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[0083] (i) ATk —4i & fIRee AR S ol oo R 45 & JF A TP I A 45 &
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TN A AT AS O SR BE RO AT T AR e S Ty 2N, W] AR T ] A5 R AS s A
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[o101] A X A ot o [l 52 S B B AT 7 B ) B A R R e AN A B R s — g Tl e HL AR T
B AE AN T 3, AR B REGR LEE R N 855 0 TR A WIS A5, Horh iE
B WIBTR S & > Theic AT BE . eSOy 2 b, A% I ) & n] LA R BUR] 2k
LG RAEATGR) HARE ST Do A2 — Sty b, AR G & ] L S

5 A s SR SRR (9 B BT E R TIUE I, B, RIS E AR S A AR R, b &
H 0 5 HIAE 2 FUE R .«

[0102] AR BHF—ANJ7 THI A& F 12 W sl B0 29 « 5O = 0 v 7 A #E AR AR 80
(177325, Forh iR J7 A FE AR A5 I BH 1) 77 V2548 AT S AR5 21 IO A i P X 5 i 958 9 .
PR V67 AL BRAHOC B AE s il AT VRS P B BRI, A B ) & T LARHAE R
WA S — 5

[0103] 2 Wi AIIGTT N AT DAL FE(EL AN B 5 48 4 00 (1) AE b e 0 16 7 1 SR AR EAT A
IR 5 = 4900, 43 50 AS [ AE KPR 1 2 A8 Ll Her 2FGFR %5 (17K 1 L 48 B/ HRR e 18
W AR T 2 L, JF HIRAE AT VG Y7 Ak B RIS 52 o7 R R S AR B T L R e e
R BRI, A% R B R G T DAL U B, JE 0S8 R B A AR AR AR R B 1) 7 VAT
FE P E R AE AR I ) ) B 5 AH G IR 2 W R0 B VA 7 AH DG T o

[0104]  7E DL DL K S50 3 A 4 4 i 18 AR i BH I BB R EE " 7 1 A R A E BR i 2 5
Jra.

[0105]  FEf

[0106]  RTE“HFE 7 2 a0 BB I B AR SR 20 IR AR T 350 2 B — 0 A0 5 A K 2 A
TN T AEAR ()40 T BN G 16 B BGS 2, 49 G, AL 40 B IR BB R 43 1 RORE L S5 A AR Ak
2 NS ABHRES 3 B, ) A TE R N B AT A AR LY (R RO R A e
TG IFR RE  A BN A S 7E— ST X, AR BHROFE o] LU B BE
i B8 01 A 3R R B R A Cspi 1 lage e dh o 78 55— SE 0t 5 N, BRI DUR e .
Ty St 7 A, FE T LU A WL TR 858 o 78 5y SEH Ty AP, AR ] DU
fho FE— MG I STt 77 A, AR BRI o AR A

[0107]  ZEMFER AT LA -

[o108] 1. EFERVEANLAN / BCAH MORE P B o, 450 40, IR0 i o o 3 40 L P B VR B
(SIS

[0109] 2. A0 HE 58 ML s IR (B A AR 40 M L AR 2L 2R v P s A KA o, BSR4 4
TEATAE A s FE T DU B 1K 2H 2R it B eR 1) A 2R i, 48] a4 7K L bR ] A e 3 g 4
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[0110] 3. BAEIEAHUARRIAE i, ] A E FE B0 A 40 T BT S5 O BRI A

01111 4. ALy SR IL0E 1 SO 5 = B RE L, 9 A A F s S AR B 1 5 IR A% Y
(LSZ AN
[0112]

o1

- B R A AL

[0113] 6. FLFERARBE L AW 53 F IFE S, 490 G I AR & 45 A 40 B s A0 5%

[o114] 7. SLEEAEYIAN MU B ILRE B BAFE

[o115] A=A 1 B st 7 2 7 9 Pk 1 ELA T Ui BH I B 1 (AN 2 AR B 1 PR il
[o116] Ak ZE A Sy L AT LR A 2= A0 S0 B (i, KR FRIAE St R s 491 6 BH , (ELZ AN
PR il FIX SEAE i o PRBEAE S R S AT DLIE ok 4388 K B SRR A B AR SR s 9 B, H
FEAPR T I L i

