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27(1) :167-74, Annali Dell ' Istituto Superiore di Sanita.1991,27(1) :149-54,
Immunology Letters. 1991,28(1) :79-83) .

[0036] AR HIOFEI T LG

R3
i
O N O\/A\//\N/ﬁ cl
- e
R! R2

E |
[0038] H.A .

o O
o el
AN N
[0039] R'y H. * N\ H m O CH,NH,.
H m o

CH,NHC (0) (CH,) ,CO,H. 8% Z~(Y) ,~G ;

o O
£ T
N N .
A Q\: e NH, « NHC (0) (CH,) ,CO,H. 5% Z-(Y) G 1
o o

[0041]  R*N H. B W-(Y) G ;IR A& R'S B2 RPN H, JF H 54 MO AT 2%
PFR2& R RPA R PAST] FRF 428 H
[o042]  Horfr .
[0043] Zi&H :
[0044]  ~N(R)—. ~0- =S~ = K dk - — Be ke dt - - @Ihedt - - WAkt - - 2%
S - - R R -

WER e

&% B N—NH— NH-NH—
ooso] o . g (i}R“% . ng‘ k4 . ‘12\‘ g

[o046]  H.r .
[00471] WixH :

[0048]  —C(0)—. - HEdk - - felal b hedk — - @A bt - - AUbe sk — - etk - - ke dk
WA -

[0049]  R*Ay H. btk B I ek
[0050] Y A MLIEEAEE ;

Bt
=
S
o

e P B BURBAR BRAR I 95 28 2

11



CN 104822660 A OB P 5/40 7

[0051] G NEEW A REUAIN T ReE A
[0052] p A O0.TK1;

[0053] m 2y 1.2.3.4.8(5 ;

[0054] n A 1.2.3.4.5% 5.

[0055] AR B o — AL BAE T AEYD -
[oo56]  Hirb .

2N N
1\\ O H m /\I
[0057]  R'J9H. o~ ’U’MD K/NMOH CH,NH, - CH,NHC (0)
s m O A O >

0o
(CH,) ,COH.BY Z— (Y) ,—G ;

0O O
:fi
[0058]  R*A H. HMGWOH NH,~ NHC (0) (CH,) ,CO,H.BY Z-(Y) -G ;
o o
[0059]  R*A H, ATFRZ&MF 2 R B R 200N H, 3 H 59 A I RTHR & 2F 2 R "I R B AST] [H)
N H
[o060] H. A .
[0061] ZikH :

[0062]  ~N(R)—. =0, =S—. = Jedk - - Jral ket - - &AL - - AT - - Jbe
B -\ - AR -

R
[0063] §—S—% §—P—% i N-NH— NH-NH—
o ., ORY', O ., ™ . “‘2\' .

[0064]  R*Ay H. eIk [ RGeS 3 ] | 55 e S 5 P a3 B R B AR B 1 25 2
[0065] Y A ALIEFGEIEMA
[0066] G NEEW LA REUAN T ReE LA
[0067] p Ny O.EL 1 :
[0068] m Ay 1.2.3.4.8¢5 ;
[0069] n A 1.2.3.4.8¢ 5,
[0070] AR I — AL E SR T LAY
[0071] .
[0072]  R1 Jy H.BY CHNH-(Y) ,—G
[0073]  R2 2 H.B{ NH-(Y) ,—G ;
[0074]  R*A H, Wi4& 442 R 'BL R 2408 H, 3 H 534 BIRTIR &A1 & R "I R P& A1) [
BN H
[0075] A .
[0076] Y Ay ALIAIREAEA |
[0077] G NEEWE LA BEUAN T REEREA]
12



CN 104822660 A OB P 6/40 7

[0078] p M 1.
[0079] AR oy — AL E a5 T A -
[oos0]  Hir .

0o o0

0 B ’U\(\ﬂ/u\ |
s o 3 m ~
[0081] R'A H. %D H \/NWOH CHNH,. B
m 0 ¥ o N

O

[0082] R*NH. H O NH, - 5% NHC (0) (CH,) ,COH ; BT $2 2% & R’

o RPN H, 91 B S A I RTHR 261 & R 'R R° P E AT FIRS A H

[0083] RN H;

[0084] m A 1.2.3.4.8(5 ;

[0085] n A 1.2.3.4.8( 5,

[0086]  FEAN B 3 — AN SEHt ]

[0087]  R'3Ay H. CH,NH,. 8% CH,NHC (0) (CH,) ,CO,H ;R*3A H. NH . B NHC (0) (CH,) ,COH s Hi$2%%
fF2& R'BL R PAUA H, I B A /M RTIR &R R T R P E AR RN H

[0088] RN H;

[0089] m Ay 1.283;

[0090] n A 1.28%3.

[0091]  FEARKRBHE J3— AN sEiadsl o -

[0092]  R'>Ay H. CH ,NH,. B CHNHC (0) (CH,),CO,H ;

[0093]  R°Jy H. NH,. 3% NHC (0) (CH,) ,COH s RTFR &M & R'BE R 22000 H, I H 55 4MA AT 2
FAFA RVF R E AT FR N H

[0094] R*AH;

[0095] m M 2;

[0096] n A 2.

[0097] AR Iy — AL 2% B AR & -

13



CN 104822660 A OB P 7/40 7

[0098]

[0099] AL I —MMEILRI LG 2L S -

H
O« N O s~
N o
[0100] @ N @/Cl

NH,
[0101] AR 5 — MBIk RS2t ] 2L 54 -

14



CN 104822660 A OB P 8/40 7

H
O N OW\N Cl

[o103]  ARHLLHRM LR GV 5 G R VEBIE IR G .
[0104] A T3 — i@l Rl e 7K 1 ML & 45 S s IR VE A R 8 &

R3
O N o\/\/\N/\ o
[0105] T(\@/ K/N@Cl
R' g
E |
[o106] A .
o 0

9] A M
“E N N
[0107] R“NH. Q D H m O CH,NH, . CH,NHC (0)
O x

(CH,) ,COH.BY Z— (Y) G ;

o 0
& JLMJL
N N .
o108] RJyH. H ' n /\NMOH NH, - NHC (0) (CH,) ,CO,H. B Z- (Y) =G ;
o o

[0109]  R*N H. B W-(Y) —G sHI$R 412 RS B2 RIS Z0M H, IF H 54 MO AT 2%
PEAE R R R AT A 454 H
[o110]  HrAr .
[o111]  Z3i%H :
[0112]  —NR*-, —0—. =S~ = kdd —, - kel A et - — @ o bt - - BfCkedt - - 2%
B - - Bt AL -

2 18

—s—§ §-P— N=NH— NH-NH—$
[0113] it ‘ % oR“ ”“‘ﬂ““% ): \ %2“

[0114]  —R“M H. B 5L PR Joe o P o 2 BAR BUR BRI 5 S B 1A
[0115] He .

*

3

[0116] WiktH :
[0117]  —C(0)—.— kdk —. — bl bt — - Gt — - A0kt - - et - - it
PRI -,

[o118] Y NAMLIAFEIEA ;
[0119] G NEEW L G2 BIAK B s |

15



CN 104822660 A OB P 9/40 7

[0120]
[0121]
[0122]
[0123]
[0124]

[0125]

pNOEL L

moA1.2.3.4.8¢ 5 ;

n K 1.2.3.4.85¢ 5,

AR — A2 23 1 G5 % IR BRI A
Hrp .

N H, E:\ /\ (0)
R H CH,NH, . CH,NHC (0
“‘*{\NJ\M}? NW "

O o

(CH,) ,COH.BY Z— (Y) G ;

[0126]

[0127]
[0128]
[0129]
[0130]
[0131]

o O

L
RHH. N ,1N”RWk%Tmim@mﬂ@@@@wmﬁzwge;
o o
HIR M R'EL R AN H, IF H B AR RTHR 2512 R FI R P& A r] RN H
RN H;
Jop
7i%H -
-NR*-, -0, —S—. — ik -, - A - - FEEE - - AR - - 2

ﬁ N _ﬁ%%% RN

[0132]

[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]

AN H ;

[0144]
[0145]
[0146]
[0147]

1

O . ORE., o | ™ L

RN HLRE 3 ] PR e i 2 P s B B AR AR 1 5 S 2 A

Y AN REER

G AR H G RN E AR ;

p NOEL1;

mA 1.2.3.4.8(5 ;

nA1.2.3.4.5 5,

ARAR 75— miEpl 20 1 K5 ez B SE R &
Hrp .

R4 HL B CH ,NH-(Y) p—G ;

R*A Ho B NH-(Y) -G

RN H, BIR AR R ﬂz R 220N H, I B 5 AR RTHR AR 2 R 'R R “ I AN AT [

Horr
Y A NIRRT
G NREME LS & B BUA N E e R A
p N L.
16



CN 104822660 A OB P 10/40

[0148]  ARKHEH—DLihl 2 1 K55 2z R SRS 5
[0149]  H.rfr .

O O
(@] ‘lzz/\ M
N N
1> O m
S H
[0150]  R'JyH. %{\N)LMD K/N\WHH\H/OH CH,NH, . CHLNHC (0)
H m O » O O »
(CH,) .COH ;
O O

[0152]  HiHRE&ATAE R'EK R 22008 H, 31 B S AU RT$R 25472 R "R R P& AT FRIB A H
[0153] R~ H;

[0154] m A 1.2.3.4.8(5 ;

[0155] n A 1.2.3.4.8¢ 5,

[0156] AR 7 — ALl 23X 1 A5 %)E R BRI & A

[o157]  Hor .

[0158]  R'>A H. CH ,NH,. B CHNHC (0) (CH,),CO,H ;

[0159]  R*4 H. NH,. B¢ NHC(0) (CH,) ,CO,H ;AT $2 4 F & R'BE R2AZIUA H, 7+ H B A ATIR
FF A RVAT R F A AT FRS N H

[0160] m> Ay 1.28(3;

[0161] n A 1.28 3,

[0162]  AKEA 55— A SLi il 23X | A5 0% IR M BRI &

[o163]  H.r .

[0164]  R'>Ay H. CH ,NH,. B CHNHC (0) (CH,),CO,H ;

[0165]  R*>4 H. NH,. B NHC(0) (CH,) ,CO,H s AT $2 & F &2 R'Bk R*LZ00A H, I+ H 75 4 AT iR
FAFE R RPFHE AT FR N H

[0166] m AN 2;

[0167] n N 2.

