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BN R S T M R ESEE R TR

[0001] < B AT X %

[0002] A Hi i J2 B SR I I HiE S 60/559, 108 (2004 4F 4 H 2 H AT ) | Ik I H i 5
60/582, 650 (2004 4 6 H 23 HIEAZ) (I HiE 5 60/587, 585 (2004 4F 7 A 12 HEEAZ) s
I HH 5 60/643, 483 (2005 4F 1 A 12 HARAZ ) , AR & R HiE 5 04290775. 8 (2004 4F 3
H 23 HIEAT) BIBGGERIES ek Hil, LR ATE Rl g I AN DMt S 2,

AR
[0003] AP KAl A AL SE B UL A AN A AL 2 A AU

AR

[oo04] &I B A T 58 A D R 25 & 0 S AL iy B — P ENE, JF a5 iz
15 N 452 T e s W M G 7 M se k. B Al T B8R B BUR S 7 i A FE
YEGE R LUK AN 2 dEVRAH B vk . T IR S8 VR3] DL S s VA S & IR — 58
B & B BErp 1, 484 Pl A B 43 B A4 8 (Washburn et al., Nat. Biotechnol. 19(3) :
242-2471(2001)) . 7 B AL B H A R 7L S — S22 B Uetz 25 (Uetz etal. ,Nature
403 (6770) :623-627(2000)) F1 Tto 2 (Ito et al., Proc.Natl.Acad. Sci.USA 98(8) :
4569-4574 (2001) ) & Ji& (P BERU R AT T 1BV I O R 5125, 072 CE BRI I RE A 58 T8
i 4, 000 FpEE BT - BB FUHBEAEH . BB U0 B A E [ 5E 57712 H Aebersold
= (Smolka et al., Anal.Biochem. 297 (1) :25-312(2001)) & FERFIAT 4wl E FAR 1L
(isotope coded affinity tag(ICAT)) o TCAT 4045 5 FH 3 18 m i 7] 47 22 Mk vt 2 (A ik
ATAL B P S bR i AT 8 2 3 3 BRI 7K

[0005] R & & A TURAYIET] ULEA G R EAASCE BBy, Stk 1 546 0FER
il 57 5 A SRS AT S SCE P ORGSR AL ) O PERR I IR 4 SEAR I, BT LA
SR 45 A ) SEAR IR (Mondorf et al., J.Peptide Research 52 :526-536(1998)) .
o A FEE A AR F AR AT IR (Buettner et al. , International Journal
of peptide&Protein Research 47 :70-83(1996) ;Furka et al.,International Journal
Peptide Protein Research 37(6) :487-493(1991) ;f1 Lam et al., (1991) @ F ). *H
5] 52 7RG A 4 b ) BRI A A8 PR el 0 22 325 mT LIRS 22 o s AR R A4 o SX A3 FR A QUASAR V25
(EFr (PCT) LHIHIIE WO 01/40265) , H 4 A T4 I 4550 B Ao 25 8 1 S B A
[0006]  FToNA Al A (Hammond ZEHE iz (PCT) & HiE W004/007757) FIHARL A+ AR
Refl S FC AR SEARAH BAE M . FToNA il ARE T4b 2% (B A2, i/ BAE AL 24 D)
RE MRSV Th%E A B MAMEIE T H S CEPRARIS G ). B, FioNA [ H
[RIAE TR HIA & B AL e 7, eSS G T V) A — 20k, AR e 70 & B Bk 1
FERSFCAA, UL KA i Il B s R U 4 AL — B, 8 T B i a8 A i

[0007]  H A2 AR EE I R ZE R S Wil X =& LRI b 3 A i e & 0 i o 1E
RLZHAEWIREY T, FL T3 ) B BEAR w1 H & M WA O IR & K. 25538, 40
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VIR FE ] B AN 25 08 3 i TS e o R U, FAE O T e K =E FE s/ =F
FE 43 KT ) 5 R BT 7 A S 5 SR 2 S — R G 23 B T R T REORS B o FRRE T SR .
ten BER AR 1) 5] e VRIS I R 4, i AR AR IR FE W] BE AR T A T B R
NI B, NifyE s KFEREA R (A&EE -2t ng/ml) H&/hFE (4,
IL-6-/NT 1pg/ml) Z [A)MRFE 72 57 AT BE2s fmrids JLALAS o

[0008]  HATAFLEMIFN 7 AR PIX— ERZE T < 55— PR e vl B B 7 P 2 B i 25 — e
SEE T4 BT IR

[0009] PSR AE: it PRS2 A ok 2D A v R o = B R T e P A A A AT = PR o o B
5 TR0 0, 1% 5 RS RSk E B (Linkermoieties) , i U XL p s 2 Fh R i)
PO e k) o o, X TR 5, FEENER AR A ED . RREREA A 4E
HIRF a -1 S E R . e sm kR 5 51, 1R 2> 58 e e M A 6 LR 0T, 1 HL
Sbr2: SEE A FUH R E B . T H, mKF RN E O Bk %, 51— 4180 sk 5ok
F R, HBERD RS E R T S AR RIAE . Ak, >k B AH R R BRI AS B AL ZRFIAN [R) A Al () AL 2R 1)
ERE ST RE BA I AR SR F R A . & A2 BT S, B
FRELC ) R FAE S bR 2 S e TR A EAE R B R TR, S 25 HE e nT BRI )
iR ERARBR 25 o B I 8 AR L R 00 T o 35 Wy, AHAZ 7 I AN BRI IS L8k B 46
AL TN A& R R HERARFEE N E A . mH, & TME e (EREL TR
SRR ) I B R, PRI ANS AN R & e e PR T VA AT W vk DU F R B FiAS
[F ) == B Rl e BRI, 1T VR B ANRE IR A T 4R 23 AT i i 2 TR) R R FE Y T o

[0010] 55— iE X eI AT 2 o & Gl B BaEE ) o o IERIEAR L A4k
SRV 3 TR S Ay A ANEI I o 00, B AT e (3 2 B A8 AR R Aar AN K B
J DR 53 A 95y 5 i 43§ HEBR CL AR YE 73 1 RN R X 4 B B B BRI, X 4877V m] A/ 7
Hr R PG ], AR AR AR RF IR X 43 s i B BRI T 20 W) i M K R AR 2 A
[0011]  REHARIA

[0012] AR BHHRAE T — Pl 4 5 G FF S AN [R] 43 8 40t e 18] 340 B S [ () i 2 A B R
FERE S o AT SRR RO BEAR Z REPE I ik o BB L ARHE, AN AR TR B LR IR B, BTid
TIEFE T — AR PR R T = B oM R BT, (RS B ANV B h  ATT) il
[0013] 1 Bk, EFr M EAR A INsh & E . AR b i & s T el ST
N, AR SR URIAS I R 4, WO ERR I 2 & 9 a2 TR R R R
B SE R I, Z A Mt ey A8 LU I, iy ., B AREE AE A Ar A TR 0 3 25 Va5 ok
H s+ ARG 5 RS TIRIMCEE S e ae 1« AR HEIJTERSS T4y
e Bl TR A BEJE T X RT LIS I s 3R G 4@ (B0 G I i 4 i) 43 & DAE & T4
R ) R 0P T AL, 1T [ I PR ATR  EAT A0 Py v = B 40 BT 4 1 2 R b v = P 0 i) R 380
L 28 28 1) VL RN B 2 =2 PTG, DRI FARATR 7 R A v T 2R 80P 1 (i 0K == B2 W A KT 8
o HGERREBA THRINFE S 32 50 R Ee . RHZIT I, AT LRI )5 AR 2
2 /DR T B VA LTS ARSI A R 1.5 A . T 1B TRl AS I A
BRI 2-4 %,

[0014] AR BHEI 5 VLS K RE S e A FE VAR B o 200, 4 22 8 3 PR 1 v = B S A
FEANRE B2 AR S K SR IR EEVE R o 2 00 B BRI T 2 M 0 o P 9 1), B EAR
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P AE TS E AR T 20 SR b I A 2 FE

[0015] AT WIE I 4 52 i 15 20 18 3 5 10 SR A el ity S B 45 1, T SO b AL
ARG Gy . I ITAAE R (SCEEZL 7> B2 REMERUIT I SO ) AT R4 UE
Aan AR o TR ERAERE S BT A 0 AN R 25 65 88 0 1K 22 FEE, A7 ] RE S il S T AT ik
0 [ 1y it Aof, JRBI, T2 18 2 e = L IR At I S s A (R b o i L A IO AN TR 5 5 8 20 1)
K, R AR R PP BEA A5 1 i b A

[0016]  SCJZ ) [FI R A0UEAT L6 B AEATAT 25 5 8 70 Bl 22 A0 it o 1) e =2 P R P P A
T RLIX AT 2 Wt BT SR AR e = R  RR 2D FRARDR R AR B IR TR A AR
EATRIARR R AL o 3K T B0 VG 119 s 4, AL A5 AEAS I YT T8) ey =2 B et b RS 2> s Aok BT 7
R AT 2 PR N R SN S AV 2 WIS 5 B R

[0017] AWK H AAE S22 B DA et o w0 1 it i ) 2, IR B JC G, A A o o
(Rt DUIERS e PRI 45 38 7 I SCPER SEBZ H N U3, Sl A K= AN A
LG oy B SCIERSEILZ B 1, B 45638 73 BUG AR XS JL G G A R € 2 v e 7o it
ATRERE . FEASC ARG BTk SCERR O “ AR FENE 730 o (AEAE I SO 7 2 Wl il o th B
SO RSG5 3R 03 I 2 G R S X — RSO S BV IR DOR BAT“IE#60E”) AA prig
SCPEREIN T o2 AT AR S SRR AR KR BE PR a0, AL, HUAA SO (b B i
xRN G AL R DUBEIE P DU T AT X (0 ol AR s b, AR [R)RRASE 1) A B 2R BT 46 SC P8 I
AT S HUGEFER WA S G TR BT S AT n] REIEHE AR i P A7 AE I R S i
Fifto L S 5 A0 A BOE R BN LA 22 B 20 w] LB AR IE P SO . B4, Sl R
SCPE CREPEEBARE RN ) BB, W LA it b BT 508 AR Al (09 AN 7] 7 B 40 ot
OB . 56 AR o3 I AR e I S (1 S 1) A 6 A B 2R 4R S8 « B 20 45 5 o 1 10 Wk £
FEES SCIZE S R SO AR A PR SO, I rp Rl B3 B &5 5 e S R D AR TG I FE 1 L 22 PR ALY
P A SO A7 o

[0018] ISV 49 R B, YR S5 s 406 (1 OB T 45 6 8 0 MUARE b 2 BT AR X e — oA
ST DA » G5B R 3 AR ) B B AR BERT e AR B K BL 2 T 45 5 8000 RES A7 3R KL ey
T AERMG UL, W BV R AN 2 R BUR 4. el 1 D2 » 5 6 8 20 AR X
AR B REAET /D, U TR M i M RE AN 2 il s SR )y 4B
RGO R, PR b, PR SAS 2B Aot KB AR R 1 5 0 B A PRV [ 40 s 4 2 A
o M R OLAE H IR RR] e 2 MR I e R N JE AT o AEIX YR IR 1 D2 TR R
TROL, NG DL Ry =2 B RN T &5 6 8 20 AR R AR AN REML AN &5 5 8T 70 o AR AR
N R MR G T 2 TRV IR 22 3 AR S AR B D (I 2 5 AR AR B o %
25 RAE R ECB R ASRIAE S Bl D2 18] 73 A e B AR IR L 8 A e B, AR R
"EYIARICES, RTHCE BAT R A FEERALIRES (Bl xs EeARE ) A IR IOATE S AT LA
DU % 7 PR 2 [RAFAEAN R 2 Bt o S I O B A 2D B 2 TRV ROV I 22 57, AR
W )T IR BE S F T ALK £58 /D ib Blb B E b A2 — ST AP, S5 G i S RE
TR AT B RO T2 500, SEARZEML, S Ko 10 50 B K 1 ¢ 5,

[oo1o] AL MM T — /N R A A I AN R 73 e et Pb - 1) B0 P Vi R i A b
DRFFAE it b 7 T Pl R R 22 REPE I 5 AEA R WD Ry s it 7 5, 3R 436 17— Ffr s
i, AU R DR () $ROR — s A0 P S 2 AR 2, Brid o> i
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i ff DU — R VG A AE T TR S8 —FE b 5 (b) K Pl 28— 55 2 /b 100 FiA[FH
(R 45 G053 B — 08 B OUER ; (¢) IS5 320 AT B — i TP AR 3R — 2 E IR A
[F 53 T bl DA S B 2 R &5 B A e bl s 0 (d) AP 4568843 b 23 3 il A% 311 43
AT Rl AT 7= A2 58 A s R LS 2 AN AN R 20 T R BT IR 23 AT R LR
TR AR T TR S AR S o Herh BT SO B A i b R AR IR — 2 B A
G340 b Bl AT P 28 R B Y RII T PR 28 — IR BEVE

[0020] AT ik 28 — A AL & 2 /D 1000 2 /> 1,000, 2 /b 10, 000, £ 7> 100, 000, £ /b
1, 000, 000 B2/ 10, 000, 000 FAE B 43 Hra i fl e EFELE ST 77 X b, Pk SCEALHE 2
/1,000, 27> 10, 000, /> 100, 000, £/ 1, 000, 000 5% /D> 10, 000, 000 FhAS[F] (K145 4

ﬁjo

[0021]  fLikth, Frik & &8 o W EWAVEREEY . Lk, ik YA vE &Yk a
IR AL R AN S R A R B e St Ty A, TR 45 G 43 B PR ORI IR O A
(aptamer) »

[0022]  7EAS B EIARIE SE it 77 A, ik g5 63805 5 A S A B 2 A B 42 ik (a solid
support or supports) &ifr. PLIGHL, BT IA [ RS A A [ RS A S BREURTR I A5 o
BENBRBERES THA ARG 7. H, 2 DARR GG 5 ES TAHRA
(RIERECRIURE o DLEH, PR BRI () B4R/ T 1w me AT SRH AL BRI L B R 7 IR A A )
T3 150 BT i R SRR ) B B A (R OR AL BR o FEAZ T VR I3 St 7 X, iR R 5 56 —
o] A 2 A 32 45 AT T R R 1) SR 45 4% (dipstick) » PLidk TR AL 2R 2 t R AR BR & R A
AR NP et/ B

[0023] 7 A< J B AR 208 St 7 =Xy, P (o] 4 28 A4 sl 22 A [ AR A ik [ 41 4 L A4 AT
(monolith) \ JR 1Bk} 557 o

[0024]  TEAS R BIALIL St 7 X rh, 5550 — A St e ik () B 3 SC P R AR R R S0 . AT LIS
FH 2 R ARG B SC R S AR i BH IR 77 o AT BB BRI SC VT 3k B AR R PR SO
Y 25 R TR B AR S 7 SO B BE SO BRAR AL G MR SO, A i i (1) 45 A R e 1 AR
TGP A S Ay

[0025]  fLikth, ik AS[F 254 300 & 7R e BB e A A SCEY . RIERA A S
JE A 7SR ST o

[0026]  7EAS & BHIG—ANSEt 7 2, Bk s — A i R W o dh 2R EAR 1 S
PR S —FE S RIAH A

[0027] W] LISRH 2 PioRE S SE e AR R B 7 705 FEAS R BRALIE (9 St 77 X rp, BTl A A 0
S i 1| AN £ 7 S I 7 T 7 N G R L 7 =R - N IR 8 B
VB TR 05 i V8 PRV VRS 2 23 5 S AN B 55 5 VR 4 MR B ) Al B S0 S A PR
T R LR S R S AT ) o

[0028]  7E—sjit 77 2, AX A BH IR 7 VA B FE A DU B B AN b o A A Rl i 2D
PR Uit B R A E B e e REEIR IR IR S TR | FDK s B AR A0 2 B i
TTERS BT IR 53 B AT A o

[0020] {35, A BH 1) 75 128t — DA F6 55 T W) BR B AN 285 1 23 0 73 B8 T 28 v
FITIR 53 M i) 2 BR e g 22 /0 — R B 3 B I AT D P R Rade s, E I 3 23 B 0 16 3 4%
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S EALRER % B R Yk B RIK SRR 1 R B TR A T .