[0117] AR B S AL HE LA BEAR I FE & (B, B AT —AS, RI¥E S AE AR B I
R ANGE B R ) R EEFR AL & 1 1, WU EL 2 F B A B BRI B R AR bR
B RIFE L 41 176 5 B AR B 5 5 8 S AR ) 8RS BR AR L8 S AR s A e 15 O
o B, 78— 77 2 AR OB BRI S SO SR T IR AT DAAE RS I R 2 i
Il 5 280 [5RS04, e B0l bR R AR 20 2R o AN R B IR 455 [ 5 BB AR 1)
FE it SE A5 AL FE AR AN PR T [ 52 72 3538 h s RE i b A 20 2300 o BB 465 [ 7 1)l ELTSA
B R A AL 27 53 1 IR o SRS T 2 KR S R AT A ] LA S 461 [
SE AR ZH 2R i Y IR A 15T, B8] DA 70 R e R 2 i b Bl S k) N, 451 dan ] AR A R B
BERRI — 53, I WA LT AR5 . 7B — St 77 X b, [ AR SR mT LU = 4E S5, 15 4n
R BB MR o AR STt 77 2, $EFR, 4053 - sROBORE, W] DA S AR IS5 1 N

[o118]  E— ALt 7 AN, AR B AN B ARG SEAR (R RE i, 4910 4, 6 HRAE o 5 55— S5
J7 A AR B R A R BERR IR & 90 0 AT R0 N IR

[0119] PRI “ B AY)” 28— W AFE M B, AR A R R B T A
B 0, EnT DR AE AL AR 4 B A 55 . TR HH T e AR SRR/ BRAERAR 1K) SC AR IR S 4 A
FEAEANBE TE B 28 G0 SR ) AN 58 2K 0« 58 TR I ~ BIUER I 58 28 s » 191 Qe A 880
IR 2R O s RN IR s R s A LM s B8 s BN AR AT 4 s Je B s B R &
I s AR JE RS o AR B RAE AR SCHEIR I 25 A1F T 2 A 27 i M 1 [ 44 S R4y » B B ik
1) S AR AT R 125 RSN 45 A A (A = 2 . AH R HE, 7] DL RE LA P ik i 8
T 45 41 THC ELTSA. EP 755 1R 3 FH T[] 5 A i BRAE AR IR AT i 1tk S A&

[0120]  #[kR

[0121] ORI “HBFR” fEARSCH R R AR E AR AL THE i T HAFAE W] A8 TR 2 B / 8D B
REIE A SR AT G o A FR MR, fEAS R B R SC, ARG “RERR” 3 Bz S FE A A
7] S5 A PR A 3, T AN A2 A i X B R AN S AR TR A ) A e R R SRR A
it 1 A2 B FERR 55 T0R Ak PR A A BN SEFR AR S SRR B o ASCHIARTE “FEA I
AHIE” SR ot P AR (R ) T B B S SER B — AN s 2 AN e A 14 R
R BEARIRRFAE . 50, BEAR ] DU REE 8 B 5, SRR TP B R R 40 s AR
R UIRERR ) 3 — SR LU R 8 K70 1 2 AW sl g i, A5 &0 15 € 5+ B e e
TEE R AL S R E AR T XT3 5 AR I BB FR 1K) oy — AN S 400 AT LA i B 0k Bl 40 B, Herp
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G WIIN I3 1 0 T AW S5 FIURE B WL 28 5 PR O ik 2 AN M R B AL 2R A e 45
P BB AR bR IX AR E Y b P AR AR BR P S A AR AEAN PR Ry S B
MRy 51 8 AU A 7 1, B InBR K AL W sl o G (AR s 0 0 5 A T
B AEAR I LS Ty A, RTE “HEbR” B “AEMPRCY)” AR, IR R
PRy E 40 M SR VAL A AR B AR AR SR IR IR I 70 1 0 3 R G SRR, G mP sl
it R AR AT LE S5 AR DRR L 1 S A 2 A A

[0123]  fE—NSit 7 U A, BEAR AT LU 8 15, 451 0 440 O JE 52 AR e 4 o o 11 5, 2 o —
ST AP SRR ] LU IR, Bl 40 M O IR o AEAS R — 2S5 3Urp, AR R 4R
RIFERR KIAT ALY, B s 82 1 SO IR (1 A B BT SEAS AR A th m] LLZ IR HE bR o

[o124] At £EA T W AN [R] St 7 X rp, BERR ] L2 AL AL 22 U bR 73 - BORIDRE B
75 B LR S B T B R A B0 R B ST B AR 23 1 RORE RS
Zik v BUCE ) Bl AEALSARIIAEERE b AL B HE B b, A ] DU ASTR] RS G
VD5 2 RF W 7 TR T RS R 5