[o168] AR H— ALl &k B R AR &5 5% E B IE SR 5 -

[0151] R>NH. NH,« NHC (0) (CH,) ,CO,H ;

17



CN 104822660 A OB P 11/40 B

[0169]

[0170]

o

00 N OWN/HN L o
{}QBQ Oy

[0171] AR BIE— ML RIS 6] 2 RS BT — A, Horb e R aik 2 2 A
Jito

[0172] AR — ML R SLHE ] 2 IR A Y BT — A, Horb i & B g S 4L I
T H S O E 1 BUE ORI ER

[0173] AR UIBRALEIL M EIRAL G5 % IRV B AR A K T VAR i =4

[0174] AR 5 — AN Sk e 1) DR ik A 3t A 2 1 AL 54 5 S 8 P a8 s 2 i ) 7 v
TR =)

18



CN 104822660 A OB P 12/40

R3
) N O~
N cl
[0175] W /7\1 cl
R ( IR2
[o176] A I

[0177]  Hirr .

0 o0
o e~ JLMJ\
LN N
[0178] R'JyH. Q A\ H m O CH,NH, . CH,NHC (0)
oy B
H m 0 x 0 0 »
(CH,) ,COH. BY Z~(Y) G ;
o O

N ?\NJJM#J\N/\ .
R*ANH. H K/N WOH NH,+ NHC (0) (CH,) ,CO,H. 8% Z-(Y) =G ;

[0180] RN H.ELW-(Y) G sHIHRAMF& R'. R RPN 0N H, 3+ H 5 /M RTIR %
fF& R R°A R AT FIRS 428 H

[o181] M.

[o182] Zi%&H :

[0183]  —NR*-, —0—. =S~ — ke dd —, - Kelal A et -, — Gk kst -, - MRt - - &
- - bRk -,

B TR AN S
[o184] -§—F §FP—f Ei R—RA—
o, OrRY, O [, ™ .

[0179]

A

6]

D-NHNH— .

"LLL 2

[0185]  —R*Jy H. kel It [ R 3k ik (] e 3 BRA Qi R BRAC 0 55 L [
[o186] .

[0187] Wikt[H :
[0188] —C(0)—.— edk —. — e St bt —. - et - - TRACKEdE - — Jo gt - - St
PRI -,

[0189] Y A MLIAEFGEILMA ;

[0190] G AR LA B HARM T feit A

[0191]  p OB I ;

[0192] m Ay 1.2.3.4.85 ;

[0193] n Yy 1.2.3.4.8 5.

[0194] AR B 5 — N sLit i 2l X 1 (4L G405 S Ji PR BB i 19 77 15 T8 1
(174

[o195]  Hid .

19



CN 104822660 A OB P 13/40

[0196]

s o P N m N/\
N N H N
RUWH o JL(\);? K/NWOH CH,NH,  CH,NHC (0)
o o o

®

(CH,) ,CO,H B} Z— (Y) G +

[0197]

[0198]
[0199]
[0200]
[0201]
[0202]
2 RN

[0203]

[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
(K174
[0211]
[0212]
[0213]
[0214]

AN H

[0215]
[0216]
[0217]
[0218]
[0219]
174
[0220]

o O

N
e O ’
RIRZAF 2 R'EE R 2 AUN H, 3 H A MO RIS &4F 2 R A R & AT FR A H
RN H;
s
Zi#H -
NR*=, —0—. —S—. — fedk -, — el b - - & - - AR - - B

NH,» NHC (0) (CH,) ,CO,H. 5% Z—-(Y) ,~G ;

- BeAE IR -

BER ) ; :
—g—% b3 % 3 N-NH— NH-NH—
A ; “‘k>

R*A . e B I e 3k 2k P o o B B R BUAR ) 75 e

Y NAENLEIRIEE

G NS G2 BAN B RERIEA |

p NOBLL

moAN 1.2.3.4.8% 5 ;

noAN 1.2.3.4.8% 5,

AR 5 — A SE i ) & B 2 T AL &Y -5 G M 3 AR 3 fh 14 77 VA

Hr

R4 HL B CH ,NH-(Y) p—G ;

RN HVBNH-(Y) -G

R4 H, BT R4 2 R ﬂz REWAUN H, I H 53 AP RIETR %2 R VA R “F & A ] [

Hrr

Y N A HLABRHEF

G NREE LS G R BIA N E feE e A

p M Lo

AR B 55— AN S ) A2 B AR S T AL A S G g% SR T B A i 1) T VR R

fob

20



CN 104822660 A OB P 14/40

N N
13y O m
N ~ H ~
BEIRCES o

O

[0222] R*NH. H NH, NHC (0) (CH,) ,CO,H ;

[0223]  RTFREEATAE R'BL R 20N H, 7F H 5/ RTHR AR & R VR R P A AT [FIR A H
[0224] R>AH;

[0225] m A 1.2.3.4.8¢5 ;

[0226] n A 1.2.3.4.8% 5,

[0227]  AREHI 53— ALt 2 A =K T A& 45 S J5 1 s dd 422 ik 190 77 V2 0 I
(K174

[0228]  Hirfr .

[0229]  R"Ay H. CH ,NH,. % CH,NHC (0) (CH,) ,CO,H ;

[0230]  R*A H. NH,.B¥ NHC (0) (CH,) ,COH s B $2 4 1 & R'BL R 2470 H, 3 H. 55 4F K i 3%
FAFE R R E AT FIR A H 5

[0231] m Ay 1.28(3;

[0232] n A 1.28 3,

[0233] AR B 55— skt it i X T AL G405 S S PR B 42 ik 1K) 77 15T j
(17 4)

[0234]  Hib .

[0235]  R'y H. CH ,NH,. B CH,NHC (0) (CH,) ,CO,H ;

[0236]  R*Jy H. NH,. 8% NHC (0) (CH,) ,COH s R 244 f1F 2 R'BY R 244 H, 3F B 5 4 RiTHE
FAF A RV R E AT FIR N H

[0237] mH2;

[0238] n M2,

[0230]  AKHM— A%ﬁ%%@@a A

O\,//\/\N
[0240] q Ejg/ K/N\©/Cl 55 G R PR A e 1) 7 0%

TE R 7= o
[0241] A& BH 59— AL 3% 1 S e 191 i it A AL 54

21



CN 104822660 A

w B B 15/40 7

[0242]

[0243]
[0244]

[0245]

[ﬁN

5 G i

H
Oy N O\/\/\N/\7 cl
_c)\n,/x\\/Jl\N
5 H

ﬁﬁ%%ﬁ%ﬁ%ﬁ&%?%

A B — AL 1 S 1) e S AL B )

H
o N O\//\\/’\N ¢l
N O=
H

QU Htmm o3 G
/ﬂ\ev%ﬂf\ r%i::]

o

P SRR AR R TR T o
AR — AR A SL RG] A& IR T AR A, Heh SR SR PR R 2

[0246]

fii
[0247]

[0248]
[0249]
[0250]
[0251]
[0252]
[0253]
[0254]
[0255]
[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]

AR I — Ak R S 1 1 B rh RAE—A, Herp ik a2 LI
H A IE E A EUE FURBRERE

45

FEA LA HR R Ul B A5 A SCBEAS B R HAs P A T IR 4 S

ATBN
AMAS
BTG
Bu,N
DMF
EDTA
EtOH
KLH
NBS
SATA
THF
TFA
DCC
DIC
DMAP
EDC
NHS
TFP
PNP

HEZRTE
N=Ca — By SRR e L 2,12 ) BRI W i I
A RURIREREE
=T
N, N— L P i
LT 408
I
FAFLILEE B2
N- JRBEHTEE IV i
N- BEIAWE W % S— 2 BeiRAR 2. R B
@a%%
ZRAOIR
e 7 e~ | 47
T AR
N, N- It —4- S ke
1= 0 -3 (3- RN ) ik g bRk
N- 2 R BRI Bt IV fi
Y o A
X} — fE AR

22



CN 104822660 A OB P 16/40 T

[0260]  TBTU A - (ORI =M —1- FE)-N, N, N N — [T R R AR I i e
[0270]  HOBT N= FR L OR =

[0271]  DEPBT 3= ( A AR A ) — 1, 2, 3— R FF =R —4 (3H) - i

[0272]  BOP—Cl X (2— SR -3 b L ) B E

[0273]  DTT T A

[0274] EX

[0275]  ARiE “EEY” & Ei g Mo a4 B — i AT . MR A K PR (1)
KRB AW EEE N T OSSRy SR s R R G (Ot
REAR) BAA—RBIERNIBEEEY. EREMT, MF BG4 R+ Ei—4
B2 AN PR S A

[0276] ARIE“LIE” BIaH A EATENIUR. B SFEA RV, HAGE
5 BB TE i, (R 2 B SE 5Pk NV Juiid AR 5 s+ & Uz R i e
s 5 B AR X A (BRI, 5% )51 ) A NBEI A E .

[0277] ARG “Huz 57 S fa Re G AR AWK N 51 K 7 A B B B A ot

[0278]  ANASCHTH], “ A IR PEEAA” & — M Sz R A B, iy R i, HRE g AE— A
B2 M B AN S EPUR S, T REAE A A, PUKREE R e Mt 5 X B R 45 G . e
R EY R R EREEART EARRED . REE - Z2RE AT Bk M,
AT R AN i IF DR 5| R e R SR N . B - 2R AT A T
Tl #& ) R T V2 B 2 AR 6

[0279] WA A & Ph i A 2B Sz PR B0, FEFR IR A B B E A B E A
5% BN EACEA B AEA VHALEEA NG EA VFRRERE R A LTS
HEEAS VO REAEA P FERE D AR ER G REER RS EER IR
B A SRR (R ) W Rz .

[0280]  fu R BAA N PO FE R AL - 20, eileld EEA S PR REN S FE
REW . 2R 0Ek B8R A YR R a R R AL BRIE S 5 . 2R 5 R
(AR ) BRI / BJE Tk 2t

[0281] S JE I BAEETINE (IR, e BMERE & 2 ORI R (AR )
HE R —1

[0282]  Hyi [ 1t A o AT B [44SR . ORI B — O 22049 0. 02 ek (wm) 3 H
AEETEZ) 100 um, JF HIEH N2 0.05 um £ 10 um. PR AA FLRIELTCHLET 75 RK R B
AR IR 2 AL B AL, LI K 2 B, — RN 0. 7 2 1. 5g/mL, 3 HLAH Rlib kL
A AE R E I BN IE I 1. ORI AT A AR P i 2 AR AR 4, /0 PR
PR G 2L 40 s 1 20 M P S AT B 2 SS9 BE BR B (Streptococcus) « 4 88 (88 &) BR
(Staphylococcus aureus) - KAgGAFE (E. coli) IR E: . Tkt ] A YA LN E S e
A L i B 2 BUIR B A AL R

[0283]  ARE “frAEM” &8 HEHMA AP BT — B 2 MM OB AL S G P B
e

[0284]  RiBEWLZFAEWHR“ RN 25— P&, HOSwE M5 Z2H WG
VIR 2 B Re A, (HA2E S I B L 22540 S W i i ik SE K B

23



CN 104822660 A OB P 17/40

[0285]  “HR&E”, “KaM 7>+, “HED” B RTREIARIL” J& = AR B RR S B 15 5 7 AR T RG]
BSER ST REFREGEZSI. SR T B — A P 2R s 446
ZZARE R (LB BUE B ) B3 o R BAE R P80 55 5 1 TR A 3
(B0 1) (B (B0 B - LW R AL ) B B R B R 4R AL
FS R EEE A (i P SROL R AR SR ER B FITC B Dy light 649) Jukh 4k 5 R
FRSEH (Blan =5 R ER T be IR ) VBUAL .