[0030]  FEAS & B —AN St 7 2, Bk ke — D AR A ke Rk A A e S TR
5 R A DL R 52 BT IR AR R S 1 5 G A3 A AR B R AR T A M
Uip

[0031]  REA 1 Mt o 25 T AL 46 R FH YRS S iR vE s iR A7 3R 1 43 i) o

[0032]  W[SRHAHAFIM 3 AT SE A R B 7515 AEA R BRI 1 St 77 X, BT ik 2 i
Yk A2 Ik W2 A 2 A8 &N ERE A N &

[0033] AR BHISHEAE T %2 2 Witk 2EWbs ic k. RS2 )y b, Bridk v
FUT IR (a) #2400k A A — R AU E — 4IRS — AR s () $240k A
HAE T RABE AR B 5 (¢) RS I I AR A i S5t an 4% 3¢
(BURVEESR 1) Jrad (9 /INEE i R AN TR 23 B 40 ot ol 00 R B3 [T %) 7 32, e 23 3l 7 AR 56 =W
VYA AEMIRES 5 () FERTIRSE = FN5E DU AW RE S 5 AR S PR U 2 B i b s 0 (e)
S TEAE AT B — RS DULAAE S P AP AE AN R I 22D — Bl o A i b, el SR BT I B 2> — B o i
Yy A g T X5 P B — R AR SR A B AR bR . 7R DL sl 7 b, 107V
BB (o) ALHE %2 AW br i B DA 42 AR5 ok B A — 2R v i Sk i B A 1 T
DI HEAER TN T

[0034] AR BHIE— DAL AL T H TR NE S A BT AR XS B B 5T o AEAS R BRI 1) S
J7 A, Frid A AR UL T 2R () 1RO AR, 2B S R M MA R 5 ),
iR RAE—&EJ7% (a first variance in amounts) ;(b) TR —Ff i 52
ST B 5 3 4 B i, % 5 4 80 3 IOIAZ A B 38 L HE IR 5 (o) BLITIR AN IR [ 45 4 30 43 I
TR 5 — PR ER—50 ITIR B — I AS TR R 43 ) DA R B 2 ARAF 3R B 40 M) s F0 (d) A
PR 45580 3 b3 B PR AT 3R B 43 B NI 7= A2 50 A, A P L 38 I 2 AN )
(R BT, BTk 73 i) B 56 — & 77 % (a second variance in amounts) . ZFiAFZ4E
4 T 8 4550 40 1) T IR O e 1) i 2 1 e 5 DU AF 38— 08 B 10 Ik AN 5] 19 23 A7 0 v ke
PR iy /N TR — T %

[0035] AR BHICERAE T H A IARE & b 2 R0 3 B k) & o 7B AR R BRI 1 St 7 2
o A B ELRE S 2D 100 FlAS [0 45 G380 43 (19 3C 28 1A 25 A A BT S 26 S il A B
TER LB A5 . AR, Frik &5 A8 40 5 [ R SR B AN R AL S o Tk SO ] ALt
ISR A SR B A) , Forh ik 7S TR 5 R g 4

[0036]  fTiEH, A</ B ARGt 46 H T LT 45 630 43 1% 3150 BT i 45 & S i i s
T BT &5 580 _EBe AT 3R 0970 M i pe 2% bl o A e B 1) e 30 2 s it 77 B il
REAS SOVT AR AN 03 S A SC iR AT Ar] 5 AR R AT e (R Eh e e 4 77 o

[0037] AR BISHRAL T AS 45 A3 S0E . (EARRWIRER 27 b, RS2
b 100 FAS R 45 A0 43, Horh ZF0AS R 25680 25 5 40 (R 00 8] 1 207k B 22 A [E A 2ok
gh, PR, ik g &3 RS AL G /S IR SCE SR 4

Bt 1 5 90
[0038] P 1 W7R T JE AN W O 2H 5 e VR SCJZE L5 i S s 7 5 R B 20 B o AR SIEHtifs] 2 o
IV J5 285 Bk S 55 1 S 0 T
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[0030] W& 2 {1 5 U - HTBR 25 BUANBR 25 ToG AIMLIR I LU AL . 42 R SEHE 5 3 o ik
S Z IR o

[0040] || 3 WyR T AR WAL A AR S B LRI 5 I 4 R o 2 BSR4 4 Sz 5
[0041] 4 7% Protein GALEAAFINI PAGE 73 Hr o /iR Sl Qe oA R4 H] Silver
Quest B LRIAH RIS -

[0042] 5 e Xt MR o W BRG] (BT i), K B E B 7 KB FEREE
JREFEE.

[0043] & 6 & FH 3 — 4k Bk b B 2 1T R0 2 0 I RE S S b . T & [ 2
2. 5kDa~10kDa, HR¥ESEHEH] 1 SLHE %4 .

[0044] & 7 J& FHE— L BRAL BE 2 BANZ 5 PR b LU 2SE o PR SEH 2 2kDa—30kDa. ARAE 5L
) 1 SR .

[0045] K] 8 52 FHE)— AL BRAL T 2 BN J5 IROA it LU o LY [ 2 30kDa—180kDa. H 4
SEA) 1 KR .

[0046] & O A& XA ¢ W 1) — AL R 3 £ — A S 7 =Xy Bl At

[00471 EX

[oo48]  BRAE A & S, sLAb BT FH B BT A R 5 R R 18 H A A U BT e A I ) B
AN DL BT B R e TR B2 25 SO O T e SR R N D R AR T A R B R
FHEBZ D ARIER — KT X :Singleton etal., Dictionary of Microbiology and
Molecular Biology (2nd ed. 1994) ;The Cambridge Dictionary of Science and
Technology (Walker ed.,1988) ;The Glossary of Genetics,b5th Ed., R.Rieger et
al. (eds. ), SpringerVerlag(1991) ;PL K& Hale&Marham, The Harper Collins Dictionay
ofBiology (1991) o AnbAL BT AL HIH, BRAE 1A & AR W ZARTE HA Prtiif i) & o
[0049]  “Opifrdly” 4R RERS 55 AR W 25 G o AR S5 AR T 23 138 43, SLEh & it U7
AN il it 5 A ST IR YRR AT 56 4 B R 1K) 7 2o AR 0 ) R A R DR VA
S BHAS I W R 45638 43 T 456 AR AR 23 B4 o

[0050]  “WR B )7 IR REME 2550 M) (BB 20K ) IR T, « s b5 7 2 4a
W TSR 5T B0, (5 R B R RGBS 1 AT B 5T < B B A ) KA I
B0 SR KR R R B 50 GRS & BB 5 (9 2, iKW |/ i A HE R B 5] ) o “ A4
SR TR AR S W 1 B IR VLR 4 IR L IR SRR 28 IR D
B2 o R B e L g 5 (b B e E A e ) RIRER. R EE LT, A
R S 1 WS B SR RT DA R 43 - S A v 0 2 s A R A R AE IR SO R o AE AR S 1 WA 511
(RSB GG T Hulk 2R B 5T BRER B MAZ IR I [ A 204 o A ARE S 1 WS B )Xo
ST S R S T B R, SELDT H A F W B SR A He e sE T L TS R &
A 6, 225, 047 (Hutchens and Yip, ” Use of retentate chromatography to generate

difference maps, ” May 1,2001),

[0051]  Z5i&E nIfEIE T s F A AR AT RS CEAE S K HERE LA
TFRFLIRY), A e 2 WS ) TARAEH 50T R A A% & B IEAT R0 1 3 A7 0 e A2 AH HLAE
.

[0052]  “[EIfRZ MR RFa RGO CHIWIER ) T 4E  BARATE I JE A BB 2517 55 55 14T

9
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FIAEE Y

[0053]  “THEAEY G 2Rl TARRZ IR AED B AR AR 8 T 2 &
FTE e HALHS, B, eI 5 M RS A 7w (Ciphergen Biosystems) (Fremont, CA)
Packard BioScience 7y @) (Meriden CT). Zyomyx 2y 7 (Hayward, CA) DL M Phylos 2y 7]
(Lexington, MA) A8 BB AED S i o BI85 1 500 v I SE A AT DL T 51 & R Bl & 1)
Hig T £ EHEF) 6, 225, 047 (Hutchens and Yip, ” Use of retentatechromatography
to generate difference maps, ” May 1,2001) ; bR 2y WO 99/51773 (Kuimelis

and Wagner, " Addressable protein arrays, " October 14,1999) ; [® Ffr 2y JF WO
00/04389 (Wagner et al., ” Arrays ofprotein—capture agents and methods of use
thereof, ” July 27,2000) PLAEFRZATF WO 00/56934 (Englert et al., ” Continuous
porous matrix arrays, ’ September 28,2000).

[0054]  “F%TH Waom i R (Surface—FEnhanced Neat Desorption)” B¢ “SEND” f& SELDI
A2, HADFEAE FH A5 e B W 7 7 R FERER ( “SEND 841 7) , Pridee W 7y 45 &
FEBREF R . 0, BT L S sl AR A A S AT S5 S . ARG MALDT AN[E] A2,
SEND o i) 73 Mrap AN s BEAE FH TR/ FUES T Be ey 7 I AR AR B 33K “ e IRk
531 (Energy absorbing molecules)” ( “EAM”) ‘Z¥RREM ISR HIHOGHER / o B )
e T B S F 5 Bl ) 73 A ) o3 7 ORI AL B 1K 7 o 1 TR B S MALDT A A8 FH i 4
T CHEA“ZERT) , B#H a5 AR (cinnamic acid) T4 I+ 78 (sinapinic
acid) ( “SPA”) UL - FAHE - PIEERR ( “CHCA”) I FA3L3E IR T BEIG « Fo 0k 2 ZL AT
A8y, UL e . Hod LS SELDT A A ) EAM. 7EARe & S 77 5K, Be Rl oy T4
LI BRI W), a0 3R LG IR ER 4 , A pin] LA o — S —4— AT AR IR e
FEVEER AT MG IR B IR . A 53— 920t 7 Sh, MR o — Bl —4- BRI IR BE A A
PIEERR NG PRI AN 3— ( = — A4k ) TEER N3 AR R IR R 3L Y . A6 55— St 7 =X
W R o - Uk —4- BRI IR IR R AN R BE VAR IR+ /\ e ke (octadecyl
methacrylate) ( “C18 SEND”) f{3L3R4). SEND Al ik — 20 W T3¢ [/ &) 5, 719, 060 F WO
03/64594 (Kitagawa, ” Monomers And Polymers Having EnergyAbsorbing Moieties Of
Use In Desorption/Ionization Of Analytes” , August 7,2003),

[0055]  SEAC/SEND jg& SELDI fyZe Y, Horp 45 & 3 70 AU RE BRI 7 T3 45 & THE i BRI
[l Pl, SEAC/SEND £RET BEMW A 1 2% Rt A SR A AR B 1 Jhc 5 g 5k A A 3k Joa R R £ 3 23
). C18 SEND A=)t ;v 42 SEAC/SEND ({72 8, HoALHE CI8 iy, % &l 7 I ThReAE THE N &5 &
#5535 1M CHCA & 73 B D Re A6 T-7E 4 Be E W 73

[0056]  H1ZE ol & LM & G o W) il3E i) A B B AE O S B OB M SRR S 1
R BFF 3] FR) 2 T i £ 38 P A e S 1 O B SR R &5 T ik R Tl i ) SRR B BR R
Protein Chip ®FEFEHE :NP20. H4. H50. SAX-2. Q10 WCX-2. CM-10. IMAC-30. LSAX-30.
LWCX-30. IMAC—40. PS-10 LA ¢ PS-20, IXEEH [ UL A& SRR . 24 IR
IR A

[0057] X NP-20 A4)t5 Fr , SEAGTEE IR D BEAE T4 A 27K PR B B R SRR /K M B A o
[0058]  H4. H50. SAX-2, WCX-2. IMAC-3. PS—10 LA Jz PS—20 £t B 0k — 20 A & /K B Jise
A R AR G, %R G UL By O 45 T A8 Fr 3 i, BCs a fi e DAL

10
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oy RGeS AW R . B4 AYS B H T HUK S G AR B e dk. H50 4
WS HAHTHKMES G ERERRIE -2 (478 ) TENMRKREE. SAX-2 £
B T BB 1A ) DY 2 8 B e ik . WOX=2 ZEM0 i B T BH S A8 e 1) e 1 6
BRI, IMAC-3 AN BEHBENIE LR (nitriloacetic acid) 5% IDA [# 52 K H T
A G5 G R 1o PS-10 AW A RATBESE - IR (acyl-imidizole) F RE M, H g
HE AR EH TN AW AT RN, PS-20 AW A H TS5 &AM &
G AE R PS RIVAEY S T¥ AR 7 MW, bk, 2R R R
R EABAAEVER / PUEROBR RS, 46 20 RIEHLR 7 E IR A 3 i 2
BERY S R T . LSAX-30 ( BHES 7254 ) « LWCX-30 ( FH B 740 #e ) K IMAC-40 ( & @ B 4
W) A R R B e LR ER (latex bead) . FTIAEMS H v iE—F 0T .
W000/66265 (Rich et al. (” Probes for a Gas Phase Ton Spectrometer, ” November
9, 2000) ;WO 00/67293 (Beecher et al.,” Sample Holder withHydrophobic Coating for
Gas Phase Mass Spectrometer,” November 9,2000) ;3£ EEH)H i 09/908, 518 (Pohl et
al.,” Latex Based AdsorbentChip,” July 16,2002) LK 35 EEH]HiE 60/350, 110 (Un
etal., ” Hydrophobic Surface Chip, ” November 8,2001),

[0059]  “SAHE FOLIE ARl A B FIAE . OB S a RIS 7
RIBS U 0, SAH S O R RS PSS B PRGBS RN E R E . R
AHE O S e A8 AU S ORI SO I <A 7.

[0060] B3 i W ] A8 A B URH ¥ 1 ey B Y 250 A B 16 A B4
— RS HE B U B A A RO SCR SE  RAT I E] (time—of—flight) 2.\ BTEHEY:
(magnetic sector) I VUM €L (quadrapole filter) & M (ion trap) A & T
[ e (ion cyclotronresonance) i HL A 70 M7 %, LA SIS T A2 & o« ik
Fe T A A ST ORI AH B 1

[0061] A B SCHb ) “HRE” 80 B ACERER” 2 F8 T TRk B 0 i & S NSO
BN BT ) HEE . e RORE S AR R R i BRI (Bt
(VBT ) 5 2 AT DA BT IR i R R i gl 52086 2 L B RE RN . “ SELDT #R4H "R
G TR (XRS5 G857 ) BIEREr . “WR BRI~ 2 Fa b 1 P 45 & 1 3R
Tl A2 b PR MR R I 7 i W B SR B e A 49 i i e N T A BB & A B i 7 N
GEEG AT A GG I R N4y BT 456 3R T o

[0062]  “SELDT MS #4125 6 & &5 & 1R it W R I R Eet-.

[0063] AR HSCH “ U7 £ 7 SRR AR B FE S P o B i BB T E . T E bt
HASG W7 BEME (b > 0.05) KGN HEMRRIARELRR, 77 Z LT 2> — R 77
TR RS U R SR b BT B DR B AR HEZE 1 o AR IR ARSI 75 v A o i v, I
AT S AT ) R R U T S B UG T T R IX A

[0064]  “PR¥GEZZ MR "R TE A L T-BEE I IR BRI 2 T B R R S5 S W) BRIV W BRI G2
VRS ER (] DR el i m] LA pH Z2nh R 2 RSB N ), K500 0F BAT kb
AR H T AR S E G LR R RS G e st .

[0065]  “PrMiZZ iy ” & T e K 4 5 80 o R 455 1 20 B i B TRV VR o A0 28 1 O
W A EAE S V) ARSI PR 22 o v e 08 T R R () AR ELVE . 0 R 22 e
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VB, W 2 1P P L A RS BV TR S A I K95 00 B AL NS . T8, S T
SO AR50 M B e P PRI R v TR DR G BV BE 5 DA A e Jt 52 o v 5 5 T
R FRIAHEAER . Widd s 7 IAH BAE R IGIX A RE I RRA 7™ B, M e i 28 il 1))™ 5
P R T UR R R LI T R

[oo66] K HFIA

[0067] A BHERAEL TR0 SR 7 v A S A T VA B AT A SR RN T NE R AR
EW RIS BT R S . ELBER A Bk S R IR A B R ik
BEAE BT () 753200 78 o, TR A3 26 77 V2 BE A8 ek /N s 2 BT A 0 P Y [ BT I A 5
ARMA DI BREEEW, ZZ WP AMUFAEREARRG N CRF 10°F ), i HA7
FER B ATE T (BRI T 10°) o 2551, SRA BT R 5K 1R B REGS [R] i 43 BT “ VR 85 R4
(Deep Proteome) ”, HALFERK B AV RIE (ARSI M AMIE ) 192 Bk A7 AE 1K
®EKFEEEAR. (ZWE5) . AkARHBAEH TS TFEGREY, & WEWFE S5y
Pl & i 3%

[0068] 737k i v T B e B 7 2 D/ A2 2 e Ao FH &5 630 20 SCPE SEIR I, ik S R
AT PR Z FE 0, Tl SO M vk LA bl 45 & TRk L. 18 A
B M 2 A6 PE S T T, B IR KR I &S5 3 S5 S P I i mE e
ST A AE B iy TR % B &5 6320 M Re 0 Pl B & TR, X 28 i = 5 o i
YIS E IR B o O R R 2 A A b, R 7 BT 0 B R M T 5y 1 TRV A
A E TS G Bk, 55 FE R T, IR Hr oh & R & 7
REESHE ARG G REG M EE R MR % UGG
VRS G I AT, A RS AR DRI F YRR A B T R M AR B R, A
B, AR AR GG I & 5 DA o IR & S AT R G I o 43 BT AR DRI B R R [ I A
(R 25 T B B — 40 T, B HU R FH S A ) I 55 5 2 1 23 i S I Wt 42 o Ak 22
(BRAEA AR ) A TP AT, CLLE AE, B8 A2 R, 2P MK
AR L SR ARG PR, 15550 W R F 40 b ic vl g B 0N R . 43
A B I3 BT RSN F 1R 43 A 40 =F BV TR AT 4 BRA, X B A Ak 2 (BRAEAN 2 K2 40k
ER A ) MR LT

[0069] SR FT 5K ¥ & BH i 2 A 2 T ER B AT B AEWRBH T DB M2 )i » AT 1 Hbk:
B AT T B 22 R 45 6 B0 BT o B i SR 400 o o it A 0 % P ) 7 S5 3
gy LU B R T . BTSSR A DB ), MANVEL & 856300 1802, 500G
RERAGDA RN, BTN TYIGEE SIREW T 5 s o ik & AR m A =5
SY BTN TR BEBE N, WO AR W AR AE R 0 A 0k BE SRR B o 43 BT A0 R R 3 TR B
SN 22 TR TR P 3 T BT A A 1 3 o 50 20 6 0 4 TG 20 B8 7 A A D 26 8 0 17 O S A A T
PR o BT s K E 3 BEAS DRI, i A S A AR AR E A R ARG ERE Y
AT IS DU AT P T AR U

[0070]  TEAR & B Lesj 7y b, I LI 54568 S5 A M o i BRse i 28 M TR
AR BUR B UGS b AR BT AT, AR X 2885t 7 2 A R e 2 e v ] B A
T T AR 2 ) o . ] e, AR MR T EREFBOS i 2 )5, BB A i S A
ST FEIXFPE LI IE St 77 =CHp, 48 A SEND Bk SEAC/SEND AE4t5 Fv iz A S A7 b

12
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A5 BT T o IR BN IE St 77 ARG T X AR D W 2 P B 5 ) B AR DURR T A )85
2 F a2 SO R) m0R S B 53 N S BT 7 3K

[0071]  IRMEZ G GE 7 (REA S G8r PON B8 1RGP AR R R S — BN E
I3 LEI BT AT ) 5 AR BH AT DUAE ST B P b 8 T 200 B S VRS U B B I s Ol R A R A
TREWY) R RAT DRI o 3 A FE R 0 L 53 stk LA ek A8 2RI i s Al (L il TR E
Sy NTHERG, BB AR AE K B AR AR CL 2 TGVl 0 Hrvs A 2R ) BoAs Il 3% 8 il
BT ARSE I T HEH KRBk, 5 W T A2 548G P A7 KR B [ 20 i A
I TR EZ IR ERAE A/ BEZ AN B A/ B AN D IR B o HIR % 1 0 20 0 B b
A WU R = MR A AEART D 3R 52 3] Bl TR R R RR . A, i B AR =E R A
PIEIRHXT R FE A I BH Re A AS AT it AN LUR AT AE I 73 34 o LLIIE A4, AR 4 13 o
IAFAEIR B IREE 7 By in Fe 2R o e i, i in B s A2 m = F I, /2R 2 AT
JEIR B ZEIR o AHX T im0 & AR BRI 4i I8+ B . PR, SR AR
BH 1) 2% 715 8] 2 TS5 A it IS AHDN T B R VR B = B A A IR B & SR IR SRS
T ek v A AR B = M oA BE AR AT, st mT SR R ARSI 20 BT 0 1) 73 BT 2 8 1) —
e 2 I R AR e i L s HASIN o A A A

[0072] G IEAHIR K532, A BH 68 8 0 e AL A o P A7 AE IV IR = 2R 0, W A AL v
SR A, P E A R S BN AT EAEE A . flanck B 4 e s LiE g
PUAF A EIRER AR E A B, ZEAFCRAH TRIEPUAR . FEXEED TS
M AZATAE R, 8 ] R 0t ELTSA A IVEEAT R o H A2, S B B AR KN, Sz
AR I A2 ORI o N S B ST AR A BN B4 B IO A AT AR B, IR B i 1 B AR B ]
e S A A, FH R I AL A B S A S T VR AT A 6

[0073] L. Jak/ME il TR R AEDN 20 B Pk

[0074]  A. 35 E R E0 FE

[0075] AR BH RS0 A i mT DA BEAE IR 50 A P IR 20 T 5 A BH IR 25 6538 70 AH 4%
fitd CUASCHTIR ) PUEFTER . B R IR S AL HE R R AR AR B L mT
(R ECR AR AL [ 44, 5655 . ARIEHE, RIS E ORI« B AE S T BRI B kIR T4 KR
BH 7 V2 T AT PSR o 404, AR S on] BN B 57K 2 R AR SOk 7.
AT /T

[0076]  WJ LM, WIGAHE S RT FH 2 M7 24T il a% LA AST 38 i OGRS I (1 N o TR A
il & ELHE R R 2 A W) IR AR BB R B A VB UESE o 0, [ ARE S T O R A R R
SR G R K BCA AL IR T PR B o SRS X0k BB AR M- B SE A R B () 71 o AR IR
S AR A BH () 771522 /T PR SRR 8 I AT R IR B R DR SR R A A AR
IR RRERT /) Bk 4d .