[0125]  H M, A% B0 on] DLAEAE i 2 A4 M7 e AS AR [ 1 5 T R s (1 4
b, FARHL, AR BT KRR A AT

[0126]  ARTE “H0” EARAETHE MLy AR I A B RS b, IF AT — MR 2 19 2
BEo ANTE“ S 2 HE oo B R MK BB I E A 7y GRIE ZhRe R
RFAED 231, I HLAT AR FE RIS A “ S o0 SRR A Jo” B . A
SCARATE BN i H SRR AR Rl ) B R B AN BRI AR 22 AR B
S — R FERR 0. B, B AR ET F R FAS /SR R TR TR LR B 1 R SR R
41, B2 MR E > 7 — D07 RIE“EEAR FAHRR B IT” 24, S8R 24
AR A — A B MR L R T A R U AR . ARTE “ AT S FR HLPR I
AT LA S PR S AR AFAE  FF AR TR i o AR R A S H e B B S A PR A7 A

[o127]  fE—2esCili 77 S, AR I B2 73 1 I SRS R 3 IR AN B0, R “ 2 1110
AR 7 SR > T AR o3, HRAT AR 70 T I BN st S AR 2 T e S
T3 I RIRs 52 P 5 LR B 11 AR B 1 KRR 20 L AR R U R 1 IR E S A
S AL IR IRy 72 S ) R 5

[o128] [, £E— NSt /7 3, A IR LLs B AR D 5> SRR 73 1 HOAE AR I A /
PR T, RIS B A7 A THE dt 1 2 A A SRR 7 5, A8 Dy — NS5 b, AR T R]
LA B A D 73 5 1) S FRBIET 73 (R #E AR ) BRAS / AR T, 9 A, A7 AE THF i (1 22 A #EAr
75 IRE E > 1 G WA, AL AE TS — ST S, A B AT LAY B AT i A AE
PR 5 RIURE L ) 22 A A~ B 235K o

[o120]  FEANRIRA S 5 b, W] DUE R B A A A ) AL 2 20 B> SRl e AN ROk L R
AR T B R A FR A SR 3 B M 5 ) BCERA ER  RAS FR I A A
ST 73 1 BURE S S A SR SRR ) SRS BRI BOR R BERR (9 2 A S R
JCo

[0130]  fE—MLIERI Sy A, #EARR ST REAH R K DD bRL i, Bl iR B i 2
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1 o S P R = M NN 4 1 e s M NG =S s o 1 [ PSR IR SR ARG SRS
[Al§~ PDGF VEGF TGF HGF 8%, EGF | 52 {4118 % AH O 1) 43 AR AL Z5 B8] L RNA FHER )
S5 58 S H 40 JAK/STAT M 8% 5¢ Akt 1/PKB 40 I 7735 18 % 58 5-FU I8 M AH 5% ) 3L K] )
7=, MEBRER 52 AR BR R LI (BRS1) %50 AR BH 1) J5 V2 S vr 5 B i A b i kA 7 i
AR AL AT E B

[0131] AR B IR J7 925 0 V6 LA 58 2 2590 [ A7 75 T8 P I S AR () SR AN B B o i AT
AIARAL R E o AR i R ARG & R EAR B REAE [R]— N RE L P AT AT AL R E &, B e AT
AT LATE SRR PRI it P R AT VR AS o IR BT 22 PAS [R] BE AR W] DAZE — AR — i g AT ] A
A, 2, B SR AR R AZ R EE AR, BN Fh Bl 5E 22 FiAS [R] i 2 (BB AR, B0 A B 2 Rl AN [R] )
AL Y e

[0132]  7E—ANSEiit 7y X, BEAR I AN BT ] DLE AR B35 H 0 A 7E A, 7R B 5K
it 77 A, AR A BT ] DA 1 — N80 43 b SRR & A e e e f i h b &
MAFAE . TEPTA S5 SEE 77 AP, W RAS R AR % B I 7 V578 (3] — AN i T G SBR[ 5
TCHAT AT ARAL R 8 B o A8 — 205t )7 20, Forp SN EAR 5 0 B B R 1) 5y — BEARAH G, 151
i, URE 28 I 70 - 46 BRES A7 AT, o B i i 78 73 1 46 -5 BOS5 1) 72 0 BE 4% R 1 AR b i
Yo AT DLUIE Ik A A ) A SRR S T AT ] AR R I JBON R ) ) — R bR gk
TR E 2 .
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T AR BT B — 53, LA T B TR i P R RR A BT IR 99. 9%, 1,
2T 8T 98%.97%95% 94%93%92%91% 8K, 90%, 1] 41 7E 90% L5 85% 2 [d], /b T 85%, {51l 41
P o BB B T [ B 1K 85% ~ 80%-80% ~ 75%, 14 1 /1> T+ 75%, 14 41 Ky K i vh #E KR B A B
TG 1% ~ 74%, 51 40 A4 Fh SRR ST BT 1% ~ 60%. 1% ~ 50%. 1% ~ 40% 1% ~
30% B 25%, 245, 4R A A B H AR 50% ~ 99. 9% 7 Y B AN SR B TT BB 23 TR PR
TE A AFAE TS R I BN FEBR SR TT [ R 2 o AR A WK 2D T4 i A B BEBR BRI 1)
S 50% FEIR I 73 F B 22 A AE T4 it ) A BB AR SR T /53 o
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ANV, BN &5 RIS b R0 B 5 52 SR, B G, 3o 45 5 BIEAR 8 A 0 — BURI SR AT 3t
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YEFH T TR — BRI PT R K S SR 7 B SS & o AU RS “ T8 A2
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A ZR IE 0 R B, a0 T 0% S ¥ERRAH QIR R AR5 5, B A 2L A 5O0E 5 N R (055
[0140] A BRI S5 G50 AT LA AN AR 456 X0 (R R o