[0286] A SCHTHT, “IAIRG 7 A 450 B RE I 80 B A B 2 45 138 2 3t
JE AR G SR PR B A AR A 2R S5 R I — R o X ) 5 2 ] O 5 A7 AE (1) )R
PRI B LS F AR T A UL S 0977 SOEAT 25, 7 B R SEmT AR “ A LR FE L E 7.
FH T 25 e 1) B () AL 22 A A AT AR B R R () SCrP A . L TR 3% 1) 170 B & LR B S Ak
() P RH BN LR () BACRE o I S BBt T REAERE PN (1) — AN B2 AN 26 IR 7R B P SR R
I AR F R — P ENEN— A N R F. “CRIET REEAZHBEET,
BT A S BRI, R BRI R ] DT T AR S AR AT RS A58
AT R B e 2 SR o T R A P8 BRI B e o A DA e 1 — 30 29 BB P 1 S
P —.

[0287]  7E (A& F o 1 IR 198 BB TR PR A2 MO R P50 E R 52 . 7RI FR A F A
[BE T R FEOE R T IR E AR BN T AW Z RN B @A N IEE R F RO T E . ik
IEEKEANT 1 & 20 DEFZ A,

[0288]  “ B REERLFALF” RARAAAE T 2R b 3F Bl B3R mT A v MEA v ML
I E RRE AL A, PR o T T BN 2 SR I A S — 0 4, AT AR R
55 —#45 (bR sE8k ) M8EY. LPuR T LR 77 2% 2158 g WA 2 A
TR PRI S AR

[0289] &) B v ] FRE B PR 5 34 . AR5 4 170 B 7o 7 L DR 3044 IO AN [F) R
HEEE B, T S Z MBI %)% RAAPUETE BOd 2. SR LR+
A R B AR R BUR B R B AL T 0% RGNS, IR i . 18] k&
A S K P A 3 [ DA 2 A5 87 KA 5 AT VA R (R 2 U R BT AR o S K PR3 v S
()7~ B A FEAEAS IR T SR A e S R L, I 2R 20 BB PR R TR R R IR A

[0290]  ARIE “SEIZIEF” Bk SR AR R AL X DAAE ORI AL S BE R T
AV SRR BRBFYIN R eSOk 1 SRR T L ATE OB O A
ST

[0201]  ARiB “EURKI” & e /e FHA 5 FRTATAL B EBURERF T F AR F 5 R FBUR
FHRBAMBAR . BRI FER B Mon G048 3 = Tl RS R R ek o i R 0
N S B ek SR N S 1|7 B

[0202]  ARiB“Kedt” & Fa Mo M BAN LA /) BELBE R ST REHRL [, Bl B AR I, B £ 12 Vi
5, 3 H Bkt B /e 048 A T B WA S s A KCF S E . bt R H AR T AL,
CHETHE R TR TR A - TR - T R R O RO B
$.2,2,4- ZRFRIE FHE OB i T,

[0203]  ARiE “IHkedt” AWM BEE 2 A EA R IRE IR, H 3 & 104
WRF R R o e B RS AR HAFAE T3F b R BRI L, - R T 1,2,

24



CN 104822660 A OB P 18/40 T

3- = HFRIR I A O RIR ORI

[0204] R “ &5+ F8 U+ EE 7 B 7 B a7, L P BRI i mT AT AR

SR AR ASAFAE

[0295] AR5 “IRbetl” & fa B AR 75 BE P9 (10— B N A4 5 708 A B/ B A sty BT AT

WIRFH— DB NERN— AN E A REF bR

[02906]  ARiE “ IR AR (RI, WA BEE 4 AR ) 35, Hih 3 & 7 MR

FH5E DA, 24570 B N 0B S. BEdk B AT i EAE T 38 . R H

0,355 DU PG M i . — P g e L WR L L 2, 5— — PR I i | P bR | WR R L L AR I bR L L

W AE S ML I BRI | WL D e L PR IR | TBR DA A R IBK A R

[0207] R “Sakitt” RIa45 4 BIVEE b RE MR R 7 L2 D — ARk

[0208] R “HELTH” 4845 A BIVEE bt BE T AT R B0 2 D —AMAE s

RAEEA.

[0299]  FRAEAAMEH, BNUIARE “EEL” A SEEFEGNEZ 12 MEFHE

HEOCE B . R AR HA IR T AL | S TR RS T

[0300] AR “PeddEbedt” /& fa sl & BIVR A& b AL BE T AT IR 1 28D — AN e A L 5

iR

[0301]  ARiE “ Thria S it ” e fa KB A AL AT BAAFE AT L B s o B RS 1

KBk

[0302] ARG “IAbest” RIBL A BV G REMAE T o 5+ LR 2D — ANk,

A AL TR AR 25 5 ELARE AR, BRI AR R £

[0303]  ARiE “FRAELTEL” RIBE A BIVEE SR MT TR 7 L E b — MR, R

B “IRIREL” ARG R B IR e ik L 55 L B 75 e FR PR B

[0304]  ARIB“Le AL 245 5 A 456 BV & e AL BE T AR I b ) S A g L A

[0305] ARG “HeIFH” 5 5- & T- JTUHRIMIF IR EEFA B 8- A& 10— JuXOA I AL A, Hp AT

RIS A 1R E N 0 5L S 10— 2 PR JE -, b SRR i 7T DUEART Fo VF (19 AR A&

FFAE o Z AL J0 28 I DR MR I | IR IR L | O Ry e | 2% o MR IR 36 | BRI | S g

S| ol I o L NI | IR | R | bR S | s kL | I T IE Iy

[0306]  ARIE “FFE” LG BT IR H RIA R, KA AE 6 2 12 M. KisEEUtE

ATIEHAFAE T30 b ORI A IR IR SRR

[0307] R “FFkeht” /&4 C o br b 5 [, Ho & AR R . R HE R 5 R 2 5

2—- ZRAEHIE,

[0308]  ARiE “WHL” &4 ~C(O)RIFEF, Hodh R A& Bidk FRbHE  Je bt 55 5 75 e it

TSR “Bifb)” % -C(O)REZERFINE| 5+ E.

[0309]  ARIE “TE I 245 —S (0) REEF, Horf R VA HESE IRk e | i A Qe

FHE IR, “REIAL T K-S (0) R IERFINEI ST b

[0310]  W[IEIL) V2 Z R A A T T R IE B R R, iz R R B T e

Pt S5 BARES o 1) B R AN R SRR I 73 T8 A, B0 FAEAT — om (R 2 VS 1L DL A

VP55 2 0 SRR3R 28 43 10 I P s I, (L 2 A1 T 26 99 s A8 D L R0 1 5 8 Pk 78 49 o 30 %

T 5 hu i A E B 1 5L 1 & R DAZS A BB b ) 2 P s e s A B 50K 45 A
25

H

;5‘:



CN 104822660 A OB P 19/40

BARR DI RE R E o (A FE DA S 2 U M BUA [ 7 A B R H AR T R B 8 4L
Brinkley, M., A., BioconjugateChem. 1992, 3 :2-13, Hermanson, Greg T., Bioconjugate
Techniques, . Academic Press, London, Amsterdam, Burlington, MA, USA, 2008 fi
Thermo Scientific Pierce Crosslinking Technical Handbook ;7] | #%H B M Thermo
Scientific 3747N Meridian Rd, Rockford, IL USA 61101, ph 800-874-3723 Bi:http ://
www. piercenet. com/3R4F 5 EISCA B He A 125 SR « FT % BRI G 425 T 19 VF 22 22 Sl Ak
()73 A] MR 1130 Thermo Scientific FEZERAF

[0311]  XfT A& LA B PR, AR 5 PR AR SRR R R R S
A B e B PR IR P TR B A F S R o “VEVERR 7 8 ORIV 251 T 45 25 i 8 A 1) n 2
BRI R AT s e BRI BE . e B SUNERE— BT AF T (B0 fE 22106 Ak
RR, AR Z R, BUH T A i) IRFF S B 08 . FE BRI PLIG ) 2 s .
MEBE K T B T 1438 T Benoiton, N. L. , Houben—Weyl, Methods of Organic Chemistry,
Thieme Stuttgart, New York, vol E22section 3.2 :443 fl Benoiton, N. L., Chemistry
of Peptide Synthesis, Taylor and Francis, NY, 2006, Ci% i) B HEXT — AL IR ES
(PNP) \N— F2ELBRHIBL I i lis (NHS) YRR FE RS (TFP) o B i ml il A SR AR A 51 2
SN 2 POTiER &, IR RS BB B B SN [ B, 2 0, :Fieser, L.F. Ml Fieser,
M. Reagents for Organic Synthesis, John Wiley and Sons, NY, 1967 DA & H P fZ22
BRo IXLET]HAL Bl HETE TEBR W X — FEAE RS (PNP) , Hot m FT-& T — Dy ReIA] ke, i
Wu % A, Organic Letters,2004,6(24) :4407 firik . N- 32 HEBRIIBEW G (NHS) EE A /2
ARSI = LGB 5 Rk CATAE T N, N- ZHRIAB0 A AL R IRBS (CAST4124-79-1)
E5RBWEYI RN %, %R N AEAE BT IE 5, 7E K S A4 T 35T, 40 W02012012595
[FISE6 35 H BT IR , B I I A0 N- 2 BRI I e A 3R U AR B — i (DCC) B HE
WRIKFETCIK 264 T BEAT 4% o DU SORIERR (TFP) A Jd st 78 A WA 1 = 2 sl — TR A
CEAFE T RIZRS 2,3,5,6- PUSRAKE = G ER I R 2% 5 1% R BEAE AR BT 55, 75
IK AL TR 34T, W Wi lbur 25 A, Bioconjugate Chem. ,2004,15(1) :203 FFHiE. AR
FEARN FRGEIAR B, 3R 1 B 1O 1A) B S5 55 58 043 F VR0 B0 77 V253045 ) o B A 1) e 1
FAFEER A AR R B X BRI VPR DR R B R E R L A
[0312] X 1:

26



CN 104822660 A OB P 20/40

@} ®) O
N-O S ér\u 0 H
- - N
#b Y\/ \H/\BI"
O 0o O O
O
O " O @)
Lottt e
o ° H 0 o O
O O NHTI/\I
S N “O’U\[\/};@/ & 0o O
O
[0313] @] 0