[0077]  RISHE AR S 20 WA R Hr 4, SEPLIE L 22 2 8.15.,20.50.,100, 1000+
100, 000+ 1, 000, 000+ 10, 000, 000 B 5 22 FPGER ST HTH o AEFLEREHLT , 18 TR A K B
TETEAT B AR B A i ] B 250 R e T MO M . DRI HE, RIS AT i P K 43 A
VIR B 22 /D s s 2, AR, /DA AN I B 2 AN S AR BHI vk —
28 St ] A I 2 D PR S R AT RS I £ 43 B 4 ) 2 B TR /s 22 /D A L SR
i1, 10.20.50.100. 1000 B 5 %1%,

13
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[0078]  A] ISR FHATA I B 77 VA OB i B A i o 1 20, R AR R VRDE 42 L B L B
TR RWCEE MBS o AT DICR R E S F AR VIBR BN BB SR IR A o 5
T O A RSB 777 2% v FEE ORGSR S T 22 m] a2 () 0 B SO S RO S AR A R
N AR T RN o

[0079] 1. AEWREAE N

[0080] 3G A% it mT LAM [ ¥ 0 b A0 25 R o B AR AT AU, A S BRAE AT i 3 R R
KRB AR BLE R IR S AR R b PR A AR R AR . TR F AR B 1)
T3 FARAE B AR YD RE S AL 27K I VR T PN IR P IR R LR VTR P RS
VK 2R TN S 8 T VR YRR i R IR VR VA 2L 2R 50 SR Al 55 0 At e 2 B A
I M S) S SRS TR PR AL RS R B AT A o AR P R R 0 B P L
HAB G ZIR N Z 85 5 Bk, MR AT 2 s T B A AR 1, BOR 550 B
RSV WHEDIE o3 TS | B 28 HRUB Y L 41 TR TGS S AH OC I 40 B AR ™4 o R il 1, 2R3 7
VD25t A 40 N AR I o SRBIAL T NI 3 AT 2 A iR S (AR E O
P AR SEFIIER TS ) (5 BAFR 7R

[0081] DB AT W3 A0 6 TS LE X5 B ) S I 16, (R AE B A 2R R BRI . e il b, 7
WA N BT e G Y (CBREDUESR ) SRR 2 R An] G A
= A 1, BCRYE T ISR EE T304 P AN RN B R R 35 A7 AE . 0, SEml LU R A
(eggwhite) BY E. Coli $2HI .

[0082] 2. FREZIRIGFE S,

[0083]  BAEEAE M2 H T AR B 5 — UL IR FE o DUk PR EEAE i ARG A F7
J8 TR G ETHE K IR B FAE 5 o BRBERE i rP AR IE 1 o A B HE R AR A5 il
T NERE BR BRI BRI, CL R 40 0 2555 (1 BRI » 8 0 T 3R R 1) 45 4 B
AL o REIHE, TERREEIREOAT Wb SRR IE T R T2, FEA R i i AR R R 2R
IRIE T 2R SRR 2R o FREEIRIO AT S A7 AR (R0 AH OC R 2 BB 23 B ) B 465 58 B B A4 LA A A
AT B IR AR (ebola) « HIV, SARS. I « BRUBE IEPE RAE A W 4R AR IR0 AH DS a8 A
A5 L TR 7 2 R FERE 8 S CID S5 R IE I 2 A R IR

[0084] {5 PEEREEFE S AT 3R B 2 FhkUs, BLRE FARIAEE , i W RARAFAE KR o REARAFAE
(R ZK A T ] DL I 8 T Y K S AN . m IR R, RER R A T DL
K B 7K AL AL IR -

[0085]  WJ ML, MAETAE S ATEC B NGB, @ R . IR T DR A IE AR
Yo ARIE Y, PR IR 52 2 — PP a2 Pl A AR W R A R IH , B Fh B PEsshl,
T ANVPAR R = AR T R TR 250 S R VX RBE R M B R 5 B o SREUGZ I BT
it R V2B SR FH AR ST AN 53 U0 IS B RN R SR 3R T b T R, SO B SR
K1 EEEARE .

[0086] B. i EHMILE &>

[0087] AR B E S G 8 o B DA VLY T, W R R =%, LAY RS YiE i
JRVEBE L 2R SRR . AR B ES 58 73 v LU 4>+ 24 100KDa 555 & (1) 47
¥, WA, (HARE 25y &AL 10KDa YE [ N BN 401, UL RS 1KDa Zif, 3 2
/T 1KDa, il /N F 750,500 BY 250Da. BEAR b, A B 45680 2 5 AN HERURE AL 4 o 25

14



CN 1997284 B i BB 12/35 B

+
Ho SN TERURAR IG5 1 4T85 VURIAH R 455 8 7, 1125 A RORE S B 556 AN R 11 45
GHIT o
[0088] ANk BH ) & 480 4 v LR TR W BV, BRAE REAY ik 5 &8 oy 5 o ity (4%
BT EAARAE ) A AR AT e RS
[0089] 4545 73 ] LA Wik T A48 Jo /s SR ( HE AP IR 2k Wk B AR /M ISR 38 e i 52386 ) 19—
whar. (W, Tang, Xiao—Bo,et al. ;J.Biochem ;1997 ;pp. 686-690 ;vol. 122,No. 4) .
TEW B ARSIk (1 T b 520 JIR B A% SIS IR 26 SC PRI S0 28 , %07 V508 o Tk
HEDUARSCIE o Wik B A 7R SCZE H W B R )l P iR Wi T 7 L 28 18 i SR A 3V N T A 45 5
BB AE A s R R B AN RS o AT R IR . SRR B AR R, AT DL (A 2 4 3 o 1)
PR
[0090]  ZE&ERAr I T LRt & a0 1 T TEA G 0 IR BT 55 0, %585
BT IR S &8 0 5 HAMEA B AR ZE S5 o Ty PR 456300 53 Sty X0 R A0l 1 1 1 45
G GG 2 B A5 2 A BRI T 43 B BT AT B A W) AT ST B i I 5 2 i) &5
Hro A SCFERT UL AR B PR fa s 5 F o I 18 a0 19 B RARAFAE R IR -
[0091] AU BH 4SS &8 73 v LLR AR SURE AR i O AR AT EOR AT il 4% o 1914, 45
HrHl oy AT Ol A A S i MR IE e (bSOl N 8 a3 2 AV AaNLEEY ) |
KHBEHAFEARNE . X TZEEEL HAAZ T 15.10.8.6 5 4 M IEBR I A A 741,
KA BT 2 TR B Bl AR A= BRIAT i & o B4, A 25 BEOCZERT WL T, 491 4 Fodor
et al., Science 251 :767-773(1991) F11 Houghten etal., Nature 354 :84-86(1991) ., {F
A - L4 - EHBAEA G A B (Lamet al. ,Nature 354,82-84(1991)) 1, &5 &34 (1 4h
HZ PR AR AR E 54600 IKE (TERNEEH0 P R NELE ) 11
el g R o
[0092]  #XER 2 T — PRI AEMANER GV E G 7. HIRAHRE, 7] DR ARG AR
N AT S0 A B ] H R &S LR . A R BHAR I ML R &5 & i 7 K B A 2270 4
A, AL 68110415 B 20 MEZIFIR . IR L& 7 WG se e S ko 748 (I WEH
SRECUE ) 454 BB s AU DNA B RNA 4 1+ (40, B RRIE 1A ) .
[0093] AR EHICELFESRESE G5y SRS G KRR IE 2 2270 5 gl i fer, 5
LR 8.10.15.20.25 B 5 AN Sl 547
[0094]  EMEREWE AT LUENR . AneAb B A FH 19, RTE“ TR 7 2 fe s K MM
ST A o HH Ik, S5A8 2 I R SSC R RIAE T T A R B 7 VARG & o B T o
46 C14 & C50 IR 75 55 5 be 2 5 M BB B B it o, HonT 4% &2 b — P %R+, 1%
Z% 5 18 RGBSR RN o R B TR DR FE R H vk A R R IO TR [ R
Wk £ T Ji e M Bt TR I Ji o 65630 2 UG R S P IR A BEAR G 2 22 /0 B A B 7, SRk 22 /D 8,
10.15.20.25.50 B{ 5 £ > 47
[0095] AU BHA AT LIS FH/INE ML FAEA S G . 0, Irid o+ HA R 55047
YR A YR BUK M BCE A BAE R IRt . ANANLES A B E T T ik
A2 A, W s - — - = - IR I O L A, B - = - = - LR 3
TP, A, BRI, O, R IR L S o A, SCPEAE A 2R s (4022 I, Bunin et
al.,Proc. Natl. Acad. Sci. USA 91 :4708-4712(1994)) F2Efik (440 Simon et al.,Proc.

)

15



CN 1997284 B OB P 13/35 7
AR =
FUL T B Re
4. AT B R

Natl. Acad. Sci. USA 89 :9367-9371(1992)) . fE X & szl 7 b, 454
. AN IFAERR TF A8, B AU AR 53 A] LAR 25 5 M U]
A, iIX LI P HAT 8 M B K M ECE ARe P, 8 B R A R I 45 &
HiuR IR 20 5 456053 STE IR il 28 AT H

[0096]  &fi& 53 AT LAJ W S ) FUSEE 45 T 8o i) R Bk A i), 8038 AT BL SR bR
TR ERGOE S T s E B € AR 8UA L (a2 W, Harlow and Lane, Antibodies,
Cold Spring Harbor Laboratory, Cold Spring Harbor, NY(1988) ;Biancala et al.,
Letters in PeptideScience 7(291) :297(2000) ;MacBeath et al., Science 289 :
1760-1763 (2000) ;Cass et al.,ed.,Proceedings of the Thirteenth AmericanPeptide
Symposium ;Leiden, Escom,975-979 (1994) ; £ +  H| 5,576,220 ;Cook et al.,
Tetrahedron Letters 35 :6777-6780(1994) ; #FH Fodor et al., Science 251(4995) :
767-773(1991)) .

[0097]  ZH& 30/

[0008]  {EAS S W — AN St 77 2N, 856580 03 I SC e 7 40 6 SO R s 7 o A5 3
JE T 2 AL R A G T AT BRI AL 0T 2N, DM s A& 7 SOF
G EES . N, SER S A G4 SR, 1 W 22 IO, 2 1l — 2 Ak 2 )
P (258 ) DA —Fm] Re 77 XA & s €l 5K (RE, Z G T 2 25 1)
BH ) TR 28Kt a0 FAG % B a2 5 A A o 4> Bl o3 28 1, W AT B 1
LICHEGWEH A2 55 B 3, 125 Pt . fEIGoLF, Mk (AL B, C. D M E) R&EASE
(K5, W Ul :A-A-A-A-A ;A-A-A-A-B ;A-A-A-A-C ;A-A-A-B-A ;A-A-A-B-B ;A-A-A-B—C3;. .. .. ;
A-A-B-A-A ;A-A-B-A-B ;A-A-B-A—C;..... ;E-E-E-E-C ;E-E-E-E-D ;E-E-E-E-E,

[0099]  ZH-& SCHER) I — B 22 BLSCHA ZEAR ) o 2 A AR A 2 A ol 73 7 B
Lo, HoAp A PR EUAR IO B . =5 - = ( = AWTEURAL &) B —Fsif], 2k
Al A TR . i REUREEM R E 2 =, WInTRER 4520 BRI 10, 18] LU S5 HL
AREE IR XS B AT, 7EIX MO0 T A A B 2 8K

[0100]
(o L L
P N
i P
NNy A I N N
/”\ /k G < i {
(] N/ Cl C ..)\N N/s\n n)\n
A A A
% gk Nj\u
|
\ PN
WAL
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[0101] VRN =IK-F, Al LR &M 416 SCF 5 DL QO R K SO AT A A, b 53
SCHE BRI LA M 741

[0102]  wJ DL Ak AR g Il 4 A VR B AT B TR A & . X T IRES &
WAME, TR KERER T 15.10.8.6 5 4 MEIEIR . AR MR L A3 kK E
SR/ 4 A, HARIE 6.8.10. 15, BiA /D 20 MG . FHHAKEILIE R 220> 5 ANl AT,
BRI 8.10.15.20.25 B HH AN Sl 547

[0103]  ZH& SCFER LR Se A e 21 VRSN e a5 SR RIXFE— 23
Vi % SCEE S B 4 e B AWK LA AR —Rha] e i s HE A1) 7 AR 7 K
ANGEA SCPE SR IR — BE S, WS k> A 45 08 B G FE I — Fh B2 FonT Re i1 52 4
Hez1) 77 Ko

[0104]  JIk 4548045 72 Bt 32 5K (0 A & BH I AR e 5 it 77 5K A edd FH T BT 32 K 1 AR ok B
()R G5 6 308 53 B 7 1 2 AR SUBCRE AR N 52 AR T 8 T, 460 < S 2 A e AL 7 (A3
2 W, Furka et al., Int.]J.PeptideProtein Res.,37 :487-493(1991) ;Houghton et
al., Nature 354 :84-88(1991) ;Lam et al., Nature, 354 :82-84 (1991) ; [H Fr & F 1 i
W092/00091 ; F13E [H £ F) 5,010, 175.5, 133, 866 F1 5, 498, 538) F A4 50 1K) Ho ' Jy
o TKCEERIZEIAIER] W T Devlin et al., Science, 249 :404-406 (1990) .

[0105] A AR BT i A0 T2 R A 2 B AT LA st 2 250E 0 M R I S0 (Lam
et al., Nature 354 :82-84(1991) FIEFFEHR HIE (PCT)WO 92/00091) , % 3L JFEHAMA
(KI5 44 B0, F 18 AR AR B IR il 2% (Y 2 M /S SR MDA SC AL 75 34 X LOPRIAS [R] I 45440 o

LB FE 2 TR A A AT, ] R S5 R B 355k R EFR I o sh4h, Frid SO ) B
— R E VR G A AN F D T IIRE ST LA SCREI 53 T AR AR AR b2 sl 5 1 i
BRSSPk [ AR A an ek, Horp 5 BRI T 2R AC b3 SO b 0 B A5 DL
HH T T AN (] R K 55 AN [R] 1R ST PR s 1 45 DA B T 456 SCTE A R IR BR RSV B B R R i
RERS 5 2K T 456 1 SO R AR 25 A AN R 73 7 I ] RE2 B 4R B

[0106]  Hammond %5, US 2003/0212253 (2003 4F 11 H 13 H ) A H T 414 SCFE, W F oy
Ao JRGE G5y SCEETT UL 2 ZE R A B i 20 25 1R B8 W F (R AH N T R AR s BE R 1T 5 4
TR e o 9, 2 e EUR B 2R R €8 2R T A ST P A8 I T B 4 AR R AR R IR W
W 2- ZBINA R R 7R N- Uiz JE 1R 1] LU D- S ksl m] DLk & BE AL LLAEAF AR
FEAREE I SR AL S () A A A e M. B0 00 I FE A 02 DA (IR X B 43 78 40 (1) 45
G B XABRKE AP IE &8 7 S H B S RNITA S FAHE RN, 45675

Gy W BT T E FE 2 0. 1umole—500 umole/g # AT B, BARL M, 455 & 55 I P 75 25 & A2
10umole—100 umole/g ik, /NEBIKCELE Toyopearl—AF Amino 650M #Ji§ (Tosohaas,
Montgomeryville, Pa) bF4& k. BHEERAI K/ 60-130mm/ Bk, i# it 5 Fmoc—Ala—OH FiI
Boc-Ala—OH FJIREY) (1 © 3.8 FE/RLL) MHZEE MM se R EM IRV B . 456 )5,
S641F TFA B 2% Boe IR IR o SRJE XS IS £ ORI 2 10T CBdb . SRS i iR 2R b
% B 1) Fmoc—Ala—OH A7 sl 2B IkEE . SRAIFRAE Fmoc & USRI » 78 LRG0 ) — Fi Sl 7
b, KA 20 % WRIE /DMF #4750 Fmoc—Ala— (Ac—Ala—) Toyopear] Resin Ze{%4F (2X20 43
Bh), SR DMF 35 (8 ¥R ), BRJG %573 M I8 DMMNT [ NAT o AES ST R, B Fmoc— &
M5 (BOP/NMM, i 5-10 £% ) 454 4-7 /Mo SRIG VR & WIS IR “2448 / 1R G
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SEFRAR (Furka et al., Int. J. Peptide Protein Res.,37,487-493(1991) ;Lam et al.,
Nature, 354, 82-84 (1991) ;[ Fx & F HiE WO 92/00091 (1992) ;3¢ H L)' 5,010, 175 ;5
[ & )5 5, 133, 866 ; #13¢ [H L H] 5 5,498, 538) MiATH G ERE LRI MEG BN E
2R EIERITH) (ONBY TSR ) o R E IESIRER D, 7RSI i N8
K 20 % WRIE /DME MK A B 25 5 & Fmoco SR A TFA AR ZE (TFA ¢ H. sub. 20 : Phenol,
90 : 5 1 5)2 /M PABREMBEORYIEA . ARV IR S B T PTAS RIR R Rl
4 0. 06-0. 12mm01/g WHE‘O PR 2 R T L2 L B D- S AR AR B S MH G IR G4 o

[o107] Wl 7 JF QiF SE MK B MR - IR 2K B2 A W B IR 4l &, d@ i Commonweal th
Biotechnologles, Inc. , Richmond, Va JEAT iE B2 L1 73 B AT v S04 i P 90 Tl R
H Hewlett PackardG1005A ] Edman f&f# T Protein Technologies Laboratories, Texas
AM University SEATII.