[0141] Ak Py AR 2 AR RE R 45 A 0], 1R 26 2 RE U e = HOAH HL45 6 PR S AN[F 4 1
FRIECXT o 8 FH S AR R BH R RE S &5 6 X 1 A 0 1T L e e B AR S i Y

[0142]  ={E 55 e S & A 0L HE L ip P N 20 20 0 5 0 AR T () R AR I R T AS A& B A 1 1k
Fo MBIMERFE RIS G RAEW R - B RSUEW R - MEE SRR R - MRS & &
1 EAMEZIR 208 - Bk S . AR IS5 AH BB S B HE s 45 B 4 o R B I 3L
W 56 R B4 ST e I 2 A 461 - R I IV Jie R i A SR AT AR, LA R e s N 5 AT A4 i
DR Bk (8D BT I 0 e 15 Tt o< ) » DA ORI Gk 49 3— PR —2— 23 0 ek il
(MBTHD 1 3—( —H5E - 255 ) AXHR (DMAB) %%,

[0143] ety 7 45 A 0 A] LLRBIAPUA - LR A RBCEDUR - JrEdii ik R, 76— 45K
e 77 A AR B G Ry S A RT LIRS A R kB 2 PR B SR R PR B A S T
Uik — Bk g & X0, Hlin—Hom —Hixd, Hh —HiAERM — 4650, F H PR B 44
) B HE 3 Pak 4 PrelcE Z2 R PTASOR PUARR R T DU T — A S8y Kb o 7EAR K B
(e st 7 A, AT LR BUR - PP A RE R e A XS AR Lesty A, Wl
UL A 46 T BE bR B SR A 16 7 - P R R 85 S 3R 7R 28 — S5 650, B i 5 e B i %
(K — sz 741, ] UL PR HURTUA R R = 4557

[0144]  RiE “EHUR 7 2T BEUE A WA A2 73 B IR AL /N 73+, AR A ] BL & Bk,
SR PURM B AR S 2B P AT R o VA, o SEA GRE AR &6 . B
MRS T, 28 TR v LB R K5y 7, Bl W R &0 0 7, Wi i A %
HIRITH) RIS ~FPuRn] LA T H A 8O 5 A D A sem R s e T2 R (E
Fbridsr 1. B, 45510 2485 DU o R SR 1G98 1k R AL, 491 4, 14 0 K115 5 9
A5 18 2 R R FE R 1 SE A A FE O E (FITC)L 2, 4- —AlZEM (DNP) . myc Hb &3 (DIG) K
FAMR RSS2 R e NG, 49 G Y R 3 PR B P SO T AL L PRI Alexa Fluor488,
BODIPY FL.%)GE A Alexa Fluord05/Cascade W a2¢ 6 21, US20080305497 ik (4t
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PRI (B 2D A LR T 25 5 10 AN Bu ik, B et 45 6 3152 7k — & 4k (5 i Her2/
Her3 RO 7R 1S T7 0, AR I A< B AR bR 1) 554 BR T2 52 1Y) Her2/Her 3
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PN AN T E SN 7 T AR S L e Y N R R sy L D B I R NP i PNl R L
FH 5 BT L2 ) B S P g A2 T G b e e B R IR 1R e 41 16 22 /0 — 8 20 U 1 R
W L BN A K B s 0 B s Ll =E B, BRRE T ) S 400 QxRS () PRV 7 40 o B AT DL AR T
[F 2L, 454 TeG. TeM. IgA. gD\ IgE BRATAT LS, 1 1gG1. 1gG2. 1gG3. 18G4,

[0151]  fERMLs 7 X, — IS APURE & X, W 5 EMbn iR R4 &, Rk
55 B AR S 40 R TR AR R R I I B R R T A A AR e )] LR IATE AN
N0 B R P BT P P S, 9 G A BT L P B N . R e S T A, T RAAA
A0 W AR B E AR IR, PR A TE T IR 40 B iAo, 49 K , B R A7 AE T4l
HBEFRA T MK B VS T o0 1o TR A A Y 5249

[0152]  {ERLesji 7 X, — S A S bl 5 —hiEE XA PR S
Xo FEHLEesTit 7 A, ZHin] LS RAEME G, £ 287y 0, 2 ~ 20 D> ZHep
5~ 16 N ZHn LS REWE G . ety A, BEWTLLE 1 ~ 10 ~=Hikun
1.2.3.4.5.6.7.8.9 Bk 10 P —Hi4i 4.