O
O
N-O | N NCO
é«o g -0
O

O

O & m #= n 691E % 49EAF 142 10
N—O
0 O N

Z 1A

O

[0314]  YEABIEAAIAFAE T BB B4 5 L B R AR B A 2F b R IR B Re [t mT AR
— P A X A2 R S el T IR A B R IR B R R AN IR T 0- OF
FE=m —1- )N, N, N' N - O R R T S A R £ (TBTU, CAS#125700-67-6) , 2 I
Pruhs, S., Org. Process. Res. Dev. 2006, 10 :441 ;N- #2358 37 =1 (HOBT, CAS#2592-95-2)
55 W R B K ), B N-N- FR 2R R WP (DCC) L ST SRR R (DIC) L BR
1= 2K -3 (3 AT ) Bk Wi ER . (EDC) , 2L :Konig W., Geiger, R. Chem.
Ber. , 1970, 103 (3) :788 33— ( . £ %A 1 M 0 4 ) -1, 2, 3— 2R JF =& -4 (3H) - Bl (DEPBT,
CAS#165534-43-0), 2 UL, :Liu, H. % A, Chihese Chemical Letters,2002,13(7) :601 ;
(2 AR —3-oB e b L ) MR &L s (BOP—C1, CAS#68641-49-6) , 5 I :Diago-Meseguer,
J % N, Synthesis, 1980,7 :547-51, 3 H H & 34 T Benoiton, Chemistry of Peptide
Synthesis, CRC Press, Boca Raton, FL, 2005, %8 2 &, fllfH Advanced Automated Peptide
Protein Technologies(aapptec),6309Shepardsville Rd., Louisville KY 40228, ph
8886929111 swww. aapptec. comf@ M F ARIEH , A H AR S H k. XL T715 T8 % H
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Fhu)RE 5 R B I E B e s . Refe T H CAnI 77 A IRAR I A B SR I 5 FH 7732 A
FH A B8 I L 2% A 32 1 B A A 12 B B R TR R s I 7E 3R 2 ot (AR T
ZAR TR LLTR A o 3K B[R] B 50 VR B R e R B B E R L A

[0315] 3K 2.

[0316]

o)

QN Hﬁ\COZH
e)

Z_JA]

(03171 [H] gt AT UG I It e 7 42 5 0 () Ak o 2 B B e 5t B i A2 77 s, B4 7 Ak
R 45 A R BB RIS A RN, & W — UM 7 5 B4~ PESE .

[0318]  J34b, i 5 B A o5 i 5 P o i B ik AT I, el i 5 (] B o0 AR Dy o 22 1) B
1) 0, TR R P I B A BRI e A S BRI o FH B 0% 20 o BUA RS R )08 4 AT 0 >4
BRAR R ATART fe 22 131, 48] 4 i AR5 ST P s o xR R B I, P T 2 (R R o e S
[RIVF 2 7] AR SR AR 7 AN, I B AR TR AT LT — b 2 SOk I e i s 56
oAl o Bl S S 18 B2 ¥ 2 228 SCBRAT LT = H ) Advanced Organic Chemistry, 5 10
%, Smith, M. B. , #1 March, J., John Wiley&sons, Inc.NY, 2001, t5a]{d ] H g4, i s
A R 5 S SRR BRI IR 1 SR, B S B SR IR TP B IR B 1) e R
Z 0 :Li, Z. % N\, Phosphorus, Sulfur and Silicon and the Related Elements, 2003,
178(2) :293-297 . [8] B m] 28 H 5 7 SR I 4k A 2 Bl S it Y T R S s e Y TR I 11 e L T 2%
Bl FR AR PR b TR AT AR — o B R SR ER B RE A BE 0% 55 304 I B B RE %
P IE A AT Z 7054k, L :Annunziato, M. E. , Patel, U. S. , Ranade, M. 1 Palumbo, P. S. ,
Bioconjugate Chem.,1993,4 :212-218,

[0319] X T~y A3 A2 R AL A B~ i D, 32 422 () B 50 4945 1 0 Do (A B, 58 A AR T 2 T e
DA e BOE PEER, HORBIAER 3 thoRth, Hfil & T7 ik anmi SCHTiR , B fE 7R ARG 3 7 kAT
HEHE (NH,-) Wi (NH-NH,-) L fRJE (=C (0) -NH-NH,—) BRIRHE (—OH) [ 52 B2 LA R e e «
P JE . R B R, B AR R R A L ERA ORI R A S B A, s E A HE b
I IRAR RN/ Bk — 0 B KGR, st SCRraR, HoRBilfER 4 MIEE 5 iRt . f24E
TSI 5| F 9225 STk, F T T R A B 15 FH RS IBG 700 AR e v T ) o R4
) IS N2 S A B R A R TR IR~ 0 R 55 TR R A A B A Rl s 6 A ) 2 oA

O O
7\
0o | Lo
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n #93i& BB AT 1-10

[0320] % 3:
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@ N O p-OEL Q)LN—H—N/&O ©: Mo
) JURP A V' NicHo,
oH N BOP-CI ©
HOBT DEPT N(CHs)»
TBTU
[0324] % 5.
[0325]
e e ) e
NCN NCN N~
A AR ‘ Jﬁ |
B (DIC) ZHRTEB T | - ONCN 1-LA30-
(DCC) ZW Rk R — TR HCL
(EDC)

[0326]

[0327]

[0328]

[0329]

[0330]

H SR A2 BT ] A TR U DR TR R, B St 5 o 1 )
o}

oK HL R AL, 4
o

oo
OR.

%Z W :Malachowski, William P., Coward, James

=

K., Journal

ofOrganicChemistry, 1994, 59 (25) :7616

[0331]

[0332]

[0333]
[0334]
[0335]

E
Q
§—P-OR,
OR,
RONGEFE IR BEHE L 55 36 VB 75 3 L 5 e 3k o
Z Il :Aliouane, L. Z A\, Tetrahedron Letters,2011,52(28) :8681,
A I B AL [ ) - B e ml i 4 2 R b5 L, A8 F 7 VAR E A IR T 5 6 i 2

HN-NH-C (0) — 7E[A] & F T B AL = (1) R, 22 DL <Chanow, S. M. , Kogan, T.P. , Peers, D. H. ,
Hastings,R. C. ,Byrn,R. A. fil Askenaszi,A.,]J. Biol.Chem. ,1992,267(22) :15916, ¥
T 2 B T R B A A A OU R BRI I ) B 2 A R R B /23R 6 ot

[0336]
[0337]

x* 6:
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0
o) NHNH,
[ N O
O N
o] NHNH,
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[0338] P-4y it Al AL A I B AL A, AT 5 a4k S B2, 4 2 AR A2 ik A A 1 LA AR A AT
I S5 I P 2 ] o AR SE T T S DA R 7 VA, B H AN IR T i i e Bk L 0 (S
15 N- R BV ek 2 PR BE P W el (AMAS, CASH55750-61-3) il 7, & 34 JE B A1k IV i
5 (CAS#151199-81-4) VERFK 1 From BATARTXNUE B 7] [ 2k [ 1 s B 460 75 55 SR B 0 i B
Re A ], 1% B3N ] R AR S EOR P G 4 BB ) R B L A

[0339]  REGETE A5 AR ML E 8 M B R IE Be AE A nT N RE S T2 i fa e s 0 HonT 53804k -
[ 2 AR R ST A . B fe i 4 5L B T Pl 5 SR BOLAT AR s A
PRI A SRR S A e B . B Be i 82 2 A AR R i PR 91 2 AR PR AL A I 228 i 76 2
(HORTSCHTE ) S8 RS S om SR R « oo ARGE A2 8 (A L s B 22 A 5 R P e 22 A
PR IREE 2 ] (H,C = CH-C(0)-) B Z MWL F H,C = CH-S0,-), & W :Park, J.W. 25 A,
Bioconjugate Chem.,2012,23(3) :350, B BEiEHHE IR g2 7t vl A 10 1) B AL 2 A — 50
SIAEAE, KB 0 5 R h R B, I BRSBTS 5 8uE B, i,
PG AT FH G A A 6 TR B A AR Ak, 12 044 A Tl i 5 R I B AL AL R Re i R A A
IR FE B Re i L A I EOR B AL I, 5 B b () R R A P B A8 B s B mT AR R
32| F 22 Sk A T 3R e 500 1 77 V2 et R P TR AR ) AT

[0340]  HF5E () BRALAIER, 0 ntk e 5L AL, T AR RIRE LR B RS E R F, Ho]
KA AR - O EE 3 B ) 22 e, T IR A 10 i 8E, S 0 :Ghetie, V. %5 A\, Bioconjugate
Chem. , 1990, 1 :24-31, 31X L& i) 5% m] 36 1 A7 i PR~ e i A5 17 1k IR 1 s I oZe 422, i P IR T
B AL E B B AR F B (R B b, HoR B AR AR T7ER 7 FoR IR,
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[0343]  f ' WA 2 E OB I HBa B B e -2 B TR EEdsS
fi — RN R el e 2 A ) I B B4 7 4 , B A0 B S I B ) 2 AT (/08 N- BRI P Ji
S— LBHRAR R ES (SATA,CAS 76931-93-6) B H2EML4 ) ATAAb e, Bl G R L2405 2. 1R
FEF VLR B TREEEE A, AT 5005 B e B I SR o T e 22 A 4 ] st ) SR A
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I R i B 1 BRI AR A S N BUA T, A R AR AR T 2- i AR,
Z W :Bilah, M. 28 A,Bioelectrochemistry,2010,80 (1) :49, Bi7#], = W Kirley, T. L. ,

Analytical Biochemistry, 1989, 180(2) :231 8% — #% 7~ &% H# % (DTT, CAS 3483-12-3)
Cleland, W. , Biochemistry, 1964, 3 :480-482,

[0344]
[0345] AW AR PEAL S ml AR T SOk 1 — e & T i A il 2K T AL S ml i

EARGUR AT BAN 2 CEITTIER 5 o DL SR TT SRACRAE R R AS K W I sk il H 28 AN R AE
BRI A A o

[0346] T&E 1

ot r/\fo/\/O

Cz\.g/g/u\/‘

i

<

%H(1

[0347]

7 Lg’u(\%i\@ﬁ

[0348] S 1 A3 B Al B I 5 FOIR R BT AL & 018 T B8 30 BR BT 5% R BT 0 S R T
WA, W% 1. NATIESRE T, /R THE Froct 4% 3:47
[0349] TTE 2

N,z\\y,n\\/xj
N\/I
HoN F42

[0350]
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[0351] Sl 2 B~F47u Jaln] a5 PR IR A 5 40 T B3 A R T B3 — R T 1Y) e L L7y