[ot08] I Tl s A A SCFEMEE R Err 3485 (5 a2 W, 357MPS, 390 MPS,
Advanced Chem Tech, Louisville KY, Symphony, Rainin, Woburn, MA,433A Applied
Biosystems, Foster City, CA,9050P1us, Millipore, Bedford, MA) » 4, Z 4G 30 )E
ARG RIA DL B3RS (12 0L, ComGenex, Princeton, N. J. , Tripos, Inc. , St. Louis,
MO, 3D Pharmaceuticals, Exton, PA, Martek Biosciences, Columbia, MD, 2§ ),

[0109]  7E L8 Tk S e it 75 =X s JIKAE 22 40 Wt B AR ) R T b 3R 08 AT 7= A2 KRS & +
T LSO o SR “WE B 147773 (Scott and Smith,Science 249 :386-390, 1990 ;Cwirla,
et al.Proc. Natl. Acad. Sci. ,87 :6378-6382, 1990 ;Devlin et al.,Science,49 :404-406,
1990) , AJ LA 2 AE 5 K A ST (10°-10%Ff b 22 54k ) o 38 —Fh 7 vk LB A AL 2%
Jr v, Hose ) f& Geysen 72 (Geysen et al., Molecular Immunology 23 :709-715,1986 ;
Geysen et al.]. Immunologic Method 102 :259-274, 1987 ;F1 Fodor 251 /774 (Science
251 :767-773,1991) » Furka %% (14th International Congress of Biochemistry,
Volume#b, Abstract FR :013,1988 ;Furka, Int. J. Peptide Protein Res. 37 :487-493,
1991) , Houghton ( SE[E &5 4, 631, 211, 1986 4F 12 H /A4 ) Fl Rutter %5 (SEE LH]5
5,010, 175, 1991 4 4 H 23 H A ) AFF 7 H T HI8AE RSl n) sl o m 15 AR i ik
REVIRI T

[o110]  iEW] DAAS A H & H T AR ik 2 2 RSO A 2. iR A 2 A 46 , (HAS
BT <k (gl dn, PCT M5 WO 91/19735) , Zwhd Ik (i, PCT Hig 5 WO 93/20242) ,
BEAL D 5 R ()40, PCT HHIE 5 WO 92/00091) , & & & 2K (#ln, 3£ H 4] 5
5,288, 514) , diversomer &1 L N EEIR. 25 — % = 25 — Ik (Hobbs etal., Proc. Nezt.
Acad. Sci. USA 90 :6909-6913(1993) ), ffil#HME £ Ik (vinylopgous polypeptide) (Hagihara
et al., J. Amer. Chem. Soc. 114 :6568 (1992)), H A 7 % H 37 48 1 98 Bk M K A5 51 4
(Hirschmann et al., J.Amer. Chem. Soc. 114 :9217-9218(1992)) , /MY-EY) X JE IR
HLE kL (Chen et al., J. Amer. Chem. Soc. 116 :2661 (1994) ) , EwkfizlE (oligocarbamates)
(Cho et al., Science 261 :1303(1993)),F1 / BUAKIEBERNE (Campbell et al., J.Org.
Chem. 59 :658 (1994) ) , %R L2 ( 2 Ausubel, Berger and Sambrook, i ik ), fk#%
M S (Ban 2 W, 55 B &) 5, 539, 083) , BTk SR (#4123 0L, Vaughnet al., Nature
Biotechnology, 14 (3) :309-314(1996) Fll PCT/US96/10287) , ¥ 3L E (U2 UL, Liang et
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al., Science, 274 :1520-1522 (1996) M3 [H LAH| 5,593, 853) , NA L7 1 L (402
WL, K & B8, Baum C&EN, Jan 18, page 33(1993) ;2R% N — 45, £ E L H| 5, 569, 588 ;&
ekt li (thiazolidinones) FH[A)WEMEKEE (metathiazanones), 3 EEH] 5, 549, 974 ;nLig
fi, K H LA 5,525, 735 H 5, 519, 134 ;WK ACAL 54, 35 B LA 5, 506, 337 ;48 R H K,
5,288, 514,244 ) ,

[o111] Bk

[0112] AU B4 G0 o AT 1 M AL 84 S0 53 130 A 4 630 2 B g b R/ BT 0
gk 3 AR AR . B S o B R R AT AN his— AR, HonT UL AT B3R I A4 oy i
G T T R B o TEIX SIS0, W BY U)K e 41, W dnRs e PR X Factor XA B
Bl ) IS LE 741 (Invitrogen, San Diego,Calif.) A fRIEMIAR AL & A2 A4 53+ FIAF S 7
N DME T @G P20 W B/ 80 o e S e DR i v FE A 5 2 1 3kt ] g A AR
SLER4y (2 W, Deisenhofer, J. , Biochemistry 20(1981)2361-2370) . A45iI 1 40
£ P H e S B Sk # oy o 2 WL, Hochul i, Chemisclze Trzdustrie, 12 :69-70(1989) ;
Hochuli, Genetic Engineering, Principle and Methods,12 :87-98(1990), Plenum
Press, N. Y. ;and Crowe, et al. (1992)0TAexpress :The HighlLevel Expression&Protein
Purgfication System, QIAGEN, Inc.Chatsworth, Calif. ; FiRCfE5I A MARE 5%,
7 L2 WR B T A2 9 - I P DR o i DL AL B R AR R T R AR AR 8 BR A o oA P Sk
WA E - AR g (% -his) 8% - AR - HER (5 -his—gly) #5%8 ;flu HA §%
% 2 Ik K& H Bt 4Kk 12CA5[Field et al., Mol. Cell.Biol.,8 :2159-2165(1988) ] ;c—myc
WRZE M H 8F9.3C7.6E10, G4, B7 F1 9E10 $11E& (Evan et al., Molecular and CelLlular
Biology,5 :3610-3616 (1985)) ;1 & 4l Jid 72 9y &5 ¥ 25 1 D (gD) br2E K HHifk (Paborsky
et al., ProteinEngineering,3(6) :547-553(1990)) . H'EIrZEZL IKEHE Flag- ik (Hopp
et al., BioTechnology,6 :1204-1210(1988)) ;KT3 % {7 fk (Martinet al., Science,
255 :192-194(1992)) ;a - & & B F 47 BL (Skinner etal., J.Biol. Chem. ,266 :
15163-15166 (1991)) ; #1 T7 ZEK 10 #25 F FUKAR2E (Lutz—Freyermuth et al., Proc.
Natl. Acad. Sci. USA, 87 :6393-6397 (1990) ) »

[01138]  C. R G B MR AL 5 25 i)

[o114] T AERRAT 5 &5 68 0 5 H X N T AR S & 40 TR 5 4553
Fefuln] AT SR S P AEAE I M) W BB, 254530 0 mT DL SR B A S BB A, B
TG Ay T DL Se S EAREUAR, W W 4R4c . SELDT BREFFIAN S o 28 4 B R B0 RAHE
gk

[0115]  {E&S B3 IR SR —#B73 ITE UL P, BRAR R BG4 I 1 LI 375 (0 it AR AR
FIEEA R LU S T, 1 150 A1 1 ¢ 1 22 08)e BREFERL A L3]S, B8 AR5 1 sk 2>
T M AR AU B A BE D) RIS » AETEE BR ¢ AR AU 10 10 B, s B A A A 2R
PRI LZ 2204 T 0. 0005m1 1 16mL FYERZIF) (ALFE 0. 020ml) .

[o116]  fE—NSji 5 AU, £E BT S R A 2 T, R 45 5 A o 5 [ AR Sl 15 o AR ]
1 1) 5t A A [ AR AR N T 8 e e — BU TR), i I 18] 2 LA &5 &5 8 03 55 0 A
V&£, SR Ja R W A S8 RO B i i 3 T R AE 7 S A 4 5 R R 5
PR &5 A AE ] PR AR L
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[0117]  FE— ANl 77 S, g5 G B S kil 43 o ARSI 7 Kb, LRBAS IR B0 4 it
AR S 8568 256 107 OB 85580 7 5 R0 R i B . 280 88 1IN ) 2
S » BB TR 4 G A AR R 23 B EL MR ST 3 R [ (R 28 i 5 R0 A i el . XS4 25
H il oy I AR IR oy S EA B &, MR B T 45 G 1) .

[o118] &5 &8 7 SR S04 B i ]l o R P RS, o R A M A
TEEA R b AR e e B85 & T 45680 7 AR a0k, DL ARSI R A
I 5 10 2 W e 7. G EE 80 5 o0 M e S B fih— B [R], BT g ) A2 DA 7S &5
G IRBN SRS P . B ARSI AT XN R 222 10 438

[o119] [ fk#k fA

[0120]  FH-F AR B AT 452 BRI AN SR T2 o BT DU n i i iy s n] & it
PER . HRT DR R B IR SR 1Y, Ptk B AE PR o AT UL 2 Fiob k), P
ARV R E B &R LR AR, S E

[0121]  fRIE M E AR TG A VLI G W, W a0k Ak 5 CBR AL 25 A G 23 RT3 E 4 22 %
(VB UNETHE M ) U FLET 4 R LI 2D ET e sl as 0V o 81T LU FH SR TN G B R e ) ik
A e R A RRR IR £ (), BT IR AT ) o S AR AR 2 280 4 ] LA EL A 0 D0 s AS 0 ) g
REAHEAA . T IE A5t 7 AR BRI 1 280 BOAS B U 2R ) B B R

[0122]  WUMEH 2 fLAE, BN HBE SR UL KR AR . 2 FLEUAT] LU & U BUR AR
AN BN . B 2L MMNE B RAARM LR 2D RZ 1.0 92K (nm) LA
BUZR/DRLA 0. 1L LK /5 (em’/g) o PLEEHL, FLARAE 22/ K2 30nm, (R4 &K I FLXT
BRI BRI o D, FLAARRIE 2 /0 K25 0. 5em’/g, R4 FLR &SR KR AR £ 7 AL 4
KATBEA R . DU I 2 FLA A AR RUR 20 A SRR A, 8 G B IR B S /K 1k B A I B i 2%
LT WY FEAL YT Sepharose , 4555 ER A FTASHL I FEAR () 2R AR o

[0123] A48 & D0 A G5 G o I B R AR I A2 SRk R ) o PRt 6K BG4 v]
TR 1) CUSEASE 53 45 CLEE P IRVE 05 o T I 80 A 1) S04 6 KR 2 Bl tn 4T Y 32 A
ET Y25 BT AT I 1) SR 0 L AR A M AT I e SRR TR e A8 Pk TUR e~ e 2 A
IR IR o FL8 SA9) B82S BRI A B 7K SR A 0 W R TN IR eI SR T A IR IR 58 L M e
(PVA) FHEARIIER & =%

[0124] W] LA it 22 RO L SE it 45 630 53 5 A B A R 45« ] DUR A PG il 45 1 45 &
053 5 B A AT 25 AT 56 A 2% BI85 A i e T AR R AR vk Rl Ik, T LIE iR R A
S EEREAREL D LM G A KR (LB — Ak 7 HEARERAES ) A
FIENRIRIR S 7 M B AR ik EIE R & oy . U8 Gl 2R G, LR MR
HEUE W Z K 2L IR B 31 I, X ol W5 B 57 44 e A [ A 2 ik B L e A H
AT DL FH AR I RN 1K 77 2%, I i g B AR 2 4y (o, SRR I IR B RE ) U
2 55 [ AR EARAE K5 — SR AL 5y, TS B E D -G 5. 5 an 22 0, 32 [ & )5
5,445,934 (Fodor et al.).

[0125] M4, 7E4RE 2 Sl 77 X, A6 S0, S EREUA, B inss N2k, il B —Mgs &
W S5 HGESE (AL EEEIRE) .

[0126]  {HJE, 75 55— Sht 77 A, & [ AR B A ] 454 2 MR S5 G4 o Bilin, T LR
FH A - R - A FF B 0 2 BRAL A SR - vl LR IR Se IR AL 55 4 Bk B BID T2k, R4
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SRJG 5B IR AL S5 A, 1 AN I B BRI TATAT 433k o LUK PP 15, N ER ] 555 2 AT
(s Gl oo HHIE, AR BIERAL T 45 &8 i AL A S0, A A4 SUFE RN Z AR R 54
[F i AR AR AR 45 e D& — PP £ 2 10.100.1000. 10, 000, 1, 000, 000, 1, 000, 000, 000
B 2 PSR ) 45 G800 v B SR AR B AR S5 o AEREE SR 7 2, AR B T
AR, A AR E B ) 5558 70 5 5 AN BRAH S & o i, FERRES &80 5 SCRE T, AR
— P BRI R R HE IR S — AN BREE G, AR 7 — Ml se i & B IR HEA Ik S o — A

Yarangar,
Pk £, 208

[0127]  WSR A AL PEBCAN T A EAR R 56 0y T 5 R Bk g 25 9, mT LR
R E K SIS ] 1 AR ELAE L TR B AR B S S AR L AR S I (AT a7
b3 ) 20— RNV ERER, AR RS R S . R E R AR N- BRI
AL 2 05 TR RS AR RIS I R DR MR U P R R A R T DL R e s RS T
Bopko W LLEE Z R OB AR TR T ek & 280k . filtn, nld@d canr iy AR A
FENHE = O ST RT AR T o AERELe s 7y 5, 560 40 106 RO 1R) 5 [ R 28 1A 25
H s ARSI E AN G AT A (), B AHBRRIAZ R 5 % ) o

[0128] W] iEHh, A LR A 5 FEREARR / 8BRS A 80 00 AHIE 25 i8Sk 3 71 SR ST 42k,
55 MR AT EAER o & T AR B 1) 2 R Sk 84 3 02 T, o
SEFE B CARIR I . A ARSTIRE AR N T 5, 335105 FH T 45 AN [R50 16 A & 2 Ak
JIT FEL RN, AR U AN 5 REAE AL FH 12 2 R0 B SE i 7 B0 36 BT i) %08 T A R B Y
[ R /) AT A G

[0120]  FolRifh ] A2k 1

[0130] A BHALIE I S it 7 2R A /N Y L BRAL Boku A [ AR 244, FEE AR/ T 1000 1 m, {1
HEANTF 10041041 850, 1 wme Fd 2 (A T8 5 20 ok A LARRRE FE5 il I e 0 A5 R BRIk /N o oK — 3K
PR 7 1T o TR PR AR A T 75 B, R AR T ORI BRI 5 5 SRk [ 428
(1% 2 TH BRI AR R T B 2R 18 K o Tlok A [T AR 28 A I ok /N A B AR O B ) 245 ST I BT 0 2 1)
SRR, b RT DA 5 o B R R SR o AR TR A 18 2%, BT 32 21 A uE 4%
R ERL NI, S LLEAE R /N (< 10wm) IZE S ES0E. b T waiox—
] 8, W] DAAEBR b Kb B A e 20 A SO AR 5 8 ok ATUARORRE 25 0 o sl 75 s L8R 844k, A
M Ky AR BRI EE A o

[0131] A HIXLEHR, WT LA A 5 AN R 45 630 70 A0 % 45 T BoRi AL ] AR 28 ik o 3 T BAS
2 AT IR A AT AR AT TR A BE R ERZ AR/ NS IR & B 43— 4 o
[0132]  FCkiAb [ AR AR AT 5 9 M 3R T A % 45, T b PR 4808 [ WN- R B B IR0 e . —
23,3 - ZhiRN RS (dithiopropionimidate) B — 1 LLE 5 416 SO L A&
AL BB S R A (RRTESL EA R MRS TUY B 2 5, AT il A A 48 2% “ B
O o X DUE I 5 BRSO ) N- s @ A8 B 75 LASE B

[0133]  TER M AR RN AT BT A AT 5 /M2 ) i A 35 28 Sl g AT I N AT B3 11
PR RPN . B4, e R R TR — A BT 7 1 2 R AR R R A
[0134]  SORLAk ] A4 280 A4 T %2 &5 11 &5 68 40 AH &5 6 IO AR 23 ] SR — Rl sl 2 g vkt
FT VR FITid J5 i R B AN R R B AT pH ) 25 P imn 45 4 W0 R A R v i 2 B
K pH. I B3R 7 0 5 RV R T BRI O / RS
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[0135]  m]LISRH 2 M5 G AR 70 BB E R W KT E 23 25 A B 1 S e, BT ik I 3246 4
AL, (HANPR T itk . SDS-PAGE B4 E HL vk, B0l S5 R 5 8E4T plo

[0136] W] b Hh, W] DL3d ik f Pk Pk B 4 4 1o A 12 SE i 7 3K b, AR O R R VR
Laemm1i 2% M0 AL 2 456 BI85 1 I WORE A [ A4 2044, I HI SDS-PAGE 43 #1 i 7€ 1
JBLo A G2 i mT DA B R, i R 1 5] SE e 7 A R R AR R T I VAT A

[0137]  mI i, ok [ A4 B A ] S IH ARG IR R s Rz 2. BLZ A, AT LA
W L BB N SV B ] R et e AR S B

[0138] WL ARORLA [ AR A8 A B V80 i B IR B s e ey, B o 41 4 B i A2 B
(V3G RN 5 R 1 5 A8 B BRARE L AT TE AN T T B AR A I

[0130] W] aok Ml AR Ao [ AR 80 A4 M il 5 700K 5 0 e L

[0140] 55 i e W pokiAb [l A a8 A B0 B TE 2 FLE B rh o Il 3 o ] 455 B A R 7
Rlfd 78 S B G 2 P AR GR 2R AT 4 BUM o

[0141]  WIRRIE R EG IR EE G 2 ok B2 S 2 T HESRIS IS BRI R &5 A e
FerhfoRi Al [ A Bl I SE 8K 4 %8 (hydroentanglement) Mgk HRAEZ 2 (7).