[0153]  {EH-2C8 i 77 b, =Hin] L&A 5 ZHipl s —HnE e X B &8 2 5
FPEPUR B S 45 60 Z PR AR RS A MPURE G X . R3S 7 0, =Pt 5%
WS G E— LSl P, 1~ 20 M =Hn LS REWL G . e sty A, 1~
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[0154] 72850 77 X b, W] DML B 45 & L u N Z A RN R &9, flin 5 —4
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[0155] W] H A B B B BT AR B 5 B v e FH 22 S [ HiAAs, 48 W T AR RE 7S BURT JE R
HIE B AR A ) COR BB AN T BEh R TREHLA

[0156] W] LLIE Job A 90 k38 K 1) 22 o g 25 1R A A — ol o 1l 3 AR e BH R B AR &5 A 5D,
) 41 MR 8 Harlow F Lane, Antibodies:a Laboratory Manual, (1988) (Cold Spring
Harbor Press,Cold Spring Harbor,NY). H T #l 4 EHPLAE D TR HARLE E B
STk 2 A H e Sk ) i EP0623679. EP0368684 Fll EP0436597 A it #i k. T LA
M cDNA JE A 43 85 4 05 B R 1 4% BR . 1T LA M W R 1R 2 TR 43 B8 4 B BT AR 1 % R (2 L
f m McCafferty 2& A 1990, Nature348:552, Kang %% A 1991, Proc. Natl. Acad. Sci.
USA88:4363;EP0589877B1), 1] LI ik T 407 41) 1) 255 PR 2 48 1 3445 2 i B AR IR A% TR (Mark
&\ 1992, Bio/Technol. 10:779), W LLd 4 Py A 73 S dr b B AR (Waterhouse
SN 1993, Nucl. Acid Res. 21:2265) F T4 KR 7L BB FE ML % Bk E R (&
I, US5585089, Jones 25 A 1986, Nature332:323). ] LLLMTAT ] B8 1) 77 2025028 A4 4 B it
s B EAMRRRE I 4 A e I, Sl anre ] LS N 8 B R AR iC) SRS . Bk
B ANERRFN G A 10 77 AR AR AU A 2N AR AR R B DA 574 e S 7 X b ik

[0157]  FEA R BII— A2 77 X, B Fab XIGRIRPUIARSE G

[o158]  FE— st 7 A, kg A0 n LR B FE I FhE R 2 B A Rk gs &7 d &
V), WA G S — PR &5 G IS —HiiR g5 R4l 64, oz A el 2 M [ B ik
FHAANFE R P g G a0 /A SEi 77 b, (RSP, WAl s 2 R A RIHiR 45 451
D — R e SRR R R A S DL, A — R B S 2 BRI B
[0159] 755 —ANSE i 77 A A, A WU R A R B S B s S 455 R IR 1 51 1R 485 5511, 491 4
FAMPRL TR 75 B TR R AL 53

[0160]  FLFERZIR B AL RIS 2151 41 DNA 43§ RNA 43§ PNA 2 T 85 4570 m] LLH F4%
P AT PR RS SR B G AT AL AT 2

[o161]  FHAEA R B H B9 456 AR 7 41 v] LAk 22 & B A0 40 e b=
Fp e A i A AR 38 4 A0 (2 W, ) G Sambrook 28 N (1989)Molecular Cloning:A
Laboratory Manual, 2nd ed.Cold Spring Harbor Press). {E—6sijfi g, gL
A A DAL FE BKAZ R (PNAD . IR IR A2 L wh 38 47 E 1 DNA Fl RNA A (19 5 48 A% IR B % 12
B 48 (backbone ) #l Ik H 42 B RAZ R 701 HIAE PNA 1) 5 VAR AR 9 250 (00, i
Nielson, 2001, Current Opinion in Biotechnologyl2:16)(FFAASL LIS 7EHE 5L
W77 A, 45450 LLAFES R RS (LNA) (Sorenson 25 A 2003, Chem. Commun. 7 (17) :2130),
[o162]  7E—48sijli 77 U, B 45 A& 50 v LA FE 2 b — DN IR H B 2 b — R %
HIRITA, HAEREE R4 4 F T 5 A2 T BB AR 7 41 IR 524 586 (1 20, 524> mRNA 7
FDHFFAAT o AN SCHAT FIARTE “AE 1 25 F T 28 7 R FIR 28 A R 48 7R, &
2 HUAE B H M0 22/ 0%, 2821 80%. 4571 85 ~ 90% H AN PR T 5 (- HeAH B 455
Altschul 2§ A (1997)Nucleic Acids Res. 25:3389-3402 (AN SCLIEZ:2%) rp BTk M i
E HANE 73 E o