AR, W77 5 2 Fros o OB AT AEVE IS it g th 3EAT , IF BAE R toin e 29 110°CHr
4 3-6 /I .
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ST ARN GO R BIAH [F) 75 7030 FH T o] Sz R e () HL e e S R SR AT A o Bl ST R PR
A P T 5 e R — T SR B Y BT B AV R A G 2, 5— AR - 1- 02— (2,5— A -2,5-
S -1H- Mg —1- 45 ) ZFRES, AE VA% Q0 DMF o, ZER8E 0 =T SR IAFAE T /£ 20°C R R
N —/INBF, PR AR B G SR e 1) % 1T B S R I 37
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[0357]  F-Hulsl LRI IA]BR A 77 % 4 Frosse i, BAT R AT R IR S fe X IR )~ 0 e n] 78
P E SR P R AR 8 BOVA TG i R T R I HLA N= BT SRR IR R R T ) B
=S AL AN o B T ROAT R R — R AL ER DR — R B In 21 1R _E
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[0361]  FHil L] BR thl an77 58 5 P il HAT AT IR Re 1 1 TR B 1) - i Jad vl
FERE TR T IR AE 8 A T 0 — R e, JF HLAH N= 0T S S R R AT 5 T 1) ik
VI R L FGAL R . B R O] T R IR . Z R AR FE LUK — S UR R AR 23 0 21 8] B
o WRERA LR = SR BN SUE C R0 B e TTVASE I . BRI ET B S R AR T
I &9, e Ry
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[0363] =47 Ji th ] B 4% R R4 20—l 7 i Ma 368 3 e OB ) 11 260 AL BROe A P A . TR 6
TN AN A RS £, H AR L A E S 4- TR RO IR SR SR A N B ) Sz R e |,
ST N, N- F 3 —4- S ne (DMAP) 1 N EAL TR, E Bl ot ng fOAF4E N, 7EE
R N, N- R B B L AT, 20 5249 5, US20110230520, N- F 3 —b— A2
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PR B lig o A0 ) 21 A2 B AT ZE BA L A AT R a0 Bk BR B0 IO A7 AE T, AEAB AR AE BT 98 7718 2 N,
N- —HEBRE 34T, 2 0 :Penning, T., D. ZE A, J.Med Chem, 2002, 45 :3482, f#i f A<
St AR A T A AR AE 77 VR TR B AERUK VAR K R B, PR AR R AL - B RELTIE T

i, Horl A AT IA T v — b T, o ) — AR T TR 9 o, H TIRILEE B
e LA B DL 2 00 )% I PR 344
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[0366] 774 7 7~ HH— R AR AR e Ak A 27 5 B2 42 e s 5 9] 7 Wk el ey e ok ] 22 ] 1) 4
A TARAL S tn 4— BT 152 B 156 AT 5 ] 7 R PR 7 T S ok PR 4 PO A7 A6, ZEAR AR AR T+
FEFRIIN, N- L R e i o e 2, OREAT A US20120004165 F1 1L 6 /575, R A
AT AR 51 LR bR AE T A G0 2R EE AR TR R K SR R, PR AR R - B RRL A
Ji, Ferl A AR T ikt — 2N T, R ) — ARG T 3CO7 8 9 s, HTREEEE
ReAb AL A4 DA 2 22 ) I P A

[0367] THHE7
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[0371]  HoRBUERLE SEAL AP U n] RIETT % 8 s TiiA R & BE AR & ABER
PRIE IS AL A0 R AT (H N- BRI AL S- BRI L ERER (SATA) Bk e - %, BE)a

RIFEIOKfE S— CBBEIL B, P A SR RS S B o ST AL R 8 5 S R B0 R T AR AL 1
U (Cn—r % 3 kil & ) M A L H Michael MUK BT . A G & A 5S84
BN G EaFIF REMAHA LR EA A RIRIRSRE A ENEEA . BRTTR SR

o
HEAR - FHURRS A, LA RN }?‘/\NJ‘H\/),?? AR A R A 27 A AT SR B I %
H o m &7

R ERERGEEA K.
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O
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Ea/m—NHy

%éﬁ?\gwg, BT 5

[0374]  Hi X Aym B n, W 1 FrE L.

[0375]  RIRE Rl EPU R IR 7R 9 iR iR a2 EA . 5 N- BEIRHBE
Vi AN AR BRI a0 3R O i (DCC) A S an =T e AE I8 5718 i DMF 1,
TEZ) 20°C FIHRE N R 18 /NG, B R LML IE KT —2, 5— i & 2 L VAL R R » 7E AL (]
b A0~ b S5 B S AT AR R W pH 7. 5 BIBEIR ShZR TR R, £E4) 20°C T IREFL 2. 5 /I BAZR
BREAR. BENEAFEARSUTER A 2 A I AR AL & A4 BRI SR
BAVROIEE N . BAATTR 9 R HEAR - FHRME S, Hd R4 NHC(0) (CH,) ,CO.H,
Al F HAH R AL 22 B ATATT COH B B LR S & 2 E AR .

[0376] iﬁ j’g]@ﬁl ﬁ

[0377]  FIRGREA ] Tl & 45 6 2 8 AR BUAR, ik e 2 254 (BT SERmE ) 7=
Ao IXEEHUAR T H T A ARG DN A 3 R AR T 22 B 20 IR AR / B . PR T R VYR
ST, BB A w8 e 4K rrfleT 3T 240 B0, A 5 HE
LR 2 BRI 45 A AR I, KR e 18 B ER | PR LR e o BECE S B EAT TR
Py B LL , SRS P o V(7] B 00 X 2 T 20 5 0 s e R YR T 1 R A PR BRI A TE
FAE— Rl TR, 1% T H T B3 R IR 58 24 77 AL AR N K e it e e 2
T SRR T, 1% T B T80 2 75 1 IREE B 22 52 25 RO 750 B K P Bk 45 24 17 I
I v B PR DAB AR IR B BUR B AWK B2 A 2K s il 3R 4618 21 5 A pK /K
SERESE, T /B E s @ ZWiR)T s F T 0058 2 52 29 WAE 2 AR R B0k 1 24 R IE
ISR TG R 07 R AE 2540 — 2990728 TR F RO mm 5 DA B A A 263 oL
HEBRAE I AR I8 4P B E I RIS 1 I Fa 7, IF ELAE A Ja 2 MR et e AR AR B8 254 75 SR Ak
MR BT BL

[0378] &R T ALK HIK AW, HOE AR L AR Gz F R AA, e
AUA, Bl b RO RE RS AL U, BAS A R g E A . BRI K
UL FE BT B AN 2 TR B AR DL RCE AT R B Bl E AL ), AT S PR 4G A S
A/ BUXEFUA I — AN EZANTAMNEX . Eddh, AR S & E4M L AT ERZ
B IR AR . BT AR % R I B S AR R AL S R R, DA R A
R A S N TR B3R o o 08T Rl S7 W Pae , L5 5 S0 RnT 7 R R 1) 58 S s B AT
NFTHAEER o T AR SRS I BA] 37 R P AR 5 S RRT <7 R P R A, B0 T AR Rl B RS I s 25 )
FItiE (RBERR ek R PEES & 7R ) o e S — M2 Pl 54562 v
FHAH SR BIEAR E 5o TR R, Jribks St & — R o 2 Pk 541
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[0379]  ffil| & MR PR R T A AHE AR R AW (R %% I AL A 4 A0 5 9% i 4
AR ) BARGFIESE BRI TE 32 A& R7E £ EFEAR T /MR KRB R OEKR R0,
P E T SRR ESR ORIESR LN FIRR NS R AR A G L PATAT Rh . G )% T VA AE
AR TS A AL IFAE Z A SRR A F s 445 “The Tmmunoassay Handbook”, 55 2
fft, B David Wild 4w#%f (Nature Publishing Group,2000), &% H:5| FH 2% S0k,

[0380]  AR3EHE, AR A BH I 00 % il B AR SRR AR 45 40 5 4 B9 45 6 it P 45 1 3252 33, 49 i 3))
WIE N o A 38 IO 5 Bh A E AR T Freund $HBI57 Ry ARG S (L) JHE H HZ
RICHE (Bordetella pertussis) IEEALER AR IERE BT A— G Rl 5 0 XU 0k 18 PR
fig (MPL—-TDM)

[0381] £ vw &R T RN FLah1E £ BT — IR B IR G J% RV B A R 08 TR BE AT
16 15 4 B ) — R it FH o 38 JEE — IR B IR B T Y S B T PR R e SR B S RS
ORI A AN I E L. Rk, SRy T 20— B AR, BT
JE BRI ] SRR AR I 22 SRR AR T 43 5 5 AR SO N K T VR A A

[0382]  HL BT FEHUAA P IE T OV ¥z 4 21 Kohler Al Milstein 2% 42 98 77 v il %%, 4 a0
Nature 256 :495-497 (1975) . ZRACT T ILIEH W K % 1E F80CK B 16 R 4, R
a3 WA B e AT AA B AT 3 A 7 R A L, o Uk LS B S T B S e Ak 4 e R, I HLde
FE 73 WA B 1) B v PR TR I 4 .

[0383] 75 = R4k S0 )% DLAR Bl AR BRBR S 7 AL S0 i e e MEPLAR bk R 4m i . Sy et
AN M pe e AT AR A % . G HAEE NSS4 e, mT A A A0 A I abk B 40 i, AR A SR 5
"B LB ) A H B EE A e

[0384] bk 4H AR AR %15 TG PRI T AL 20 M F Rl -G DATE i 2 58 968 40 i, 3 2 — Fha] Je g 1 A
BhG A ER < R AR B Tk @I IE B 77 X, P A I e Ak ok T BRI B A () SR AR A
MBI A BN BEIR A . AR T P00 2k A R A L ) A A, AR T R R Y TR PR
HYEACN . Rk, 7RG T, A ] 7RG R B IRk A AR G, R R R R Bl A O e PR
TR 20 B ) A K BAT IS , 4] T 3 s ) FH e =2 K R W WA I N O Tl R A M L AS I (HGPRT) 1
RAFE BRI ML B — H 8. AEIX— 7~ 1, ARG Ik T VEE A | MG I R i JU s i A% B
NEGFEHE (HAT 555555 ) PABHIE HGPRT— SR 4 AR A AR 4, R o vr 2 a0 A K

[0385]  fILide L, A Rk 1 JC PR 304 HE Ak 200 e o] e oot 70 5 2 A 1 0 HAT AP ode 6 1 43 25 F VR
AR, 3 HAERL G G 4EFRFR o M S K PR Rk . AR 19 e B 38 BE A0 41 Al R AL R
R i &, Ko E 3 E AR =Y R 0 (American Type Culture Collection,
Manassas, VA) .