[0142]  JEEZH Rl n] LLIE B RAR A kIR, BLAE SR BR SR IR AT 4E M o 59K, AU E AR A 7
REAS PR A BT R 3 1) 22 Fh R AR 5 T T A W ) H e s =X

[0143] 1. BREREG SR

[0144] A% WA — N Re AIE A2 R A< ST IR 773 10 73 B 400 640 4 BEAR 228 B /> 70 BT ik 2
A ZE e Z AR AR I TR 73 44k T S5 6 W53 M) o 2R TR 58 4 SEIR AR AR R R 45 5
[R5 BT 5 [ AR 8 L IR 25580 0 T 456 1) 3 AT D s 73 B

[0145] DIk 455 3873 P 45 G B0 53 ety 5 S RH G v VR B A ok St ge KoK 2 5
(70 T4 o AT PRV TR AT B 25 T8 H W T I AR A5 2 M A B it o 07 G AR 25
GO T, BRI AT AT pH RS i B BLAE PR B s 4 T S
o

[0146] A4 B AR N 52 0 A i R IR 58 B AT S Ol T A R BH IR R Ak VI
o bRV YWy U7 v, B RE AR ™ B PR U7 vk, O O, ) an WL T Scopes,
ProteinPurification :Principles and Practice(1982) ;Ausubel, et al. (1987 1 &
HH 3 ¥ ) ;Current Protocols in MolecularBiology ;Deutscher (1990) 7 Guide to
ProteinPurification” in Methods inEnzymology vol. 182, PA M iZ & 4P K H &4
[0147]  D. MEEE I BT SR A BT )

[o148] W] LLSK FH 2 i 7 ¥4, D016 SR FH REAB A5 IR &5 6805 43 F0 23 A 4 22 TA)AH B AR FH I /K o
it 2% i VAN 0 o DE L 4 A B S D IE AT B AT IE B SR IR S v A T T
I IR, B A R 1 B R A WL R s A8 P I 7 e v B R B A R R AR S
B o B ER KV R R R A LA R o 58 PR G5 G AS Sk WD) 45 6 0 2 R
T VO B VR PT T BRI 22 b v, B P aA g A MR A5 S 1R AN 05 1 B S O8R4 B ) Y
WS B 73 Mo T 6 5 ) R I % b LA o T N, R e, T ELAS ST R N
N ARB A — AT A (A R BIOE o AR e B AT 1R 25 2 oot BL AT 00 (9l dn 2 0,
ProteinPurification :Principlesand Practice(1982) ; fll Deutscher (1990) ” Guideto
Protein Purification” in Methods in Enzymology vol. 182, LA MiZ R ¥ H T ) .
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[o149]  SLARYY N A0 G AL vk ( DUE @RS i E R E AR ) , R a
i ¢ — i (=20l g /K46 -G 4 PO BAE R IPE i) » 2851 pH FRIK 2 2. 5 (47
PRSI ) i e fe A FH ER R A

[0150] & ‘B )30 Mt 5 8 ) S 48 A0 RS A 43 e 0 R0/ B0 6 388 T 20 1T P Ay ) B 48 2
TR, WA pH SRS P T 8 A8 U R T R DR 3 11T HL AT ) PH S B VA 126 A2 5 2
W, 2 DB VE VR I pH AR AR BRYEYE L B, pH /DT 7, ik /N T 6. 8.6. 5.6. 0.5. 5.5. 0.4. 0
8% 3. 0 s BRI e AR JE B Y pH KT 7, A6 K T 7. 5.8. 0.8, 3.8.5.9. 0.9. 3.10. 0 8% 11. 0,
TENE € S 77 b, YR Sy T AL 2 OM IR pH oAy 3 OMIR pH oAy 11 B8R 6. 66 % MeCN/13. 33%
IPA/79. 2% H20/0. 8% TFA RGN . — M7 iEat b o — B 5 R R e B MO T T 3
FE I3 B 51

(01511 mJktth, W] LIASE H ey R B S A VR 78 73 1 18 1 o B AR S il o A A/
BUEE B8 BT Re TR o BRI, JU A PRI )2 B 200 B 10 3, 49 ik 1 <2 e sl V6 e
ST 1 (R B R R B IR B, AR B 0 — AN A S (R R i T AR B, B s
VW T A2/ 0. 1,481 0. 25.0. 3.0. 35.0. 4.0. 5.0. 75.1. Omo1 1—1 B 5E . 2541
K, 2RI/ S5GE  AH BAE DS IR I 8 o B O R BRI, T E I
GG S W (LR TR S ) Bl i 5 45630 77 B .
X DR 2 M7 125Kk 58 1 BTl 75 5 G AR e M 22 0 /K 18207 SO [ 1A 301k, 1%
WAk BEEE T AT, BRI R YR G2 POt [ R 8k e W S BV o TR AL TR BE R AN
SRR G IS G 0 EREI . AR5 v CLABE R G2 iyl BT B ik 73 A
[0152] BRI, i WINCRI IR , B [RS8 45 30 0 R 45 & e AT I K B 65 4, iX S B il
VIR G538 53 22 (B R 25 R 5 o 3 T FHAEAS S W VR 358 I8 0 e R ) 8 R R I R e I FH e e 1
(%) HAS ST AN SR 38 e 5 R S B AT ) 2% o 00, 3 PR B VR MOt B e v T B Tk
T4 0. 1-9M [ RERT.

[0153]  J& T35 7 I UE Wi G2 b SR T 5K ) LA S 73+ 526 G5 R0 1 7 TG i 26 R 43+
PIERENE . 1 B AEVE IS P ) 25 v AR B 1 RN HE & 1 2 2ey5 50, B 2 5
T RS R R L BT B PR A3 1 TR A K AR ELVE R, T Y 2SI R AR
— AT (1) 7 SR R I s2 P 40 3K 3 SR B A 1) 73 - HE R AR AL A S i ) 43 1o 94, B
R ERVG R R i mi iRl (SDS) DA ¥ — i day (1 07 AR 82 1 0. AR 1A K75 7)1
SRR Triton X—100\TWEENNP—40 FU=E2E — BRI ME B 95 500 S2 44 €145 CHAPS.,
[0154] R AE MRS A v B0 B R B K M AH BRI 295 012R e & L 56
LT N R ML ) e an Sl N S R H v

[0155] A< BDLIE IR WE i 22 b A 475 FH T B0 A 38 B it o 55 54 o ] B4 vk i 22
M o AR BH R R 8 Sy AT BB K o T 5 630 53 b B R I 2 s A ER
B s A s E S i TR e S 7 b, TR IR TR 5 NS S BTl
S TR G o e ST A FRE 7 i ERCVENR 42 SEND BY SEAC/SEND &% H 5t
S ARETUEE THEA ST ERER WML T, 105 81X 2850t 77 U, YEl 2
RN AE H e FE ) o

[o156] & T AR I B e St 46 FIR G4l 73 AL G o ek 2 fl Bk
B8Nt S PR AL S T i) s R 0 R 9 v o B8 255 T 22 B e IO AR M TS 1 RS 4 S B 2 TR) 43
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TAHE AR £

[0157] SR A AR B 43 & 60 53 ey By BAT B8 73 B 00k B 3 TR s 2 A 400 2 T R B2 77 Z2 41K
TARBE S PRI AF AL ) 2 T DA B S B B BE T 22 o A, AR A R B A o ST AR
SCTIR AR ART 7532 2 IR B A 5t T BT A7 A2 SRR (8] 0 W ) 2 TR VR FE D7 22T & 7R R AN &
R T VERAT HRAE 5 5 53 B 23 B0 i AT 18 23 B A B 3 R 80 e 40 9 1 23 B P PR
JE 7 2 FRAR 2 /D Wi , SEAR LI FAAR 1012012550100 1000 8¢5 2 45% . Rk, 4<% B (1)
T332 UL 55t /)N PR 2 PR O 58 282 o RCE AT S it A DR 0 I8 22 8 0 25 16 0 BT A DR S 5 K
o FEPLIEHE, YN ZZ P 22 /D — B o B 2 A R B K T S AT AR R0 A ot T R L
[0158]  7E43 B AR IR 73 B2 s WA A3 i W adh — 20 30 AT 2 T S 264k 2% sl ) B RE
PR 0 73 - & 55 FL R BION AR A B A0 A IBC AR TR 56 N ) R IR A B4 G 4y B Ak . H
TIZ IR &1 B B 2 0 1) 53 G 53 B8 T3 38 A A UIEAR B JE &0 i, 49 40 mT WL T Scopes,
Protein Purification :Principles and Practice(1982) ;Sambrook et al., Molecular
Cloning—ALaboratory Manual (2nd ed. )Vol. 1-3, Cold Spring Harbor Laboratory, Cold
Spring Harbor Press, N.Y., (Sambrook) (1989) ;LA CurrentProtocols in Molecular

Biology, F. M. Ausubel et al., eds., CurrentProtocols, a joint venture between

Greene Publishing Associates, Inc.and John Wiley&Sons, Inc., (1994 Supplement)
(Ausubel) ,

[0150]  E. £l 7 BY 1 73 #r )

[o160]  {E LK 73 M Bkl I 73 B LA AN S 25 5370 2 Ja , AT LR A U AR 51 ]
HAFATAT H A 73 B AT R o B s R AR 0 o B AR BRI 3 B R T 8=
A TR I A i R R TIE R AEDN T AE AT G T B A it P PG I FK) K B A 23 B ik B i 5 P 70 18
() 0 P D RV B S BB R AR Bl as ME 7 ZE 08y o 3 BT A0 5 BB RS sl /s BE AR, B B4 FH 4
BRI FE i B B 2 TR I R B 43 ETi &S WA AR b BT ARSI ) A T KA 2
(06 53 He AT DU D0 R R A 23 A7, T0AS 75 S BT AE VA o SIET 0 BT A A 52 Y 1 1) K2 s ik
/N ORI 2 P R 3R, BT DR 5 B 45 A 5 A s 10 A o PP JBURI BT P 56580 2 B M R 22
FEME . — el SR AR SCRT IR BN 43 B i B2 J7 22 sk /s 2 DA 4270 25 %, B4k %2 /b
302640965096 .60 %70 % 75 % B 80 % 73 &5 H) 73 M 445 LIRS I, 1y A 7 2 H B A v Ve 6
HA b, AR YIRRAE 422 90 % .95 % .98 % Y 5 £ 73 BS IR 73 AT 4045 LUK I, 1) AN R BN
HEB o

(01611 W] DASR A SIS AR N 57 0 60 RO AFART 3 "B 7 92 SI Tt 6o SR F AR SC BT IR B AR 43 B
Gy BRI o 45040, A% R Ee I e I aE TS AR 2 . wIE M, AT i sk
ARSI o SETE RS IASAR S IR A2 S I 3 R AR A/ BT DGR i, BRI B3 KR Jia 17
DG AR ARAS I S AL 53 o 79 PRSI D7 V2 BRGS0 73 i, WO E O 28R D Rl
T e XTI SR 28 s AT I A AR AR e w] T 0 52 S T8 s S N R o A 431 AH
FAER U F IR AL 6 2 1 26 15 1L R 2 IR B H AR O MHME B S H AR
M A IEE  IX LR DL R IS B AU AN LA T 5 &0 i, i BLAE e 20 i
FERRE G 0T, AU AR S AT DR 5 i H R A Bl o 4914, SR e AR A Je H
CH AR Z M7 WT” Spectrochemical Analysis” Ingle, J.D. #1 Crouch, S.R.,
Prentice HallPubl. (1988) L A" Analytical Chemistry” Vol.72,No. 17,
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[0162]  AfLidk AN 5 ¥ A2 Ui o Wi DO - T AR (AR ) B4 () $
A QT SO GRER. (MALDT) , iE sl ik Ui 25 (EST) FAHSC 7% (40, TONSPRAY
g\, THERMOSPRAY) , 8k K 4E R FE i (massive cluster impact (MCI)) ;iX 485 16 n] 545
I XAHUC B, P 460 8 XA G 4o B sl AR 4R 4 B OB AT IS 8] (TOF) B34~ 502 A~ PO Al
T BB A Ty A L AR B - [ E IR (FTICR) « & BF, R4 (i,
BFBE S/ RATINE ) o W LASEE 2 MR T/ S A S MALDD) BB FIAE (EST) DUE A
T 5 4k, %1, % ESI (Valaskovic, G. A. et al., (1996)Science 273 :1199-1202)
g MALDI (Li, L. et al., (1996) J. Am. Chem. Soc. 118 :1662-1663) J5 it 5= ¥ W 43 ¥ ) 1)
Subattomole 7K F . ES i .48 i Fenn 2% (J. Phys. Chem. 88,4451-59 (1984) ;PCT Hii 5
WO 90/14148) $2H 1 HAF YT 45K 303 (R.D. Smith et al.,Anal. Chem. 62,882-89 (1990)
DL B. Ardrey,Electrospray Mass Spectrometry,SpectroscopyFurope,4,10-18(1992))
oA Lg T BT A&, Hillenkamp 55 CL 22 42 H T MALDI-TOF ik (7 Matrix

Assisted UV-LaserDesorption/Ionization :A New Approach to Mass Spectrometry of

LargeBiomolecules, " Biological Mass Spectrometry (Burlingame andMcCloskey,
editors),Elsevier Science Publishers,Amsterdam, pp. 49-60,1990) . %M ESI, HH T4F
LER] TR v R 2 AN B T, O] DAAE K s 1R R P AR E S R I 2 4y 1
AR WAL R 73 B V2468 D 6 T 3 i A RO AW /B 54k (SELDT) , #5i) 4n 2 8 3 [ 2 )
5 6,020, 208 FRTIR . JHIEIE AR B S 77 2P JC AR BRI 77 9%, JE o B
Vel BB T RO AR EF B8 v b, B TR B I S v A B B A R B AE S
oy Ve M Im SRR RS .

[0163] 5 — ) 32 A A RS U 77 ¥ J 255 17 D R 0 M A 1) — vl e 2 T A B M ) FRLTK
B o 43 2 IR E 35003 M i Re S e 1 St 7 20— - 4RIk AR RN T Sl AR
SR AR R LGS B AT B RN SR B . T A B LUK S A B T
B BT AIT ST 23 B |z AR A, B ] T8 8 @ 45 5E 23 BT R € RUVK 3 TR BOR 2
AT AN AT T H o

[o164]  T1. %@ 4EWkrid

[0165] AUz B ) e S it 77 Ao R IR BRAL ) &5 5 0 70 SR 28 52 H T2 e R4
R AEYIbRC . AEWFRIC ] DR BT AR S T %€, (BRI & W B TE 1A (et
N g R I8 VS AR T 28 . AT BUERH 2 R 7ok %8 A id

[o166]  “A=Wbric” 255k ERT LR AR AWIRE 5 T A7 £ ) H T3 23 B i) slm] 48 AR it o
Rl RAEAT A S, W R A PR B 2 I A R R A JIRE BV HE IR
TR ARG YRR SVHNNG 1o BN, EDFRId AT B A 588 5
¥ B LT LU SRy 1 — 808, 1R 20 T BT 00 Dy e s G n] A B R B L R
MEi G EE TN . VPR ida] DU R AR P . WU AR i mT A I 77 L 25
JERM CE WA fr AP R 2 B RS, SRR 75 G2k ) AR, AR 0 B AR A
A 7 o A2, B R I 77 T ] LA AR SR B AR AR P AR A AE L R BRI
FE, M/ s AR A hnid B — o R B AR B BTk AT A I 77 AR A SRR R
CRFAE” . A0, FEAEIE W] LA A AR I RS A B AN WA T T EE R TR AR bR i ] L
HABR DA B iR M. < Ebrid B 6% 20 PR Brd fe ik, 2o Ird ik
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Al S5 bRid (i WAL ERAIRE ) AR R BN [F] 23 SAHXS N o A2 Whs i B e n] s 22 /0 3.
4.5.10.20. 30 B 2 FRFAE o 75— AN Sl 7 2, AR br i B i A 80 e A, Bl 40T
RRAE o fEH e St 77 3, AR bR 0 B RS A S 2 D — P YRR 1) 22— B A 4 7 T
[0167] & A7 A=A BT R A0 00 P340 TR A6 AR 2 e M, JHG P B4 A R R B A iy — 3%
Frehsg . mliEHh, fEAR R BRSO, R ALETT DL 5 4R 1) T8 A A 7 THAH G B, 49 /K Ak il 2
RV FERART] (W EE Ak 2% Rl ) R 00 4 S 7 1T o 80 A, A 1 3R ARG KL BR A A
YIRS VA R, T R SR YRR Ay DL R R A

[0168]  “FRAIKAR” J&— ] IR IN 1) 5 45 2 KA G SEU0 s . o, R A AR ]
AL FE PR AE bR N B D s o e TR AR AL S i RS AR DG . RS AT 1 — DA
5 55 (25 e DR AS B PTARSIN J7 THL PR 23R, BT I 5 3 A AR A (R ARSI 7 T T s o g
A ) R LS PRI PR WRCR R i s s AR F A S AT AN AR . BT IR e T
it By I RO 82 FHAS I SR FH AR B AR N 53 AT T B 0 S R A AT I o o A SC P A
17, AR A2 Fe PR R R SO R MR AT 2 A S SAFIRE AR B (4 A b i
AR