[0163] ) E HI ™A% - 7E Ak N 40, JF 1] LLAE Current Protocols in Molecular
Biology, John Wiley&Sons, Inc. (Ausubel Z¢ A 1995eds. ), %6 2.4 f16 15 GF AR L LIE S
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ZOHrd k3. AL, £F Sambrook 55 A (1989)Molecular Cloning:A Laboratory Manual, 2nd
ed. Cold Spring Harbor Press, % 7.9 1 11 & GF AR LIS ) thdiiR T 82 1™
B o AR — B85S 77 A, ZeAT AT N R TR IR A o R B PR R AR AT S A ) SE A
7E 65 ~ T0°C FAE 4X &ALEN / FFEE IR AN (SSC) H A AT BREALE 42 ~ 50°C R £E 4 X SSC Ml
50% AR 24T, 2 J54E 65 ~ T0°C T AE 1 X SSC okl — R B2 . N FEfRII, e
(R R AT DA N2 2% A8 F0 /BB G2 i o, 491 i, 355 PRI (BSA B fis #0K  DNAD | BRIl
(SDS)E&A 51 (EDTA)  ZE REBE L PVP 45,

[0164]  {E—2C5ijit 77 X b, 454500 AT LAFE A S5 P24 I 428 T 55 1 b b BB RR P 51 2428
AT F B A R AR BE A H AN AT 18 R N 53 S T4 1 DNA TR K R T 25 5
ERI A B~ B 4478 Sambrook Z& A Molecular Cloning:A Laboratory Manual, 2d
ed. Vol. 1, pp. 1. 101-104, Cold Spring Harbor Laboratory Press(1989) (FFAALIfE
) th L, AR A 52X SSC.0. 5%SDS. 1. 0mM EDTA (pHS. 0) HITHPEN, 42°CF 50%
W 6 X SSC A48 £ (B & BRI A4S W, N Stark ¥, 75 50% BRI 1, 42°C),
BL A% 60°C 0. 5X SSC.0. 1%SDS [RI¥EE 41k

[0165]  {E—4L50jif 7y X b, B A FEAR T4 & T SHER P EEAR P AN 248« AR SO AEE
(ARG T 4% 45 A1 AT A8 B P AR 0T 8 B AR N 52 26 T8 4 DNA (1) B 1 25 o i o 1R 4%
PFo B, AR T LU RELE S 35% A EERZ .5 X SSC.50mM Tris-HC1 (pH7. 5).5mM EDTA.
0. 1%PVP.0. 1% S HEME L 1%BSA 1500 1 g/ml A5 1 [ fi £ K5 - DNA (1959 1 T 40 °C % DNA T4k
6 /N o 7E B A BLR 5072 AR R 34T 2248 A A 0. 02%PVPL 0. 02% ZE FERE L 0. 2%BSA
100 1 g/ml fE A0 45 7 DNAL 10%Cwt/vo L Y R HI JE R FH 5 ~ 20 X 10°CPM £5 557, {E4ATIRA
WP T A0 CIFE L 18 ~ 20 /NI, 2 51627 2X SSCA25mM Tris—HC1(pH7. 4).5mM EDTA
FT0. 1%SDS FIVEHH T 55 CUEE kRN 1. 5ho 8 FUHT BRI By I A T 60°C i
H 1.5h,

[o166] 71 H e St 7 Kb, AN R B AT A K &5 4501, HE R B HEDUA SR B I 21 Bt
FEAZIE 5, 0 Wi 18 AN [R) 8 1 IR R IR 5 6 5k AN [R) 41 B RH A% 52 1 (4 e A B S AT AR ik
A o X EE 555 (1) — LeE R i) P S5 AT LU Rt S i e e X 4 A I A MAR SR IBE 1) 42 L iE
P11 clg HEE, MHC 43 749 4n T 28 MHC F1 1T 28 MHC FHAEH B MHC, HA R 5 45 & B A A Y
Iy T AN B 4 A 5 8 B 1) 4 T an B S s B B 45 A 2, A0 fos/ junmyc.
GCN4, ELA7 SHI BY SH2 S5 RIR(1) 731+, 1 Sre BY Grb—2 s o EER TR (4 5244, B 40 Fe 524K ;%
A, B TR A R P B 2 BR324 BUAR AR R IE 45 A 1 A, B e 2 R
FERT LA TR ) £ BCPTAR ) Fe X, SH2 g5 #430nT LgE TR 8¢ AE DL Fe X ik, 76
e st 77 A, BiA B R A AR A% BB B B R ] AR 2 M I BT AR 1 Fe &6
[0167]  Z5-& W] L2 RERS 5 AR o+ I AL 55 1 TR R 8 G /N 1o