[0386]  [R| A R A8 I8 4t e 5 7E A0 o o o WA AR, T 43 A i 77 2 TR A7 AE 22 B A9 Fr e Tk
(B pr FE AR o AR A1 2560 8 191 TR PR Szl e (RTA) BURRIK S & W PN 52 (ELISA) [
oI E A T 00 & 5 v BEHUR I 45 5 R e

[0387]  JE it A FE AR B IE AL ACEE 37, AT 23 B8 o Wb B 8 704 1) 2% 28 R 4 LA R 2 v
FE. AiEmRFEAFEMEAMR TIA/RME ok R M /RE 7 E (Dulbecco’ s Modified
Eagle’ s Medium). RPMI-1640. Mo % KK 2 IRIR &/ BOG LT B35 572, 9 1 Ul tra
DOMA PF B¢ HL-1, E411M [ Biowhittaker, Walkersville, MD. ik, 245298 40 i vl 44 5
R NEK.
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[0388]  HLywfEHUAA T IE S H I IEIRE A (Te) Ak 7754 BB M/ Biaifh A Ry 77 AL 5L
G K, Bk Jr iR E AR T 2 ik A-SEPHAROSE \ 27 Ik A7 0,58 v L S B B VK I3 T IR IR 4k
DUE AR BT8R

[0389]  HL o F Hi A4 1w i I H 2H J7 VA A, i AR SE [ LR 4, 166, 452 R 1) 77
DNA &t ih 5 5 [ Fro At M {8 P 8 SR 77 VA EAT 40 B R e, 49 S FH S A% R AR, HURr e
4G R MEIUAREA BRI IE R, Rkt 255 205 B 5 0w FEHUR 2 5898 40 i & iRt
DNA, 140 i 22 531 22 58 250 e e e RO B

[0390] A yEillsE

[0391]  [RIL= A [ Huik vl AT S e LLIR A / 456 2 22 294, M s U 28 35 A
YAFAER / BUE . Didetthy, P TR 5 FrPE A e 2. oMl s 88 =0T H: & U
TFHEAT (F5 T B AL PLAE ) Hampton 28 A (Serological Methods, A Laboratory Manual,
APS Press, St. Paul, MN1990) #11 Maddox Z& A (J. Exp. Med. 158 :12111,1983) H7,

[0392] W A4RMLIAA &, HAE W Eird ik, REEMEKAN ST EE6 2% E
2R ST R P R AR AL AR IR B FR 258 3 1) 22 08 ZI B HAT I SR I 25 5t
HAR PRI M AT — PhEL 2 PR AED BT, iR A B AL TR B 1 2 58 20 BURH 2R R b e
Ml o

[0393] ik, W50 & vl B &R AEY) B AT / BON R IT, e AT S O & BRI = 1
ST A BT B P I B EOGRIS A A 45 SR 5 R BIFR AR 1 45 AT IR, Al
iRz v th 22 3 FH TR R4 A VA S T e R A A o A W Rk

[0394]  fRATPREEE S o) (e sE 298 ) kRS AT AR B APt i SE o (1) 77 2 34
ATINGE « A TR EL, ] FALIRFEAS, IF H AT EAS TP 58 B4R 7 (8 141 o1 A il 4% o PLde e,
FEANAD B 235 KA B i A B A 32 AR, S pIiade 1 BT

[0395] 3L [A] 2R tk B9 % ) B 3§ 44 BK O “Haptens of Aripiprazole” (AR H A % %
5 PRD3265USPSP, 5 — & W] A :Remmerie), “Haptens of Olanzapine” (fCHE N & %
5 PRD3266USPSP, % — & BH A :Remmerie), “Haptens of Paliperidone” ( / # A
2 % 5 PRD3267USPSP, % — &% B A :Remmerie),“Haptens of Quetiapine” (ft ¥
N Z& & ‘5 PRD3268USPSP, % — & HH A :Remmerie), “Haptens of Risperidone and
Paliperidone” ( f{3E AN %% 5 PRD3269USPSP, 55— K M A :Remmerie), “Antibodies to
Aripiprazole Haptens and Use Thereof” (f{HE A %35 CDS5128USPSP, 55— KA -
Hryhorenko) , “Antibodies to Olanzapine Haptens and Use Thereof” (fCHEAZRHS
CDS5132USPSP, 28— & B A :Hryhorenko) , “Antibodies to Paliperidone Haptens and
Use Thereof” (fRHE N %% 5 CDS5126USPSP, 5 — & B A :Hryhorenko) , “Antibodies
to Quetiapine Haptens and Use Thereof” (fCHE A & % 5 CDS5134USPSP, & — %k B
A :Hryhorenko) , “Antibodies to Risperidone Haptens and Use Thereof” (L H A
2L 3 5 CDS5130USPSP, 5 — & B A :Hryhorenko), “Antibodies to Aripiprazole and
Use Thereof” (fRHE A4S CDS5129USPSP, 55— KM A :Hryhorenko) , “Antibodies to
Olanzapine and Use Thereof” (f{FE A %45 CDS5133USPSP, 55— K W A :Hryhorenko) ,
“Antibodies to Paliperidone and Use Thereof” (/X AN % % 5 CDS5127USPSP, %
— &% B A :Hryhorenko),“Antibodies to Quetiapine and Use Thereof” (T F A &
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%5 CDS5135USPSP, 28— & B A :Hryhorenko) , “Antibodies to Risperidone and Use
Thereof” (fCFE AN 245 CDS5131USPSP, 55— K ] A :Hryhorenko) , {5 5 H R i 4252 )
LRHIEE A 7T S IE AR,

[0396] s

[0397] AR EHARR AL S PTARE T SCRR (0 — A TG . 38 (D) B &4m]
IS ARG AN 72 ORI 77 £ o PATT SER AR R R AR K B Y 569 B 48 AN i AE R
A K .

[0398] =24 1

[0399]  4- (LA ) -T-(4-(4-(2,3- &R ) WRME —1- 2% ) T4 L) -3,4- &M
Wk —2 (1H) - ff

H
o N._O
[0400] Cl\©l\] W

NH,
[0401] FHIEA
[0402]  1-(VREHE)-4- &AL —2- AR

OsN O
Br

[0404]  [A4] 78 4 i #E IO AL & W 4- B -1 FF 3L -2- A 2K (218, 1. 30mol) 7
CC1, (1500mL) VAN AIBN(21. 7g, 0. 13 JBE/R ) F1 NBS (348¢g, 1. 96 JEE/R ) o 7E N, N [H]
WIS SAIRAY 16 /NE I, INNIK I A CH,CL M KA AR B4 . BT 43 594 HLAE F 2k
Bk, 75 NayS0, -85 H 28 A VA R ASR AL (Bl 44, [B 4 i e R v (R T / R &
Be,20 @ L BEM) Atk DAIRA Ayis R ) B ARk G4 ESI-MS (M+1) 246. 'H NMR : (CDCL,,
400MHz) : & (ppm) 7. 55 (s, 1H) , 7. 46-7. 42 (d, 1H), 7. 14-7. 11 (d, 1H) , 4. 79 (s, 2H) , 3. 90 (s,
3H) »

[0405] DIEDB

[0406]  2-(4- FAGEIE —2- WAL ) 2

O,N o.
NG

[0408] [ WA IR A BRI &1 1- (B ) —4- 4L -2- i (40g,0. 163 BE/R ) 1E
THF (500mL) 1 EtOH (100mL) = (45 LA I0 N KCN (26. 6g, 0. 408 EE/R ) BI7K AW (100mL)
RBHR A 0°C R HEE 1 /N, Jf BB R 78 S8 Tt b BekE 3 /. RBER A K
(500mL) H% 3 HL7KAH FH DCM (500mL) $2EX, I H. & J5 F $2K ek 75 Na, S0, - T4 I Eoas 2%
Ko FRAET B AAERE R F AL DR AL B AR A4 ESI-MS (M+1) 193. 'H NMR : (CDC1,,
400MHz) : & (ppm) 7. 72 (s, 1H) ,7.63-7.61(d, 1H) , 7. 26-7. 23 (d, 1H) , 4. 14 (s, 2H) , 3. 93 (s,
3H) -
[o400] BEEC
[0410]  3- UL —3-(4- &L —2- AL IR ) TNIR LB
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O.N o
[0at1] 02C®

CN

[0412]  7E O°C NIl B3R B Brak i £ 1 2— (4- HA0E —2- AL oRdE ) 20 (5. 5g,0. 0286
JEE /R ) 7 DMF (100mL) m VAR NN BrCH,CO,Et (5. T1g,0. 034 EE/R ) FITK,C0,(11. 86g,0. 086
FEIR ) o RNREWIAE 0°C FHCRE 1 /N, I HAE =08 FEBCRE 2 /N . 72385 TLC I
RESERE > TINIK o [N 2.8 Z B FREX s F $hoK e A B, 78 Na, SO, T8 IF E 254
R I S EAERER A B aiifb DR E B ARE A1), EST-MS (M+1) 279. 'H NMR : (CDCL,,
400MHz) : 6 (ppm) 7. 70-7.68(d, 1H) ,7.57-7. 56 (,, 1H) , 7. 24-7. 21 (d, 1H) , 5. 13-4. 98 (m,
1H) , 4. 20—4. 18 (m, 2H) , 3. 89 (s, 3H) , 2. 99-2. 97 (d, 2H) , 1. 28-1. 24 (t, 3H) .

[0413] LD

[0414]  7- B4 L —2- &4t -1, 2,3, 4- TUA Mk —4- B %

H
O N o
[0415]

CN

[oa16] a4 D B8 C Frid il & 1 3- Bt —3-(4- B IE —2- i RIE ) NI 4B 9. 0g,
0. 032 EE/K ) £ MeOH (100mL) ¥ Sn (19. 3g,0. 162 EE/R ) , B J5 [FI A NN 2118 /
MeOH (40mL, 1 : 1) . ZRMAEZE I FHEE 2he B EEER . BEE I 2B 2.8, 35 5 n
A NaHCO, 7K ISR LA IS . IRGiANIAE ASRAGA 4, ezt — DA T~ —#
.