[0169] % HH T 329K i & Bk 8 52 WA s A0 23 ob S W PE AR bR 30 75 S D R A e
e AT . BT AL AR S T DU A S B R i BRALRR S0 4 kBRI R 81, 78
AN TR It TR I AH ] AR B AR ST AN 53 e i 5 1T 2 LI ] e e HE AT K
[0170] 4% MR AR FHERAL I 45680 7 SR AL BRI A3 BRI AR e DL FRR T 2, B8
R EE 22 (e AR Db, T TSR 4 i o H A IR DR AL R A Pk &5 30 40 4
7T FES TP AEAE I MR B VS R 1 2, e AR S RN v = A T B REAS LRSI
01711 fERI ARG A0 SCEEANEEZ 5, 3T TR, 2 BlEr i 5 BTk 25 4
WA AHES A I BT AT VRN G I o AR5 20 6 JF BOAE o CA s A b AT AT 3L 5] 23 A
YRR ZFRIL (—FRE S (IR R EE R LA ), BB e —FRE S rh 1k
MAEILEAE S TEER I o R H I 22 S 3R 18 23 W 0 R AT 4 40K B X HE 5 AR RE S R 2
T 0 25 1) f 26 R 4030 B 2 S RO HE 72 A b i o AR T DA SIZ gt — 25 (R Gt 25 R0 2 G i LA
1 LLBT 75 0 52 BE R A i 5 2R B O5AR AH G TG

[0172]  HF %@ EDFR e ILE B e iridie 5 Bl A — B2 o i i R L8 5
AR E R 53, BT i) 5 Ak B 25 G o AR S o

[0173]  III. &5

[0174] A% B AL F6 IR &, L5 70 BRAB A AR RN 58 5 AR SC PR B2 AR 457
NI E R, R SR AR E LR R MGy, B Ao RA S FM =L
F(F TS 2 BT AR T4 o A6 A R I 1 JE e ) o s g =0, 240 77 5 TR 3 Ak,
RIEANEHERGE A s G0 ESe sy U, 2 BISR gE [ R Sk M g5 638 2. a0
ERAL I, & G 0 F0 /BT R B A AL 18 17 30 7, 43 23 BE A% A U BH )45 A 3 A S it
AT AT 2 O B R 4 63 o 5 B T AR AR o 23 0 BRI 5 30 0 AR ] AR AR 3R T
FEIE MR AL S 455 43 5 B AR R B 45 A R i 7 IR e iR

[0175] AR BRI GIE B G2 P 2s, A8 & A B TR 5L & R T 23 B 1 41
5o ELAZRE M IR ] 1 A O3 A0S — D B Bl MRV VR 1V LA e R 5 G o T )
[R50 ERR 2SR G AW, FZR D> — BB B, 12 U DURE S 25680 R v ok
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SEE .

[o176] 325 STt 77 X P] AR b A 25 7 AR S B ) 734 P A FH 65 38 20 IR SR R D I 45 o
(01771 ERHRZA 13 28 A T B Afh oy 0 oo A9 0 S i 3] 1) 7 O iR R B 25t T R 284
A IRIHTA , (F ASTE AR N TR UL, TEAS R B 3R R, 2R AT B A% R BH (RS 1 R[] 1)
TEOLR S VE H 2R R 0 2 AR B LT3R AR R 2 5 T 5 LI 0, AS ST A F S e
T b SRS 22 PSR | O 56 55, T AR A B 1R 3 B S bt 2 T BROBCR 2 Sk T o o A9
RN G REAEIR 25 5 U TFU 22 Bl e 6 A8 Ak, O BRAS A i = AR JR AR _EARRLR &5 SR I HE%
[0178]  EARA ST REIR A e B IR 25 A Je 3 A0 5 2 AN S 7y 5, (EE N M BRI 2 (FR
AT AR ) 5 P2 tH B A R BH 1) 7 1) 25 > SE il 7 U Re % 5 4% B I H B e R 145 A SE i
75 N [RMEH, Brak #5487 2N B I TE T4 B4 i BH e ) S5 g =X

[0179]  #R#E LA P 20T LARAR, AR BN AR 12 1. d@adk DUR sEtif) gk — A
A BH Pl S ) SO FEIR TR 1), FEAEAE DMEAR 7 O A B (1) 8 SCRIYE AT PR il o
[0180]  SLjifafy]

lo181]  Scjfifsl 1 o A i yEs o 1 3 P 9 [ i el s

[0182]  ASL s 25 45 Ui B 1 IR AR S B ) — M st 7 s an T T 2 A& AR (F8
A R N ITE ) o TEASE 5], 18 ik B FE I Uk i35 81 TR P 22 5 AN R BR &5 A 1 S IR
KL IMIE 8 IR T7 2 IR . TEARWI 45 -G BER (A o f AL G IR
BRGSO ), rTBL R L L L0 R AT BRI 7S IKHEES) 7 20 BLIR B X, &3 A 1My
St (EWAEE ) SNKE G S G, AR IS B 555 0E 454305 i BEAH
ERKE o AH B BT VRIS = B 3 40 ) 5 38 70 0 22 B PR T 1 1T, eAIG =R B 1My 43
LR 46 o kPN A5 145 R R EUH P 4563053 I ko i &8 B 2 i ik
FE G I /) AN 2 R AE B AE e Bt b o 2 i = B A A i kb, 2 R T A AR =R
YR R o PRI, A FH BT ¥4 43 B85 TR M09S 23 A 40 |4 K8 43 T DAAE — Rttt 2 A b gk
ATRSEIN , 1 DG 75 FH R RN B . X 5 Nl AR J , B4 D200 R 2 H R A W 25e i DA
GRS A A F 4D 0375 HH AR IR] 20 B0 » M A ISR S 56 5 o PR R AR 7] 20 BT 4 st i LB DR 4 4
o TEASSZHIM T, LA 4°C, 14, 000rpm 2.0 30mL I35 15 43%8h, 4R 5 M E 2 /N ol ig 25 4 8
R . PR MG 0. 8 nm yEAS I8, AR 5@ 1T 0. 45 um JELS L V8. REH 500 1 1
L PE I B VR B — AT ERE . B K ImL /SRS (A 20 % PP A ke 44, 4%
Ja LA A 140mM SUALEN T 20mM A7 AR BRAM S L pHT T4, PR S e 3 IR LA 2 4l /NURLA)
Ji) & AN A E RBIAER SN o SSIOCE R8N0 5 7. 6mL S840 1)k 38 M
TEWR RIS 2 /b BE 5, A, R R RARERFUE R (flow—through) .
PRf Iml FJURIEBH T 8. 285 LRI 20mL A7 ER Eh G2l (20mM A7 4% R , 140mM 5
L8N, pH = T7) ¥ikt. MRS — ImL Ve H T 0871, s, N="FEEE 0
(RIS TR R R 200ul S50 B IR, RG34 PR AT AR 3 . £F4 R B & DEE M A
—AN 200 1 L 2543 [RIARHIE, B 200ul. 2x LDS 220y +DTT b 87 (R4 500ul 4x LDS,
200ul. 10x DTT, A1 300uLdH20 4% ) T 90°CMHGZFE T 10 738h. 1ZFEFA )G, B UL
2,000rpm BSLr 1 438 B B ARG RAF T —20°C LA 1D- BER A0 HT. BFAR B &4
I A 200 w L A IR, F 400ul. 6M JR 3 LARLETE U0 B2 5 1/, £ LA
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BABLB . 285 2, 000rpm BZ/OZFE S 1 2080 LA R RS SRR BRSO AR J AR B3
W SELDI- B (AT 73 #r o B1AR B A2 55 =~ 200 u L 284y IR i, FH 400uL
6M GuHCI DIt E I E FEM 1 /NI, £ LR A s . SR)5 2, 000rpm B0 iZAE M 1 238 LA
TE R RIS RV EC AR R SO, SR A W dR EIG v A SELDT— Jieal (S 34T 20 47

[0183]  Pfij5¢F IMAC-Cu ProteinChip Arrays [Xfk T SELDI- BG4S 4 Mt if £ B i) 430
FEREEAT A . B SeAE A 50ul. 100mM CuSO 0% & 5 438 LAME FH Cu {3 1 HE ok il 4 IMAC
g, TEZIR TR M5 IE & - WEE W B fa , 2K e BE 41 DU B 25 i 3R
[#) CuS04. #RJi5 A pH4. 0 100mM EEEREN T =35, T a2 s b Fns HiL i) IMAC—Cu 541 5 43 8.
W B W S, BR 2SR 5 281K bk IMAC—Cu B4 o 4R 5 4T IMAC—Cu [ 41) il A B 19 K
KHI 150ul 5522 rPi (0. IM NaPO,, 0. 5M NaCl, pH7) T35 MFELsah 5 rdh. Pl
S s B L IX PN BAR S NGB ) 90ul 5473 1R 45 & 2o, Bl i in N 10ul [k B 33— 40K
B HRET CRIFE AR 100ul) o SRJGLE IMAC—Cu FE4 F stz i B AE N 30 20%h. %
BG, BRI RE T AARRL, ARG 150ul 255 2 R VeI BEA = IR s RRIRVESR 5 2 BhF Fr
BT o ARG G, 1500l ZEIRK Y IMAC-Cu BEAIR X, SR 5 15 . 1R A m 4D IR,
¥ Tul. 50 %M1 SPA (FE 50% LI, 0. 5% = LR ) A% i, T, AR5 FHASME 1ul
50% SPA BERININFE . 1ZFE AR 5 BI W] F SELDT— B (1547

[0184] &l 6-8 Hfiid T 34— AL AT 5 i JE M35 () SELDT- Uik (K6 be o 3 & 6 B0 2 A7 2
N B R T B IE FRAR T RENE R EE T UG R S R UG I S T SRR A, kg
e P T2 M i EL AT DU R H B 0 IUIX BT o B I A CEWmnys ) ks
3 A A B, A2 N A B AT IR UG B A (R LA R W 50 ) Il A i 4
Mg 2/ 0.5, FONATRERIARE 1.2.3 BUH KIELE

[o185] 4RI, A 700, 000 AR Rl 51 () 7S R SCEE R IL3F B = A2 1 45 R 5 B 6400
T3 R S B 300 T3 ol 57 R S B e AR R Al SR AR AL

[o186] 3K 1 X AMIUEASIN, Frid &z A (S/N > 3) Sk A RAEH— LR F M M5 . BT
T4 = 191
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[0187]

M/z
2015.66
2036.48
2088.13
2158.14
2236.7
227425
2297.37
2348.05
2387.06
2433.77
2510.49
2548.37
2588.13
2645.66
2672.54
2701.93
2714.04
2744.23
2765.83
2798.60
2822.57
2841.99
2874.68
2882.13
2086.19
3008.50
3035.73
3051.05
3069.95
3092.47
3114.57
3151.05
3164.53
323223
3243.48
3298.21
3313.89
3333.83
3384.92
3407.63
3429.51
3452.91
3476.39
3503.26
3511.64
3528.97
3546.06
3568.26
3590.14
3623.82
3637.24
3694.92
3729.43
3764.53
3805.09
3823.32
3848.08
3855.69
3898.88
3521.25
3942.17
3966.53
3980.76

RE

2014.65
2035.47
2087.12
2157.14
223511
2273.24
2296.36
2347.05
2386.06
2432.76
2509.48
254736
2587.13
2644.65
2671.53
2700.92
2713.03
274322
2764.82
2797.60
2821.56
2840.98
2873.68
2881.12
2985.19
3007.50
3034.72
3050.04
3068.95
3091.47
311356
3150.05
3163.52
32312
324247
329721
3312.88
3332.82
3383.91
3406.63
3428.51
3451.90
3475.38
350225
3510.63
3527.96
3545.06
3567.25
3589.14
3622.81
3636.23
3693.91
372842
3763.52
3804.09
382231
3847.07
3854.69
3897.87
3920.25
3941.16
3965.52
3979.76

TOF
17.177
17.265
17.482
17.771
18.090
18.240
18332
18.532
18.683
18.865
19.159
19302
19.451
19.665
19.764
19.872
19.916
20.026
20.105
20.223
20.309
20.378
20.494
20.521
20.886
20.964
21.058
21111
21.176
21253
21328
21452
21.498
21725
21.763
21.945
21.997
22.063
22.230
22.304
22.375
22.451
22.527
22.614
22.641
22.696
22.751
22.821
22.891
22.998
23.040
23.221
23.329
23.438
23.563
23.619
23.695
23.719
23.850
23.919
23982
24.056
24.099

29

BAE

6.4172
5.3084
22443
1.1293
1.4596
2.6476
1.7593

1.1949.

1.0549
1.1221
11701
1.4879
1.1253
0.8016
0.7100
0.6059
0.7967
1.5753
1.9933
18114
22505
1.0515
1.3501
1.0852
1.6218
0.7147
0.6588
0.3948
0.4739
1.1918
0.4997
0.6513
0.9793
1.5813
0.7721
3.4654
5.1135
2.5432
2.1432
1.0824
0.6049
0.8204
0.5334
0.5524
0.4732
0.4620
0.5973
1.0034
1.0356
0.4337
04513
0.5609
0.4638
04174
0.8459
1.7052
1.0869
0.8424
23732
1.1576
0.5628
0.5595
0.4952

Mz A TOF @4 S/N

12790
143.63
48.87
8.45
19.01
59.30
25.74
16.12
1047
9.13
13.08
17.14
2423
6.6}
781
1.89
5.25
15.67
3532
17.06
28.31
13.66
16.29
7.13
16.72
2.51
4.37
1.66
133
16.40
1.64
528
1L19
18.92
6.38
36.61
76.84
3175
65.06
12.54
3.05
729
4.42
2.93
2.83
5.10
6.70
9.59
32.09
3.89
6.62
5.95
2.79
1.51
10.90
28.82
14.13

28.05
1273
6.01
7.51
3.50

0.5429
0.6038
0.2033
0.0346
0.0765
0.2367
0.1021
0.0632
0.0408
0.0352
0.0497
0.0645
0.0903
0.0244
0.0287
0.0069
0.0192
0.0569
0.1277
0.0614
0.1013
0.0487
0.0578
0.0254
0.0582
0.0087
0.015)
0.0057
0.0046
0.0561
0.0056
0.0179
0.0378
0.0633
0.0213
0.1212
0.2537
0.1242
02129
0.0408
0.0099
0.0236
0.0142
0.0094
0.0091
0.0163
0.0214
0.0305
0.1018
0.0123
0.0208
0.0186
0.0087
0.0047
0.0336
0.0886
0.0433
0.0260
0.0854
0.0387
0.0182
0.0227
00118

49.02
40.64
17.28
$.76
1141
20.78
13.84
9.44
838
8.95
941
12.01
9.12
6.53
5.80
4.96
6.53
12.96
16.43
14.98
18.66
8.73
11.25
9.05
13.66
6.03
558
335
4.02
10.14
426
557
839
13.63
6.66
30.07
44.43
22.14
18.75
9.49
5.31

4.71
4.89
4.19
4.10
5.30
8.93
9.23
3.88
4.04
5.05
4.19
3.78
7.69
15.54
9.93
7.70
2171
10.64
5.18
5.16
4.58
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4027.93
4058.52
4076.90
416126
4187.94
4211.39
422532
4237.59
4259.14
427721
430631
431727
4387.42
442128
4476.55
4498.63
4524.12
4545.86
4574.44
4589.43
4610.07
4632.98
465341
4673.98
4705.09
4721.34
4746.55
4760.71
4776.82
4795.96
4817.65
4900.93
4946.35
4963.56
5010.78
5031.99
5053.19
5074.18
5109.70
5174.52
5215.36
5234.38
5273.44
5340.59
5504.23
5525.79
5584.59
5710.82
5758.22
583221
5871.67
5885.14
6013.84
6034.06
6396.04
645526
6477.39
6499.00
6521.19
6542.80
6638.04
6654.30
6675.85
6698.42
6718.01
6739.45
676534
6810.67
6858.73
7151.49
T172.92
7472.88
7617.94
7654.14
7827.96

4026.93
4057.52
4075.89
4160.25
4186.94
421038
4224 31
4236.58
4258.13
4276.20
4305.31
431627
4386.41
4420.27
4475.55
4497.62
4523.11
4544.85
4573.43
4588.42
4605.07
463197
4652.40
4672.97
4704.08
472033
4745.55
4759.70
477581
4794.95
4816.64
4899.92
494535
4962.55
5009.78
5030.99
5052.18
5073.17
5108.69
5173.52
521436
5233.38
5272.43
5339.58
5503.22
5524719
5583.58
5709.81
5757.21
583120
5870.66
5884.13
6012,83
6033.06
6395.03
6454.25
6476.38
6497.99
6520.18
6541.79
6637.03
665329
6674.84
669741
6717.00
6738.44
676434
6809.66
6857.73
715048
717191
747187
7616.93
7653.13
7826.96

24240
24332
24.386
24.636
24,715
24.784
24.824
24.860
24.923
24,976
25.060
25.092
25.294
25391
25.549
25611
25.683
25.745
25.825
25.867
25.925
25.989
26.046
26.104
26.190
26.235
26.305
26344
26388
26,441
26.500
26.727
26.850
26.897
27.024
27081
27137
27.193
27.288
27460
27.568
27.618
27.720
27.895
28.318
28.373
28.523
28.842
28.961
29.146
29.244
29.277
29.595
29.644
30.517
30.657
30.710
30.761
30.813
30.864
31.087
31.125
31175
31227
31273
31.322
31.382
31.487
31.597
32262
32.310
32977
33.294
33.373
33.748

0.3813
0.5159
12618
9.0816
3.9580
1.9753
1.7662
10754
1.1283
0.9969
1.4922
1.4477
0.5169
0.6385
1.6525
0.8303
0.5423
0.7655
0.2026
02134
0.1564
0.9352
0.3656
0.2227
0.1266
0.5855
0.5041
0.4023
0.5845
0.8917
0.7853
0.5187
0.3060
04123
12.5885
5.8531
3.0847
1.7893
1.4186
0.4570
0.7393
0.5442
0.2111
0.5133
0.3130
0.3048
0.4938
0.2989
0.3075
0.4003
0.3528
0.3028
0.7071
0.4344
3.0543
26.1287
120491
72773
5.3012
4.2675
20.2348
15.0952
9.8609
6.2424
4.2544
2.7267
1.9976
2.0664
1.8896
0.9514
1.0333
0.4560
0.4693
1.3314
0.2802