[o168]  7E—48sijiti 77 A, 45450 mT DLELRE wlR U i b 142, 0, e i PR
o AR AN T A, AR B KR ic 45 AR, RIRERS 58 5 b 45 G AR R (ol #E AR
B IG H B S5 A TR AT I 43 7 e e 45 G AR il 3 — B = =B S A
IX He g G T DU Ak B RE S AR B T B AR A T AL . FE— AN SE s b, AR
RAES B AAFEAE A BEIAR I I 4565 o A I B AR 1042 1 = E PR S mT DL B i 4
ALYyl CHRPD (B MEREIR I (AP B — 2 FUME 7l (GALD . Hij 26 #f —6— MR i U« B —N- Lk
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FILWEE O B — A AP TR L AL L SR UL R K RIS
(6ODo fE—MILIESE T 2, &5 G50l LARSS HRP AE A bR ic. (65— kst r X,
Zi ] LS AP MDA RR . AE LRI ek ity e sty 2.

(01691 JE2 RN i B AL b o (67 BT it FA) 5 -5 750 60 02 W AR A [7] IR 32 B S A it o S #E AR
RGIEFIFR SIS G 2R AR SR M AR AL o AT — B IR, AT AR B3 AT LAk %
EIE IS5 G R I 2 R SE i TR I B AR 28 ST 3, UL IR R T Ak
FEAR AL ¥ 45 6 R IR, A5 T ARRE it b A7 AE IO RERR 10 BT AT A~ B o i e He il 0 5 R
L BEBR AR ALK 18, 451 i 5 77 X mT LAY S A5 K AR A s LA 98 3 Ak Vi [ 47
FERAEFRIOAE o AT ST 30, 4 A0 AE SE bR BB BRI 504 BT IR HE R R IB AR H AR Y
FERL SO, AT LIS B SRR B4 T A BREE A b A7 SR A B T B A Ik W B RR AR AL BT 1o
e Ja 9 77 A, AT DAPERE BLAn A8 A 45550, 1% ORI &5 6 5 5 A e 1 SR A J o
(IR AR T 1 AL s, BV, A7 AERERR K AN 5T K B 70 253 SRR L (K 7 1o

[o170]  fE—ANSili /7 b, S5 5 m] LU Rbrid Abe i (AR R AR IO 45 60 T IR &
Yy, FRAR R] B 25 A BC AR AR B R IE, 491 B, S o2 BB AR 3 IR IC AR AR IC B — PRI TR
EY SR E R FURIAR ISR PRI B BRI G555 YA KB, A HIE S
it oy TIRGD, Forh— B3 brid 45 5 70 72 PUE I, A8 A 3% 8 70 b 30 10 45 45 770 7
52 [ A HE bR 5 TT RN 2 T R A bR L C2JE rT A O LSE BRI 10 o 1K SevF
i T8 A i B UK B T RORS  R, JF PR G E AR PR R B, AR P AR AR R A
Bo RSB AT IR XA SV i SRR AT E BRI E T .

(01711 fE—LeSiti Jy sUrp, A I B 430, 491 Ay S 45 5 0 B0 R 2, xRy 5 45
AR PR 45 5 2R R 2 SRR, 451 G, 6 AR il v 1) 5 I A P49 RS s e 55 — &5 45571
IR FIE 1) &5 6 2R AT

(01721 Jl W S e Akt 12 % R MR e S 5 5 X Y 18 52 2 TR R S AN, 49, A S 32 A4 3
PRFIHUIR S, B, B i — A2 A IR (BPL 2 B2 5 5 — 25 S BB 1K (BP2) 454 .

[0173] W] DUt WA Rk itk 45 A e B R 1R I 254 (BPL:BP2) RITE K -

[0174]  BP1:BP2<=>BP1+BP2 ;

[01751  AH AR fife 5 5 5 BR 2 Ay

[BP1][BP2]
[0176] Kd=
[BP1:BP2]
[01771  H# [BP1].[BP2] il [BP1:BP2] 43 #|Z& 7~ BP1.BP1 LA} BP1 55 BP2 1B G411 BE

IR

[0178] i ES BUEA FE/R BAL D, HAHM T BP2 (45 &AL sl 85 —F 10 BPL KK,
Bl BP2 4544 [BP1:BP2] [ BP2 3R B %6 T A Bl ik 4 & [BP2] ¥ BP2 ¥R FE (¥ BP1 [ o
iR B BUR /N, 456 BP LU %S, i BP1 5 BP2 22 W) i Fn e o 90 un, HLA 4 BEZR (M)
fif B BUE BPL b LA TR IR Cu MD #5250 BP1 B8 S35 Hh 4 & BP2,