[0417] DIRE

[o418]  4-(ZBEFIL ) -7- F& R -3,4- AWk -2 (1H) - B

H
Ox N O

>~

[0419]

HoN

[0420]  WiDER D Bkl & oG] 7- AR —2- A -1, 2, 3, 4- POEMEmk —4- g (6g,
0. 03 FE/R ) H1 Raney Ni (10g) EVFEAF MeOH (100mL) A1 3mL = Z. &R EY T . RMNVIRE
7E H, (50Psi) RN, fEZ M T HE 4 /Mo AEIEGE TLC W5 Wl s B 58 B » BE R A AL 77, I
HLFE JG 5 ZBRia R LLR AL ), Hoo ks — AT T — 2 3%,

[0421] IEF

[0422]  A-(EFEF ) -7- 722 -3, 4- &Mk -2 (1H) - il

H
Os N OH

[0423]

HoN
[0424]  [\IWIZDBR B Bk il & AR ] 4- (CEIE AL ) —7- A 2L -3, 4- ek -2 (1H) - B
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(8.8g,0. 0427 FE/R ) £~ F i (100mL) = ¥R N BBr, (85¢, 0. 342 FE/R ) [ —~ & H
St (M) V& BREAE —14°C T 3T, IF H R BAE S I N FEd . AEi8 st TLC M Il s B2 58 B
J&, 75 0°C AR I FEE LAVROR SN, I HE S 28 RV M AF 2 ), HEBH T T —
IR

[0425] JDIEG

[0426] AU A ((7- F2: -2- %X -1, 2,3, 4- PUE Rk —4- J% ) FJE ) 25 RIS

H
Os N OH

[0427]

BocHN
[0428] A4 b AR F BTl & R ] 4- (B AL ) -7- 220 -3, 4- &k -2 (1H) - B
(8.2g,0.0427 FE/R ) Fil (Boc),0(4. 65g,0.021 FE/R ) = Z B (10mL) i A\ 3| 100mL HF %
o ZRNAEER THEE 2he ERMZILGE, B2 LEREN, FHINA SR OB, HK.
NaHCO, /K VA R 5 65 A HLAH, 7 Na ,S0, B 0F Bk . il (i 24 M 7 # LA it B
Fr A & ¥ ESI-MS(M+1)292.'H NMR : (DMSO-d,, 400MHz) : & (ppm)9. 96 (s, 1H), 9. 31 (s,
1H) , 6. 95-6. 89 (m, 2H) , 6. 33 (d, 2H) , 3. 00—2. 97 (m, 2H) , 2. 90-2. 96 (m, 1H) , 2. 56 (m, 1H) ,
2. 30-2. 34 (m, 1H) , 1. 37 (s, 9H) »
[0429] IR H
[0430]  ARUT A ((7-(4- T %0 ) —2- 4K -1, 2, 3, 4- TUE e —4- £ ) FIAL) z B
1% i

H
O N O~ g
[0431]

BocHN
[0432]  [MIWDER H BT il & AUT 2 ((7- 722 —2- AR -1, 2, 3,4~ TUE Mk —4- £ )
BROJE ) &R BE (1.0 2= BB /R, 292mg) Al 1,4- iR T % (1.1 % BE /K, 237. bmg) 7E
DMF (1. 5mL) A V&M TE K K,CO, (1. 2 ZZ2JEE /R, 166mg) » RS/ EIR F AR, &
2 HPLC A LC/MS $878 R B 58 i AR B AL &4, HEF AN AT N — KA. MS m/z
428 (MH") .
[0433] ZDIE 1T
[0434]  FUT 2 ((7-(4-(4-(2,3- &R ) URMR —1- %) THAL) 2-%48-1,2,3,4- 10
Sk —4- 5L ) L) HAE TR

O ll:l[ O\'/\/\N/\ cl

[0435] LN @m
BocHN

[0436] [ G A0 B H Bkt i) & B RUT 8 ((7-(4- 5] S0k ) —2- AN -1, 2,3, 4- D& vE
MR —4— ) 3L ) Ak FFRER £ DMF 1 VAU 1- (2, 3— & - Z-3% ) - IR b i #h (1. 0
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ZEEIR, 268mg) Fl K,CO, (1. 23 ZEE/R, 170mg) » IR EGWEEE THIER. BEEKE

FIF B AR 0 AR & F FEAT A NaHCO, /KB o a- B A HUZ I 540 & R et
K BIFENZE, Wi . TRARME G &2 0 ET, ZENT A 0-10% FEER

AP B AR N AR T E AR S, MS m/z 578 (MH) .

[0437] DR ]

[0438]  4-( LRI )-T-(4-(4-(2,3- &R ) R —1- 4L ) T4 )-3,4- —4%

Wbk —2 (1H) —

H
O._.N O~
N/\ cl
- W @

HoN

[0440] (AN ER | Frid il & BT 3 ((T-(4-(4-(2,3- &K ) IR -1- %) T4
) -2- HA 1,2, 3,4- DU MR —4- 58 ) L) LA (200mg, 0. 35 Z£AE/R ) /£
AFLE (5ml) FHVEBMA ImL TFA. fEZIR FHHREW 2. 5 /M. BHASZRIEFIIFH
B AR o BOAE SR FE AT NaHCO 7R o 7 BANLZ I 4N AP it IS K2
EIFENZ, 78 Na,So, | T8, it 38, k4. 5RRbE R a2 mrER ErA 28T, 1 ZZE A
FH 10% B R & PP e Va WL B S AT 10% 7N S0 FP R Y &0 e v iR DA SR AR B 1)
FRALEH o JX P 4 de et A SR e A B mh B 4 i — 20 Ak DASR A 1 £ [ A4 1Y) B
L), MS m/z 477(MH) . 'H NMR : (CDCl,, 400MHz) : 8 (ppm) 7. 40 (s, 1H) , 7. 25-7. 05 (m,
3H),7.00(d, 1H), 6. 60 (d, 1H) , 6. 30 (s, 1H) , 4. 00 (m, 2H) , 3. 10 (m, 4H) , 3. 00-2. 60 (m, 9H) ,
2. 50 (m, 2H) , 1. 90-1. 40 (m, 6H) o 115 C,,1,,C1,N,0,C, 60. 38 ;H,6. 33 :N, 11. 74, 45 % C, 60. 32 ;
H,5.89 ;N, 11. 26.
[0441]  SE45[ 2
[0442] 7T-(4-(4-(4— & £ -2,3- — & R HE) R M —1- &) T & H)-3,4- —H %
Wbk —2 (1H) — ffd

H

O.__N ()\”//\\’/A\N cl
o T A

NH>

8

[0444] FHIEA
[0445]  4- 3 —-2,3- & -N-(4- FIA L) %

MeO
H
Tk

Cl Br
Cl

[0447]  [A] 4- ¥R -2,3- — & - K% (3. 215g,13. 3 ZEE/R ) 1 1- G H L —4- FEHE - %

(2.297g,14. 7T ZFE/R ) 1F 23mL DMF VBN AR (2. 214g,13. 3 ZEE/R ) Fl1647mg

ZALE (60 %1 BUA ) o EFIR N HFEA G, B2 BRI NIREY I HAR R /e &
42
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R 5 A AN NaHCO, /K IE M o A B ANUZEFEH 54 & RS ie &K E . SHFANZ,
7E NapS0, F I8, i 38, JFik4n . SR RBE G & 2R L REE ZHT, ZENTFIH 30% 4R 4
B () B eI v ABR A Sy B [ A 1) B AR &4 sMSm/z 362 (MH) .

[0448] LI B

[0449]  2,3- & -N-(4- AR ) —4- (WRWE —1- 4L ) K%

MeO
H
Tk

Cl

[0450]

N

o L_NH

[0451] AR5 B EBERSR o B 2 P IR PR H & 1) 4- 1R -2, 3- 3 N-(4- AR
) Rl (3.61g,10 ZEE/R) JWRME (1. 034g, 12 2ZFE/R) HUT BERN (1. 16g, 12 ZFE/R) A
= (ZEAREAER ) —4T (0) (180mg, 2 BE/R % ) £E 16mL F R A (VR S 4 1 IF £ 100°C
Nk 2.5 K. fERARERE, RMBEMSEE SR EAKF . 2EANEIF
H S A RIS KE . GIFAETLZ, £ NayS0, B8, 98, JFk4d. oriE fe i
TEAERERCHE B E T adifl, i Z MR 10% FEE R &R e, B A 10% INE H
BE I — SRR e I VR AR I AR AR L B R E AR &4 MS m/z 367 (MH) - 'H NMR : (CDC1,,
400MHz) : 8 (ppm) 7. 28 (d, 2H) , 6. 98 (d, 2H) , 6. 50 (d, 1H) , 4. 60 (s, LH) , 4. 30 (m, 2H) , 3. 80 (m,
3H) , 3. 10-2. 85 (m, 8H) , 2. 30 (s, 1H) »

[0452] DIEC

[0453]  2,3- & —4-(WRME -1-FL ) K%

H2N—<E E}—N NH
[0454] N/

Cl Cl
[0455]  [A 402 BB SR PR i 46 1 2, 3— & -N- (4— FRAR R0 ) —4- (IRME —1- 3 ) ZEf%
(562mg, 1. 54 ZE/R ) £ FH LT Gul) HEVEBRIIAN bml TFA. SISV =R T
F5 /AN, F BB B E AR E TR RREEMA_EKR T IIFAKET R Bisits
YT N — &M, TFA . MS m/z 245 (MH) o
[0456] ZDIED
[0457] T-(4-(4-(4- & £ -2,3- Z & R L) R e —1- %) T A &£ )-3,4- — A%
Wk —2 (1H) —

H

O M Oy o
[0458] m @@@

NH,

[0459] a1tz R AD R ARSI 2, 3 & —4- (WRGE —1- &) K% (1. 535 2R ) (TFA
#h) 1 DMF (6mL) JAVBINN AT RIS 7 (4- 3 - T4 AL ) -3, 4- & —1H- Wk —2-
(1. 535 ZFEE/R ) 1 DMF (1mL) ¥ K,CO, (2. 121g) VAT ImL DMF. K B3 fiR A7 =18 T
PeRbit o i e AR b . B A R R IE T B AN G A2 kR BRI R
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W, ZEHTRIH 0-10 % FEE ) S P be i iR 2, B J5 AL 1096 TN 2 FEE I S P b is il
PAIR AL A FE AR B AR &4 . MSm/z 463 (MH") . 'H NMR : (DMSO—d,, 400MHz) : 8 (ppm) 10. 0 (s,
1H),7.05(d, 1H) ,6.95(d, 1H) ,6. 75(d, LH) ,6. 50 (d, 1H) , 6. 45 (s, 1H) , 5. 3 (s, 2H) , 3. 90 (m,
2H) , 2. 90-2. 70 (m, 6H) , 2. 50—2. 30 (m, 8H) , 1. 80—1. 50 (m, 4H) - 15 C,sH,xC1,N,0,4 C, 59. 61 ;
H,6.09 ;N,12. 09, 455 C,59. 44 ;H,5. 87 3N, 11. 77,

[0460]  =2f5 3

[o461]  4-((2,3- =& 4-(4-(4- (- A -1,2,3,4- Y MEmk -7- J& ) %) T ) IRk
e —1- %) JRAE) &t ) 4- HAT R