30

2.66
5.65
21.95
189.47
98.13
20.07
17.50
10.50
1593
9.99
28.79
2775
3.99
10.89
25.13
12.41
5.72
15.04
0.70
1.6}
0.29
10.71
2.90
0.95
0.60
157
828

8.39
14.07
1513
5.56
3.20
6.74
211.54
84.84
47.31
33.97
37.78
6.47
7.91
9.17
110
5.40
385
4.10
16.84
6.40
2.85
4.57
4.¥7

19.42
5.55
118.14
77178
218.47
13533
97.81
88.66
631.52
360.62
187.44
112.83
83.96
46.03

79.46
10459
22.94
43.31
13.01
11.51
67.51
7.57

0.0080
0.0169
0.0653
0.5588
0.2882
0.0588
0.0524
0.0307
0.0464
0.0290
0.0835
0.0803
0.0114
0.0311
0.0714
0.0352
0.0162
0.0424
0.0020
0.0045
0.0008
0.0299
0.0081
0.0026
0.0017
0.0209
0.0228
0.0122
0.0231
0.0386
0.0414
0.0151
0.0086
0.0182
0.5681
0.2273
0.1265
0.0906
0.1004
00171
0.0208
0.0241
0.0029
0.0140
0.0099
0.0105
0.0429
0.0161
0.0071
0.0114
0.0103
0.019s
0.0477
0.0136
0.2814
1.8272
0.5159
0.3190
0.2302
0.2083
1.4750
0.8401
0.4359
0.2620
0.1946
0.1065
0.0916
0.]1831
0.2400
0.0516
0.0571
0.0286
0.025}
0.1465
0.0163

354
4.30
1177
85.34
3728
18.65
16.69
10.18
10.70
9.47

13.80

8.87
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792690 7925.89 33.960 24904 11475 02450  32.85
795823 795723 34027 13527 3125 00665  17.89
8133.31 813230 34398  7.5286  658.02 13865 101.22
8303.10 8302.09 34754 08155 4466 00931 1114
836508 836407 34883 05422 1948 00405 745
8612.18 8611.18 35393 106716 102800 21038 15006
877436 877335 35723 21558 17891 03625  30.78
8940.04 8939.03 36.058 42497 277.17 05570  61.65
902823 902722 36235 05131 918 00184 751
9116.51 911550 36411 0.6114 1483 00295  9.02
9162.72 916171 36.503  0.8263  59.88  0.1189 1225
9307.46 930645 36.789  0.5852 2346  0.0462  8.80
9454.10 9453.09 37.077  1.5935 14029 02741 2430
9585.08 9584.07 37332 0.1746 440 00085  2.70
9683.68 9682.67 37.523 02391 615 00119 373
974377 974276 37.639 04345 2731 00525 682
10072.71 1007170 38267 02760 1539  0.0291 447
11533.88 11532.87 40940 02410 1915 00339 456
11691.05 11600.04 41217 02518 3515 00617  4.84
1245478 1245377 42538 0.5778  S7.72 00983  12.12
13574.94 1357393 44405 L1l 17832 02910  26.75
1371541 1371441 44.633  0.4473 4234 00686  10.97
13866.02 13865.01 44.877 03384 3535  0.0570  8.46
14034.19 1403319 45148 02951 5300 00849  7.55
1439229 1439128 45719 05330 10602 0.1676 1432
15118.66 15117.65 46.855 03627 5741 00886  10.83
[0189] 1531334 1531233 47.155  0.1527 1828 00280 470
15870.49 15869.48 48.003  0.1483 3449 00519  4.99
16659.22 1665821 49.178  0.1152 2378 00350  4.45
17261.53 17260.53 50.057 02182 4844 00702 949
1740326 1740225 50262 02735 9470  0.1356 1226
22185.18 22184.17 56732  0.6056 79859 10136  49.97
28054.19 28053.18 63.781 02571 10768 01221 3927
29051.79 29050.78 64.903 01030 7485 00832  16.04
33245.74 3324473 69421 16601 1750.64 1.8258 28143
34281.46 3428045 70492 05196 $97.67 0.6025  89.96
39896.16 39897.15 76.038- 0.0257 1152 00110 498
4445739 4445639 80258 03417 98932  0.8917  69.77
49939.53 49938.52 85.055  0.0226 1983 00169  4.91
51350.04 5134903 86246  0.0499 9472 00792  10.85
55656.75 5565574 89.784  0.0711 18688 0.1514 1547
59215.94 5921493 92.607 01083  250.62 0.1967  23.63
66317.60 6631659 97.995 22783  6680.56 4.9211  498.39
72737.16 7273615 102.622 0.1259 35029 02456  27.61
75001.97 75000.96 104.206 0.1127 21604 0.1488  24.73
80013.65 $0012.64 107.627 00678 27989 0.1869  14.91
88591.36 88590.35 113.242 0.0472 171.17 0.1093 10.41
9972432 99723.31 120,139  0.0857 43666 02624  18.82
110663.70 110662.70 126.550  0.0315  123.51  0.0705 7.1}
11575109 11575008 129.423 00392 8489 00477 903
116910.94 116909.93 130.069 0.041) 25688 0.1413  9.53
132576.48 13257547 138.501 02015 151936 07867  49.62
175561.80 175560.79 159360 0.0192  204.64 00927 521

[0190] 3% 2 RE KUK, Frid e (S/NLEE> 3) 2k AR —ALERAL B S R . P
FR ) 4 Vg = 271

M/z A#& TOF EE  MzZEA TOF@A SN
2021.84 202083 17.207 0.6376 1212 00503  §.96
2067.93 206693 17398 0.6601 651 00267 931
2087.13 2086.12 17476 0.7201 741 00303  10.18
2106.09 210509 17.554 04864 356 00145  6.89
218024 217923 17.853 0.5382 323 00129  7.67
222186 222085 18019 14170 854 00339 2027
[0191] 2240.96 223996 18095 0.5589 606 00240  8.01
226694 226593 18.198  0.5494 398 00157  7.89
2293.08 229207 18300 03779 212 00083 544
2339.18 2338.18 18480 0988 777 00301 1426
2378.63 237762 18632 0.6337 475 00183 9.9
239627 239527 18700 05728 576  0.0221 8.32
2439.97 243896 18.867 1.0408 619 00235 1517
2467.12 2466.12 18969 09706 852 00322  14.18

31
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2497.92
2526.24
2553.87
262536
265534
2683.62
2706.16
272904
2801.03
2841.72
286483
2889.55
2930.16
2946 66
299141
306843
309147
310433
312884
3159.53
3186.78
3203.52
322418
323712
324756
328931
331194
3336.82
3346.26
3358.47
3373.64
3385.05
3415.17
342749
3438.79
344705
3459.90
346720
3485.27
3495.20
3506.27
3524.49
3530.57
3552.1
3573.00
3642.53
3660.13
3683.85
370201
3746.51
3774.17
378941
3811.60
3833.14
3843.99
3887.00
3907.37
3916.17
3931.92
3946.05
3960.15
3979.74
3996 40
4013,73
4037.17
407933
4101.88
411636
412341
414747
416138
418181
4205.75
422741
424976

2496.92
2525.23
2552.86
2624.35
2654.33
2682.62
2705.15
2728.03
2800.03
2840.7)
2863.82
2888.55
2929.15
2945.66
2990.41
306742
3090.47
3103.32
3127.84
3158.53
3185.78
3202.51
3223.17
3236.11
3246.55
3288.30
3310.93
333581
334525
3357.46
337263
3384.04
3414.17
1426 48
343778
3446.04
3458.90
3466.19
348426
3494.20
350526
352348
352957
355176
3572.00
3641.53
3659.12
3682.84
3701.00
3745.50
3773.16
378840
3810.59
383213
3847.98
3885.99
3906.36
3915.16
393092
3945.04
3959.14
3978.73
399539
401272
4036.16
407832
410087
411535
412240
414646
416038
418081
4204.74
422641
424875

19.086
19.192
19295
19.559
19.669
19.772
19.853
19.936
20.194
20.338
20.420
20.507
20.649
20.706
20.861
21125
21.204
21.247
231.330
21.434
21.525
21.581

21.650
21.693
21.728
21.866
21.540
22.022
22053
22.093
22.142
22179
22277
22347
22353
22.380
22.421

22,445
22.503

22.535

22.570
22.628
22.648
22.718
22.783
23.002
23.057
23,131

23.188
23.326
23412
23.459
23.527
23.593
23.642
23.757
23.819
23.846
23.894
23.937
23.979
24.038
24.088
24.140
24.210
24.336
24.403
24,446
24467
24.538
24.579
24.639
24.709
24772
24.838

0.9600
0.8088
2.9512
0.5117
0.9776
19.4999
2.6950
1.1192
1.4372
5.3061
0.9591
3.5170
0.6606
1.4513
1.o06
2.6692
0.5713
2.7977
0.4361
1.1023
0.2998
0.6912
2.4947
1.2228
0.4539
13.5948
1.9602
4.7302
1.2829
0.6222
0.5314
0.3139
0.4451
23109
1.0937
0.8280
0.3291
0.2547
0.9642
0.4776
0.7766
0.6243
0.8564
0.2099
1.7464
0.8032
1.7988
0.5319
2.5079
0.4842
1.1931
20.8035
3.5547
4.2186
1.9147
0.2288
0.3720
1.1685
1.1141
6.4985
1.3249
0.3035
1.4516
0.5642
1.1069
0.5052
0.3796
1.2880
1.5143
7.6159

31.9075

9.1974
5.5891
2.0620
0.9303

32

748
731
30.44
240
9.38
144.76
27.91
9.74
7.80
38435
9.76
27.58
5.11
12.23
11.76
2174
6.74
23.84
391
8.52
251
5.44
2472
9.75
3.69
102.60
14.93
36.91
10.27
3.29
4.59
6.98
375
15.05
8.7
5.94
1.87
129
6.74
3.13
5.56
5.34
6.82
1.07
12.44
485
14.34
4.38
18.21
3.69
13.41
191.08
39.12
38.90
24.85
0.81
1.41
9.34
1Y
54.40
16.05
6.65
16.40
543
9.51
225
287
731
14.62
61.57
291.83
127.91
74.72
29.87
10.38

0.0281
0.0273
0.1132
0.0088
0.0343
0.5259
0.1010
0.0351
0.0278
0.1359
0.0344
0.0967
0.0178
0.0425
0.0406
0.0946
0.0229
0.0808
0.0132
0.0286
0.0084
0.0182
0.0823
0.0324
0.0122
0.3383
0.0491
0.1209
0.0336
0.0108
0.0149
0.0227
0.0121
0.0487
0.0283
0.0191
0.0060
0.0042
00216
0.0100
0.0178
0.0170
0.0217
0.0034
0.0394
0.0152
0.0449
0.0137
0.0567
0.0114
0.0414
0.5886
0.1201
0.1192
0.0760
0.0025
0.0043
0.0283
0.0336
0.1644
0.0484
0.0200
0.0492
0.0163
0.0284
0.0057
0.0085
0.0217
0.0432
0.1993
0.8593
0.3757
02189
0.0873
0.0302

14.06
11.88
3.4
158
14.51
290. 17
40.18
16.72
21.60
80.01
14.49
53.24
10.03
207
15.414
41,00

43.10
673
17.06
465
10,773
38.81
19.04
707
212_58
30.771
T4.225
20.15

18.35

21.49
25.27
127 .35
534,10
154 .19
93.87
34.69
15.68



CN 1997284 B

in P

30/35 0T

[0193]

4272.77
4295.30
4316.14
4334.00
4356.55
4367.67
4386.58
441241
4435.68
444590
4494.15
4516.89
4540.00
457391
4607.33
462234
4651.23
468047
4717.86
4737.63
4746.03
475922
4787.60
4816.82
4829.31
4849.72
4569.86
4899.44
4918.11
4963 .85
5062.61
509427
5108.24
5128.79
5145.89
5173.86
5187.50
5205.84
527433
5315.83
5341.10
5359.34
5402.17
5433.21
5454.45
550470
5546.41
5609.12
5624.76
5682.49
573338
5755.15
5797.90
5847.40
5874.14
5934.72
5978.50
6013.90
603285
6133.82
6162.34
6184.57
6216.02
6236.00
6255.36
6320.39
6342.23
645630
649825
6521.67
655122
6614.06
6653.73
6696.04
6718.43

4271.76
4294.29
4315.13
4332.99
4355.54
4366.67
438557
441144
4434.67
4444.89
4493.15
4515.89
4538.99
457290
460633
462134
4650.22
4679.46
4716.86
4736.62
4745.02
475821
4786.60
481582
4828.30
4848.71
4868.85
4898.44
491711
4962.84
5061.60
509326
510723
5127.79
5144.88
517285
5186.49
5204.83
527332
5314 82
5340.09
535833
5401.16
543220
5453.44
5503.70
554540
5608.11
562376
5681.49
573237
5754.14
5796.39
584639
5873.13
5933.72
5977.49
6012.90
6031.85
6132.81
6161.33
6183.56
621501
6235.00
6254.35
6319.39
634122
6455.29
6497.24
6520.66
6550.21
6613.06
6652.72
6695.03
6717.42

24.905
24.970
25.030
25.082
25.147
25.179
25233
25308
25374
25403
25.540
25.605
25.670
25.766
25.860
25.902
25.982
26.064
26.168
26222
26.246
26282
26360
26.441
26475
26.531
26.586
26.666
26717
26.841
27.107
27191
27.229
27283
27.329
27.403
27.439
27488
27.668
27.777
27.843
27.8%0
28.002
28.082
28.137
28.267
28.374
28.534
28.574
28.720
28.849
28.904
29.011
29.135
29201
29.352
29.460
29.548
29.594
25.841
29.911
29.965
30.041
30.090
30.136
30.293
30.346
30.618
30.718
30.773
30.843
30.994
31.084
31.183
31236

33

43852
1.7984
1.0213
2.6466
0.660%
3.5704
0.8809
0.6081
0.0322
0.2572
5.1702
0.4659
0.4298
0.3421
0.5394
0.8686
0.5581
0.7940
03405

1.6830.

0.7521
03119
0.1802
0.3586
0.5449
0.9698
0.3755
0.4979
0.3938
1.1185
1.4525
1.1946
1.5213
2.5384
0.7368
0.7359
0.7046
0.6291
0.4129
1.2730
0.2176
02531
1.0504
1.1667
0.2116
1.0223
0.4939
0.4736
0.4185
0.1958
1.7600
0.8682
1.3933
1.2801
1.8388
0.557%
0.3853
0.3552
0.4093
0.5865
1.3553
0.6588
0.9219
0.8304
0.2361
11214
1.5366
21.3573
1.8487
2.3440
1.5207
1.7907
40.0260
5.5580
3.9535

39.31

11.05

16.14
4.57

0.1143
0.0439
0.0393
0.0775
0.0163
0.1004
0.0267
0.0074
-0.0043
0.0022
0.1772
0.0088
0.0185
0.0127
0.0219
0.0190
0.0138
0.0307
0.0090
0.0446
0.0126
0.0084
0.0027
0.0075
0.0208
0.0255
0.0085
0.0162
0.0124
0.0453
0.0470
0.0467
0.055]
0.0704
0.0291
0.0360
0.0198
0.0224
0.0129
0.0497
0.0054
0.0077
0.0419
0.0372
0.0075
0.0511
0.0173
0.0247
0.0114
0.0027
0.0786
0.0322
0.0904
0.0620
0.1554
0.0315
0.0180
0.0071
0.0089
0.0170
0.0498
0.0238
0.0477
0.0260
0.0057
0.0423
0.0639
1.0263
0.0613
0.0763
0.0765
0.0501
2.32L1
0.2091
0.1645

74.03
30.41
17.30
44.89
11.23
60.71
15.00
10.38
0.55
4.40
88.76
8.01
7.40
5.91
9.34
15.06
92.70
13.82
594
29.43
13.16
5.46
3.16
6.31
9.59
17.10
6.63
8.81
6.98
19.89
26.02
2145
2735
45,70
13,28
13.29
12.74
11.3%
7.51
23.24
3.98
4.64
19.30
21.48
3.90
18.93
9.17
8.83
7.82
3.67
33.14
1637
26.36
24.30
34.98
10.66

6.83
7.88
11.37
26.33
12.82
17.98
16.22
4.62
22.04
30.25
424.01
36.82
46.76
30.40
35.96
80622
112.30
80.01
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6740.82
6763.08
6832.17
6852.39
6873.74
6895.96
6968.15
6987.83
7007.18
7035.74
7054.79
7219.97
7323.59
7354.38
7426.45
7632.91
7697.48
7781.99
7839.40
7925.48
8003.12
8070.02
8141.70
8158.61
8251.98
8294.07
837244
848499
8539.51
8651.75
8713.50
8756.81
8833.41
8939.05
9019.22
9091.97
9144.69
9309.12
9374.68
9437.96
9516.91
9581.85
9637.19
9724.00
9785.71
9939.68
10063.40
10144.76
10273.13
10497.57
10561.30
10635.46
10718.48
10802.36
10921.46
1104641
1114795
11431.94
1151549
11667.57
11874.61
12135.29
1221321
12421.55
12553.09
12837.97
13035.41
13517.28
13664.19
13826.26
14005.24
14103.83
14335.82
14534.46
14717.09

6739.81
6762.07
6831.17
6851.88
6872.73
6894.95
6967.14
6986.82
7006.18
7034.73
7053.78
7218.97
7322.55
7353.37
7425.44
7631.90
7696.47
7780.98
7838.39
7928 .47
8002.12
8069.01
8140.69
§157.60 -
8250.97
8293.06
8371.43
8483.99
8588.50
8650.75
8712.49
§755.80
8832.40
§938.04
901821
9090.96
9143.68
9308.12
9373.68
9436.95
9515.90
9580.84
9636.19
9722.99
9784.70
9938.68
1006239
10143.75
1027212
10496.57
10560.29
10634.45
10717.47
10801 .36
10920.45
11045.40
1114694
11430.93
11514.48
11666.56
11873.61
1213428
12212.20
12420.55
12552.08
12836.97
13034.40
13516.27
13663.19
13825.25
14004.23
14102.82
14334.81
14533.45
14716.08

