUEER, 4C TR BRI ER KB T 3d, R Sk 3 UGBTI A E 14 H
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JR UL Img/ml FRHE E 3% T 0. bml BLLVEHR, WA T —20°CUKFE A, AEWemss vg Ak K AR U 2
FEMR (SEM) 19 ELTSA J7 75 S8 A 2 3 1 vh At AR AR A

[0047] il 24 L4 L CEPSEM-OVA g5 i = (VD) Fow -

[0048]
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[0049]  FLHY IR E SFEAREE T OVA, 2F-$iJR CEPSEM AL 4 R CEPSEM-OVA HEAT 5844
5E (200 ~ 400nm) , & FL4% I CEPSEM-OVA L8 /A8 9 OVA B2 CEPSEM AH EL , W i it 2545 B
SR, YW PUR CEPSEM S48 1 OVA BB . TNBS v -1 i CEPSEM 52544
HE OVA FIfHREREL R 13: 1.
[0050]  SEJtf] 5 £ SUREDUIR RIS 78 BTN DI
[0051] T EBUARRIHIAS A S IR M A, ARG NN S5 B e 57 (58 1 R B 3 FH 3R IS
SeaE R, LG NG e 3 H 96 IRA e A ) o« e LG, R N &AL R
R L PR RN - kg ik 22 i i s iz 6 RN 2.5 ~ 3kg MM REHT A KA f. 54
YOG R fm 1 R B 2 iR, 5 i 18] 482 BLTSA 05 Mgt o 8 AN LTI, K
F B2 ik o2 o 1 RS DR, SR E 0. 5 ~ Lh, T4 CUKFE 4 /5 W 2T
(B35 - PG R R IRE DTIE A3 B 2 S E Uk, BT G A TR R, T -20C
SRAEEH
[0052] LR BIASIN 103 v 4 ELISA I & HUOARBH PE T A LA 2. 1 £ BRI 1 35 i 52
A UE, TSP PR A 1:640000.
[0053]  SEjtifh] 6 HraRSEANE KR A
[0054] K AN [F] 94 F5E 10 22 S 10K (0 200 A 255 28 FR 18 1R T A2 400 NPSEM 55 BT Ak — S 1B AT R) 2 38 4
ELTSA R N, I s FeFD il 28, LA & LA KT NPSEM (RIS Atk o L 1Co, 24 0. 12ng/mL, A5 BR A
0. 09ng/mL,
[0055] > NPSEM. & firs 55 2% FF i L 25 FPF IS | fird 255 2K . NPAOZ (AOZ [¥) i 55 2K FR I 4 540 )
NPAMOZ (AMOZ (A3 25 FREE 4544 ) 1T NPAHD (AHD FRIRHFE 28 4554 ) T R AS [ e i s
B, W 5 FLAT SRV AR, g RN 5 R R 25 e A8 SUR Y, WK 1o
[0056] LA IS &h 518 B p BT e v oI i) % 14 0 28 e G2 7= A b o AT R =i
R S T S A
[0057] & 1 XX MVARE &5 R
[0058]
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EHAY) X R N2 (%)
NPSEM 100%
RBAHEL S R <0.01
2R <0.01
TEBA S S <0.01
NPAOZ <0.01
NPAMOZ ‘ <0.01
NPAHD <0.01
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