O N O\/\/\N/\
e s
cl ﬁJ\/\COZH

cl
[0463] 4 1 5L 9] 2 (115. bmg, 0. 25 Z& FE /R ) M HE I B2 BF (50mg, 0. 5 =& & /K ) 7 M W
(1. 5mL) A VAR E AR AL 110°Cndk 5. 5 /. B RRIBNE T . RAFHE
it —F RSP IHAK BT JF HM A HEWARESR AR S TE. e TE
0-20% FEER S F R in AR 1 Agela SR KAE 1% 4E (hilic column) b aifb A4t
[i5] 4% , L AT gk — 20 dd I A R B A B 4 R AT AL R AR B AP R AE 40-50°C TR T LAR AL B
bRtk &40 . MSm/z 563 (MH') « 'H NMR : (DMSO—d,, 400MHz) : 8 (ppm) 12. 1 (s, 1H), 10. 0 (s, 1H),
9.60 (s, 1H),7.5(d, 1H),7. 15(d, 1H), 7. 05(d, 1H) , 6. 50 (d, LH) , 6. 45 (s, 1H) , 3. 90 (m, 2H) ,
3. 00 (m, 4H) , 2. 30 (m, 2H) , 2. 20-2. 30 (m, 12H) , 1. 80-1. 55 (m, 4H) . it & C,.H,,CLN,0. 4 C,
57.55 3H,5. 72N, 9. 94, 455 C,55.92 :H, 5. 85 ;N, 9. 58,
[0464]  SEf5 4
[0465] 5-((2,3— & —4-(4-(4-((2- A% -1,2,3,4- PO memk —7- L) &) T &) Uk
e —1- 2 ) JRJE) &) -5 A AR
O N O~y
T 0y
[0466] O
CQ\NJ\/\/COQH
ca M
[0467]  FiFEsLf] 2 (83mg, 0. 18 ZZBE/R ) AL ERET (41mg, 0. 36 ZZEE/R ) FEMLNE (1. OmL)
A FAE R AR 110°Cn#A 4. 5 /N . B B RIEWRE TR, BRI HA 0-30%
FREERE R I Agela SE/KAERH it (hilic column) (12g) @it If7E B A4 7E 40-50°C
NFEURMEEFRLEY. MSm/z578 (MH) .
[0468]  SEf 5
[0469]  4-(((7-(4-(4-(2,3- —FURH: ) WRME —1- &) T4 ) -2- %40 -1,2,3,4- TS
MR —4- B ) HAL) &) —4- FAART IR
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H
Ox N O™
N/\ cl
[0470] o@ K/N Cl

[0471]  SEZ4 1(24. Img, 0. 05 ZZEE/R ) FBEIIFRET (10mg, 0. 10 ZZEE/K ) £E THF (1. OmL)
VERAE ZEE TR . EES N ARIBRE TR, R HAH 0-30% PR &
SEVE TR B RERCAE (12g) baAifb IF-AE S ) iR 7E 40-50°C T FEE AR ML EArfb 4. MS
m/z 578 (MH) o

[0472] =4[ 6

[0473]  N-((7-(4-(4- (2,3~ &REL ) WRME —1- 2 ) T &) 2-Ef8-1,2,3,4- TUE &
Wbk —4— it ) FJE )—2—<2 5— “EAR -2,5- A —IH- Mg —1- 3L ) ZB%

s W iy

[0475] Al SEf] 1 (43 F & 477.42. 2mg, 4. 61 FBE/R ) /€ 110wl DMF f1 2.3 ul =T fi%
H VA O N=Ca — E SR B W i 418 ) BRI ME VX ES (AMAS, 47+ & 252. 2, 10mg/mL,
1. 16mg, 4. 61 fUAEE/R ) (¥ 116 u L DMF ¥l Frf3BIE WAL 20°C Mtk 90 4-4f, JF HEf 5
SRR T 50EEEALE A A R

[0476]  SEfI 7

[0477]  N-((7-(4-(4-(2,3- ~GRHEL) WRME —1—- k) T4k ) —2- X -1,2,3,4- JUEA¥
Wbk —4- &) L) -2-(2,5- &A% -2,5- A —1H- MR —1-FE ) Z@ERE - BHFL I EE A
?XA%

[0478]  [A] 3. 23mL FHFLILTE & (KLH 4F& 100, 00014. 6mg, 0. 146 HEE/R ) £E 100mM
PR ER 2 T, 0. 46M SALENF IV (pHT. 4) NN 33. 7 w L N- BRIIEE iz —S— 2Bt 4
FRlE (SATA 43+ 231. 2, 25mg/mL, 0. 84mg, 3. 65 FBE/R ) 1 DMF V¥ . FT43 BIEWRAE 20°C
TARRPHE FIEE L/, SIAE Sephadex G-25 K b, {31 A 100mM 18 25 22 1Pk, 0. 46M
G4, 1 5mM EDTA, 76 pH6. 0 T 4iifk. [4] 6. 46mL KLH-SATA ¥ (13. 7mg, 0. 137 TH(EE/R )
NN 646 wL 2. 5M LA 50mM EDTA (pH7. 0) o 3 V&AL 20°C M RASFEES FIRE 1/
. B 169.6 L N-((7-(4-(4-(2,3- &R ) WRiE —1- 38 ) T4 L) —2- &4t -1,
2,3,4- PUEEME —-4- 2 ) FAE ) -2-(2,5- 540 -2,5- =& —1H-Mem% —1- 4t ) ZBERTE
TR (nsEf) 6 Bkl 46 ) (3. 43 hEE/R ) AbFR . PR KVE MR S 7E 20°C NAR R £k 28 Hig
G 2 /. SLETE 0. 2 um RS2 FUT BE AR AT 8, B S 7E Sephadex G—-25 FE FAF A 100mM
FRIR Eh P VBURT 0. 46M SALAAZE pH 7. 4 DAL AR IESEH 6 ) KLH 45

[0479]  SEf 8

[0480] N-((7T-(4-(4-(2,3- —GUKHL ) WRME —1- Sk ) T4 ) -2- 548 -1,2,3,4- TIE %
Wk —4- J ) FJE ) -2-(2,5—- AR -2,5- & —IH-mkng —1- JE ) 2 FERE - A4 R ARBREE
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BEEY)

[0481]  [A] 2. 14mL 24F HURARER B A (BTG, & 660, 000, 21. Smg, 0. 033 J§EE /R ) £E 100mM
WL SR 2 P P VAR (pH 7.5) NN 61. 1 u L N-BEHIEL W% -S— Z.BEHRA S 2. B8 lS (SATA,
4r& 231. 2, 25mg/mL, 1. 53mg, 6. 6 FUAE/R ) [ DMF V7K. B3 BV RAE 20°C TR i+
8 EIRE 1 /M. WAE Sephadex G-25 i b, i ] 100mM B ER £ 22 /38, 5mM EDTA, £E pH
6.0 Faift.

[0482]  [H] 5.79mL. BTG-SATA (20. 5mg, 0. 031 {3 & /R ) I A 579 uL 2.5M ¥ Ji% F1 50mM
EDTA(pH 7.0). FTAFMIEMAE20C TR A& IR EF 1 /A RBH 304.0uL
N=((7-(4-(4-(2,3- Z5URHE ) WRE —1- 28 ) T 58 ) —2- X -1, 2,3, 4- DUk —4- 58 )
L) -2-(2,5- A -2,5- & —1H-MEMg —1-F% ) ZBERGVE i (st 6 prid il £ ) (6. 2
TEEIR ) AbER . PTSRIVEMIR S MIAE 20°C MR FES B E 2 /P RS 0. 45 um
T g ROL yE AR U, B /5 7E Sephadex G-25 A AT AT 100mM B4 EE SR 42 i A1 0. 14M SAL
BNAE pH 7.4 AL DR IESEH 6 B4R FR ISR E LB A

[0483] =59

[0484] N-((7T-(4-(4-(2,3- “GRHL ) WRME —1-J&) T4 )-2-#A0-1,2,3,4- IUE %
Wk —4—FL) B ) -—2-(2,5- &4 -2,5- A —IH-mkng —1- ) 2K - SRR A% S
LY

[o485] DIEA

[0486]  [A] 1. OmL URE & 1 (40 & 44, 300, 10. Omg, 0. 23 fAE /R ) 78 100mM T 155 £h 22 ik
A (pHT. 5) N 31. 3 w L N- BRIABE VI —S— LB S EREE (SATA, 77+ & 231. 2,
25mg/mL, 0. 78mg, 3. 4 fHEE/R ) ) DMF 5. T3 BIVEMAE 20°C MR FEas BIRE 1 /b
o JRBZA 100 w L 2. 5M 2% A 50mM EDTA ££ pH7. 0 N ALEE . FrfSFHIVETRAE 20°C N R
PR FIRE 15 9 8h. NAE Sephadex G-25 A% b, {F ] 100mM B 5 £5 22 /g Al 5mM EDTA,
76 pH 6.0 T4tk

[0487] LIXB

[o488]  [a] 1 0 3§ A P 3& ] #& 19 BN 75 & A -SH(3. 1mL, 8. 3mg, 0. 187 4§ & /R ) Jn A
N=((7-(4-(4-(2,3- &AL ) WRE —1- 28 ) T 58 ) —2- X -1, 2, 3, 4- DU MR —4- 58 )
AL ) -2-(2,5- AR -2,5- & —1H- MEm% —1- &) ZBERayE W (e 6 priddil )
((185. 7w L,3.75 TAE/R ) o FHRMIVEMIR GWIAE 20°C MHRAD S LI E 2.5 /hi). R
MBI 0. 45 um V7 H 28 At uE s U, BE S 7E Sephadex 625 #_LAF AT 100mM B R £h 22 i
0. 1AM EALEATE pH 7. 4 F 2tk DURALSLH] 6 FIBNSEE AR AT .

[0489]  SE4 10

[0490] i) 7 R PR ) o 4 1 s ) 5

[0491]  FEH] B SER] 7-9 Fridk () %)% IR #EAT — R P )% fa , A F ELTSA I/ bR T 1
TN o IR ST I BV, JF Han 3R 8 I s i) ELISA 247 UM AR S8 R 11 I
REPE (A AR A2 NSO 4 )

[0492] X 8:
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[0493]

[0494] [y VALRE e B TE 754 ELTSA U3t B SE 15 5 72 75 A2 Fnf 32 R P B¢ At 25 o] S7 R P 5
FVERS. B 1A 2 7R ok B PR TEZR AR 3CL AT 3D7 B4 SR o Bt t By SZORIEAT IR
B ST IR Y 10 S LT o

[0495]  [&] 3 7 HAE MM e 2 8 P ) 5 S P S 2 0 s A 2, L PPl SR LA Bl S Wik i
SelE 5CT HEFRE G E VO B LR SZIRME R S BUTR T A b £
3 s B P 5e PR KT B (BISraRie ) EGRE5 , if s=AC B 73 Hr i
(PIAZuRIE) FPEAES. Z WK 4 M5, e R AR E 2 E FsiT s R, b
EAEREA TP R SL ORISR SN, E e PR RIS G R FEAS A RGBT SZ R ) S DA
REBE ARG 5 AT AL 2P AR A LE I 9 e AT T 5

[0496]  KEASCHI IR ITAT STIR A G I J7 sOF AR SC . R b i WA 52 1 AR T 1 )i
B, PRGN B R 546 1 S0, (ER 12 2R A A S B ) S8 i8R o v N DA ORI SR A5 R B AT
(55 [ 1R RV A B AT B AR 8 A T/ BB
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