31.288
31.339
31.500
31.548
31.596
31.647
31.813
31.858
31.902
31.967
32,011
32.385
32.617
32.686
32.847
33.302
33.443
33.627
33.752
33.946
34.104
34.247
34.399%
34.435
34.633
34,721
34.886
35.121
35.338
35.466
35.593
35.682
35.838
36.053
36.216
36.362
36.468
36.796
36.926
37.051
37.207
37.334
37443
37.612
37.732
38.029
38.267
38.422
38.666
39.089
39.208
39.346
39.500
39.656
39.875
40.104
40.289
40.802
40.952
41223
41.590
42.047
42.183
42.543
42.770
43.255
43.589
44,393
44.635
44.901
45.193
45.353
45.727
46.045
46.335

3.0803
2.6139
29.3327
12.8114
6.7676
4.0495
2.6462
9.1160
3.5064
2.8179
2.6118
6.0098
1.4502
0.8418
0.2530
25.1248
2.3440
4.0191]
2.0650
0.4065
0.6177
0.7401
2.3180
1.6675
0.3282
1.2292
0.5741
0.3754
2.4703
1.8591
5.5491
1.7265
2.4403
222153
2.3984
2.3245
2.318]
3.6153
2.4549
2.7925
1.8864
13051
.05
0.3754
0.2852
0.7471
4.5744
0.5690
0.7631
02782
0.4082
0.5930
0.9040
0.8559
0.4378
0.1310
01517
1.5601
3.4607
5.1984
0.8999
0.3472
0.1927
0.4176
0.3921
0.7051
0.2257
1.7454
1.0656
0.9339
4,324}
24578
8.7632
2.5813
0.8605

58.81
4731
769.03
225.11
115.78
126.91
48.81
179.49
48.01
35,45
69.35
205.68
43.84
14.96
8.63
922.09
94.17
140.62
§2.17
11.97
20.19
21.61
68.48
29.11
9.23
37.02
27.10
8.50
105.46
59.08
204 .46
52.13
133.47
1128.34
92,32
113.49
121.61
148.49
109.39
165.50
104.50
70.92
54.07
16.30
9.89
3529
203.31
3157
38,76
1321
21.74
35.52
61.40
66.95
23.17
523
775
85.67
316.45
53422
92.25
20.90
12.50
25.40
26.02
53.27
19.66
207.59
136.20
96.11
437.10
213.14
1030.75
33553
197.18

34

0.1370
0.1100
1.7805
0.5200
0.2670
0.2920
0.1119
0.4107
0.1097
0.1265
0.1578
0.4631
0.0980
0.0334
0.0192
2.0212
0.2053
0.3052
0.1776
0.0257
0.0432
0.0461
0.1454
0.0617
0.0195
0.0779
0.0568
0.0177
0.218¢
0.1217
04198
0.1067
0.2724
2.2880
0.1862
0.2282
0.2437
0.2952
0.2167
03267
0.2055
0.1390
0.1056
0.0317
0.0192
0.0679
0.3889
0.0601
0.0734
0.0247
0.0406
0.0661
0.1139
0.1236
0.0426
0.0096
0.0141
0.1542
0.5666
0.9496
0.1626
0.0365
0.0217
0.0438
0.0446
0.0904
0.0331
0.3436
0.2239
0.1572
0.7106
0.3450
1.6560
0.5351
03118

62.44
53.07
598.61
261.85
138.55
83.03
54.54
188.17
72.4%
58.37
54.18
126.18
30.68
17.85
5.39
543,77
50.97
87.95
45.38
899
13.74
16.54
52.09
37.52
7.43
27.93
13.12
8.65
57.39
4339
130.11
40.6!
57.73
529.75
57.54
56.07
56.14
88.65
60.49
69.14
46.99
32.67
2543
9.50
725
19.22
118.81
14.87
20.15
747
11.02
16.10
2471
23.66
12.16
3.68
4.29
45.13
100.79
15329
26.99
10.64
5.94
13.11
12.44
22.92
7.46
60.20
37.24
3.1
155.80
8936
325.47
97.66
33.12
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1518724 15186.24 47075  0.4437 75.60 0.n77 17.87
15657.41 1565640 47.803  0.0897 845 0.0130 3.78

15820.39 1581938 48.053  0.0865 9.75 0.0149 37

16443.65 16442.64 48997 0.1150 11.73 0.0176 545

17066.08 17065.07 49.923 13076 16552 02444 64.05
17175.08 1717407 50.083 25670  301.87 04434 12730
17296.48 1729547 50261 27701  417.80 06109  139.28
17482.10 17481.09 50.532  1.0341 142.54  0.2072 53.11
17766.54 17765.53 50.944  0.6228 131.11 0.1894 33.08
17945.02 1794401 51201  0.6698 28223  0.4026 36.33
21092.56 21091.55 55.543  0.1325 101.64  0.1341 11.26
2371805 23717.04 58924  0.0883 65.37 0.0812 13.41
25789.62 25788.62 61462  0.0509 34.02 0.0407 10.83
27804.46 27803.45 63.835 29497 152496 17606  669.03
28548.76 2854715 64.689  0.8053  668.67  0.7571 187.12
31256.57 31255.56 67.709  0.0260 14717 0.016) 6.61

32717.17 3271617 69284 0.0180 7.30 0.0078 4.81

3414525 3414424 70791  0.1024 8434 0.0879 28.83
34918.38 3491737 71.593  0.0511 38.33 0.0394 14.78
3742816 37427.16 74139  0.0394  67.81 0.0677 12.55
39114.93 3911392 75.802  0.0493 57.70 0.0560 16.80
41845.54 4184454 78421 0.1089 116.05  0.1097 40.17
42589.26 4258826 79.120  0.0904 94.91 0.0883 33.69
44703.94 4470293 81.073  0.0546 86.72 0.0788 20.98
50260.95 50259.94 83996 0.0194 29.77 0.0255 3.06

55322.52 5532151 90250 0.1770 34983  0.2859 79.52
6516270 65161.69 97.996  0.0237 72.94 0.0551 11.64
69555.70 69554.69 101.264  0.0206 80.68 0.0584 10.46
82025.12 82924.12 110.623  0.0246 73.37 0.0490 13.93
89416.65 89415.64 114.394 0.0060 23.19 0.0148 3.43

9739795 97396.94 119939 0.0063 12.81 0.0079 3.57

110339.51 110338.50 127.698  0.0057 46.50 0.0263 326

[0196]  SLJfG] 2. SCPE 5 AR5 2 51 B IP)  AS R RE I A VR £ I R T

[0197] ATt B G, ATTE H TRV REZE e . NI A — R 5 24 A
LAY BT B4 5+ B 11 AT AE IR BE VB B K 10" (Anderson il Anderson) ;9N iz KA
Wy MR EE B . MEZINERSM T, 5 RELFLRE LY FUH B, 38 5 BoAR SCEE ]
00 S R R ARSI ) B ] 43 B 1 R o A

[o198] A, FEMLHIEE

[0199] AU RA AT M /MRS (PPP) T 37°C R, RG240 0. 8 1 0. 45 u m LS
it yE. A T HA EA CA-Ala [8)FE T Toyopear1650M S KM IR (CEXE 42 65 1 m, ~ 2X 10°
& /ml ;Tosoh Biosciences,Montgomeryville, PA) i, WA PNEE 4 KAL) Iml /SR AL
FCRSCEES B S 9ml MR T2 TS 1/ WIRHET, A5 A Iml F7EE IR Eh &2 i
. (20mM FrAEPR , 140mM NaCl, pH7. 0) PEV . IR B IZVESEE, LU EAE MR A 4G s
(IR Bl S 20 AMFEARER AT AR IR R DRV BR O

[0200] 1001k B F£ al 2 M4 B M g 5 55 /& B (100w 1) /) 2x LDS 22 ' |
+DTT (Invitrogen, Carlsbad, CA) 7E 90°C NIFE 10 7380, 2R 5 0o W ITFLRAT LG W LA
o

[0201] 200 1 REESEH 1-4 MRS 400w 1 6M GuHCI BY 400 u 16M R LA B R
B L/ WHRHET, ARG IR LA 73 o A5 G-25 FF EX PRIV - GuHCT FHR IR
FEWRARZE MR, BB F 2000 1 IM IR 5 80P G-25 FEFIK, 4R J5 2000rpm 25000 3
38 AERVE T 20 w1 JJRAT GuHCT # 4t , SR 5 FEAH RIS T PR L o BRI VL o
[0202]  B. LDS-PAGE 434

[0203]  j24f PPP. LB APER AT AR IR Eh il % 1+ 25 Wke, 2R 5 HH 2x Ff g
WAz 1 L 2FRE. 14w 1 ARFER GuHCL AR EIEVAE 511 4x LDS ZEyl +2 1 1 DIT I8 )5

[0195]

35
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T 90°ChnFA 10 73%P. KL 10w 1R B 2 70 4 (IER EAEM L. 75 MOPS 22
H1,23 0 1 ISR B BIFEAE 4-12% Bis—Tris #Ee (NuPage, Invitrogen) T 200V
ATHVK. &R Simply Blue (Invitrogen) %) vl BT (0, iR ERTE 1 H
K4

[0204] 283 AL B R S P AFAE AT T 4571, X 28 4% R B L T 46 1 2% S T 46 1 2R
MEREHEF HEM B EEAH (~ 64kD) FEA B/ 7. IXEegs RR B, Pk 77 26 5
P> T R TR B ] a0z R PRI 2 1, BRI S TG0 ) 43 B AR LG, BT IR U v
I RIS RT 2 AT ) R A B AR

[0205]  SZHEG] 3. BRZs 1eG S S 77 75 B/

[0206]  7EZFhaR AN B, FE SIS ED R — 2B EAE AN IG, Foyix L
[EIE A d S Pyitin v A8 Sy Uil Y oall PP /NI 2 R =g B N e R N (WY E P
JRE SR, T B AR AR R . A ITAT AT 2R % oG BIFE M H & TiEl a2 A
1) o A SIS 2 B, A8 76 58 HE 1002 A AN BEAS I 1 2 11 50 P ] A4k AN TR R B 2 16 7ERR
FZERER 2 TeG MM, HEL T 7E LDS-PAGE Al 21 i 2 1 i i

[0207] A, #ESLHIEE

[0208]  VAVAEIRERIATTIM/MRIMNZE (PPP) + 37°C Fif%R, AR )54 0. 8 F10. 45 w m ik 3
Fril g, #IR N DB L MK P 1g6 fE Bio—Rad #EHHH 7S 5ml Protein G Sepharose
Fast—flow #Jl§ (Amersham, T&S) , LA 10cm/h Wi (BT IESIEEES]) A 10m] i € PPP,
IR AR A

[0209]  fif T-H A EA CA-Ala [AIfE ¥ Toyopearl 650 M &G (SEE A4S 65 um, ~
2X 10°Bk /ml ;Tosoh Biosciences,Montgomeryville, PA) F ), K4 Iml 75K EC AR ST
FE5 oml LB (40 k) WFE 1R/ =R/ e . HFERR S B . TG
HET 2805 L Iml AR TR R 22 v v (20mM AT AR R 31, 140mMNaCl, pH7. 0) ¥Eik, #:45 FH 10ml
T- ¥R Eh (AR Sh 22 1P +0. 05% Tween—20) Fl 10ml F7 TR Eh 2% MR VeV . WCEEVR
TR Iml PRI LA Mo BT K250 4 3 S84y, B9 554 2001 1.

[0210] — PWHEZE 52 A8 (2001 1) 2x LDS 22103 +DTT (Invitrogen, Carlsbad, CA)
T 90°C A 10 7380, AR5 B0 o WEEFFRAT HISWELE 3T BRI IESEf 5 5000 1
6M GuHCl B¢ 500 1 1 6M JREARLETE G E 1 /Ao BIEHET, 285 AR RIE I O & 70 #T o
[0211] PR I GuHCT FIRIA FE A 6M 9820 22 IMIRAE, 1 — - I AE AR R (2x iR 4a 1))
fE G-25 #F LIl ik el AT #e

[0212]  B. LDS-PAGE 434

[0213]  WJ4f () PPP R 2% TG [¥) PPP AL VB AP I8 W, LA A GuHCT FIR 35 WA vt AE
LDS Sy +DTT 1B JE 57 T 90°C ndi 10 438 . LDS S i« GuHCT FH IR It v 1) o 28 4 e
FE 51k 0. 25x 1x Fl 1xo PPP 25 TG (UL L VAL T VAN PR i AR B Bl 50X. ProteinG
LDS Fl Glycine YEE I 5 2x LDS ZEmyi +DTT I H . 231 1 S FESTE 4-12% Bis-Tris B
- HLUK, MOPS 223, 200V, AR L3R 775 Se ir A il 5 B i 28 A i (NP BR 25 1e6) [RIFELE
ATHLYK . PG SilverQuest #£ M) R #F H Simply Blue XHEE Yett . EdE B~
TH 2 1,

[0214]  BELAR AR I, 900 388 Y0 RH 0 345 VU AE i 1 MW 50 FH 25KDa 1 4 11 5t (932 1) 9 3 2K

36
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HEEREMREER RN ) A SRR D, (HAnEE R R, ok B AE 16 12K 1K
LDS-PAGE ¥EG M 3 A BB 2 o T FESL AL R 1) @, >k B IR GuHCL #£ 5 R 5
AR, XL R R TeC M m A S kbR EMIRE TeG Rl feE N T H
EHRE, BOF SR A T AL M B, XTI R R R AR T S, AT R
IgG.
[0215] % ‘ WIS ab

[0216] i i Fy St A41) 03 BH BTk U7 V25 m] FH T R AR BRI 2K 43 9043 2 BN IR I FH & o 7E 1
PRAZ T AP A G A 0 R T, DA LR o T T %) SI it 9] 28 BHASE FH Bk 7 v o) 2% 1y 1
ST ATAT M

[0217]  A. MLyEHI

[0218] 54 Tml H&A N MR AE 4°C 1A A8 L8 ] ple bR o 358 [F] [1¥) MEAE Sorvall &
LALRTT 714, 000rpm B0 5 4380, ARG, SR )5 48 0. 8 1 0. 45 u m JEIFILIE.

[0219]  B. P14 -

[0220] 1. J& T TentaGel W CJENE

[0221] #2501 1 TentaGel 3C JFE [ & A Gly [0 FE T HJ TentaGel MNH, 101 m(Rapp
Polymer) 3 J& (Peptides International, Louisville, KY) *F¥EH4E 10 m, ~ 5.6 X 10°
/ml] BT oml HEEE 5 2. 25ml (1 ¢ 9v/v) MIGAEEME RT) FIFHE 1 /M. 4000rpm
LR 2 78R, ARG IRAT LB LA BT (FT Tenta) » ] 1. 25ml AT45 IR £h 2 ph i 2 ik
BR, R J54E 2ml Eppendorf & 4, 000rpm B0 2 438 IREAVEREH T2 (W Tenta)
M 4X 1. 25ml FPERIR Sh 2 R R . FEER 3 1 3 554, 554 K&y 751 1.

[0222] —ABHIRZE S 750 1 2x LDS/DTT T 90°CHFHE 10 708h. BILIR, SRa# FisEw
A7 T -20C. HE%H5 2000 1 6MPREK 6MGUHCL T RT FHEHE L. 5 /M. WG RS A
(R IVE & 7 FATAR IR 2h4% 1 ¢ 25 Wake, RJG HH 2x LDS/DTT 4% 1 & 2 Wk FEM T 90°Chn
10 4380, RIFVR AT —20C.

[0223] 2. FET Toyopearl I ENE

[0224] ¥ K 2 Iml Toyopearl 3 JFE (F ¥ H £ 65um, ~ 2X106 Zk /ml ;Tosoh
Biosciences, Montgomeryville, PA) 5 9ml MyEWEE 1 /M /RT/ fEds. 200w 1 ¥ Ji5 7
200 0 1 2x (LDS Z2iy@ +DTT i&JR 5] ) A T 90°Chndk 10 +8h. sk BIGWHIRIET —20°C
CLE 7 Hre 200 1 BHIES 4000 1 (v/v) 6M BRI E 1 /AN R TLIEE LL &7
WIERAE T IR . 2000 1 gt 4000 1 6M GuHCI LI ERIFE 1 /Mt WesEmiim
WA AT HRAE TSI T o W08 MR G MG E s R iz 1 25 Wk R H
2x LDS/DTT4Z 1 @ 2 Fiké. LT 90°Chndl 10 2p%h, RG24 T —20°C. 200 1 1 MiE AN
2000 1 B REEGE ST Analytical Chemistry 23047,

[0225]  C. LDS-PAGE Z}#t

[0226] 14 1 B IMARF GuHCT #E5 A 5 1 4x LDS ZZy Al 21 110x DTT - 90°C i
10 538k VAVRI LDS FESL T 90°C A 10 2308P. 7F 4-12% Bis Tris B RL AL
FEdh 20 1 1. BERR ] MOPS HILIKZE 4 T+ 200V BEAT FEL K, B2 Gk} 5o B IE A i o AR IR
J R Simply Blue & FBUGY B QL Lt AL, AR G H H,0 . B En T 3 s
[0227]  FHOCIESRE o, M98 F ] WA A B A SEptEg i (JkiE 2 5 3 M8 AHEL ) o 2%

37
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7 1 -5 A o e e 7 S8 4 B Al AR ABL (9Kl 3, 1B 3 ki 7, B T AHEL ) - 3X2t
45 SRR AN I B B0 7 2 1 26 1) IR A B4 0 T R Y LDS-PAGE 73 B 1) 4% 41 I H 5 it HL
LTG0 AR L DRI P KB i T B R R IR PR

[0228] LRy T 35 AERTER Akt i 08 149 28 Ut W RS9 1) 7 2K D e 3R A AR M T
SEAH TR, (ET T A 38 AR SR UL 1 5y DL IR FEACR IS N EATE
25 BT RSO SR ARG AR R PR G D0 B Rl AR H Ry 52 (A2 e A E 25

[0220]  TFE4n H AR iy HLAR ST HRE &S ST IR sl e A S 5 INAE N S5 — 1, A UL
Forb B g | 4 3 AR A& A g S g 5 I A BEARE N 2% .
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