[0179]  HI T BP1 5 BP2 AH ELAE FH B B % 00T LARH & B4 11 (g, 3L A L pH 2
WEE T 52578 . AN [FEIE AR AT BIVE L 2 R 5 1 e i BP1:BP2 B AW R FFE— i
(RAFAT 43~ (B AH ELAE FH BB o 78 DA & o v ishie T4 B B (119 55 BP1:BP2
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B AW AR K BN LA
[0180]  TEHLIA (Ab) S5HUIR (Ag) 454 1 KRN L, 18 Al SR A 20 (KD o IR 2 5
FOREL
[0181]  Ab+Ag<{=>Ab:Ag ;
[Ab:Ag] 1

[o182] Ka=

[Ab] [Ag] Kd
[0183]  iZAL APt 2 R A (on—rate, Kpgys) MBI (of f-rate, K, H I LA,
PSR AT URAT A 7] 10 539 R S (5L — ol m] LA ] R A A v PR e A 3R M 4 40 f
Gy Ffra] LATR] I AT AR A AT Bt 2 2

Ksorward on-rate
[0184] Ka= - —
Koack off-rate

[o185] A LA FNLIRMEE1S 2 HA C40 Kd 5 Ka (45457, on] DL AT A 45 B R
N 5L AR TSR E Kd M/ 8 Kao 5 S 43 A i 4 F A B AT AT ARA A 2R X0
A T 58— R EE B85 5 0 ) Kd BEAT B 8 1 77325 BA ST 208 i SRoxf ZH 23 2 4
LR AT E & .
[0186] [
[0187]  R¥E A B, B B FRALFR ) — D B A B TT . IR AR B, B Y 22 2> —
GG SRR ) A ST BRI 45 6 T S TR e IE U E 54
[0188] I A< W (K DL e FAT 404 3 SR Ity 1k PR I8l (T AR SO, B M AR PR AR “ 44k
I J Bl B AR I o
[0189]  R¥E“ H AT SEUIE [ Bl iis PR 2 R (EBE ) EC 95 73 25 P 4 73 28 0 ECL I,
AL L A0 GRJER), HRR A E B O 88 31 5 — A4 1 R, ko &
B T2 . AE— SRR ST A, AR BT Koy 28 04 ELL 10, (B LB AT EL. 11.
Gt A HI AL T SR -
[0190] & — Atk S il 77 2, A B K My AR AL 8, Ry ) e 1 A AR AL Bl K IR,
M (EL 10.3.2)0 & B 4E HAE By MAH L 2r 7~ b, BEAT S 7. e A e Uk
AR EE R AR IR By () K O MM S MR TR P REMEM. &4 T
AKEHBEBKBER LLE# W d& Phillips LE #l Leonard TJ (Benzidine as a
Substrate for Measuring Phenoloxidase Activity in Crude Cell-Free Extracts
of Schizophyllum commune.Mycologial976, 68:277-285). 5k Kunamneni A, Plou
FJ,Ballesteros A,Alcalde M. (Laccases and their applications:a patent review.
Recent Pat Biotechnol. 2008, 2(1):10-24), B Rodriguez Couto S, Toca Herrera JL
(Industrial and biotechnological applications of laccases:a review.Biotechnol
Adv. 2006, 24 (5) :500-13) ik I .
[0191]  FEASCHAE FARTE “ Bl SRR A A B ) HAT Py A B 12 DI, AR 1T A 12 A
A2, VRl T8 T A B H R Iy AL B A IR 22 5t 7 b i — A
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[0192] 755 — ik St 7y 2N, A8 BHE Bont BAR T8 20U B -EAT (A 1) e AR A ) i Bl s
PE -

[0193]  ROOR’ + Hi k{4 (2¢7) +2H — ROH+R’ OH

[0194]  FEACK W — ik 56 i 77 2XUrh, B i A A e v 1 X e 2 RN o Ak P
(HRP) o TEA I B g — Sl 75 5Xrp, BAT I AL it v 1 PR 2 K &2 ik S AL 0 (SPD o
[0195] X T— Lt S ALl , 5 A KT 2 i S AL AL, — S8 1 A g A LA
A A LIS SE A S A T H AR PR BT A AO T I PR 5 A, 491 R
FACIE CHRPD W] LUAE 22 FPea WAL S W R IN AR A W (AR RN 52 48 . HRP AT AT 423 ()3
YEAT A3, FF HAR 240G mT LA 21 R NAT 55

[o196]  IEid 545554 E sk R B e ) 4K o 1, BRORAE B TR B 0 B
1 W73 1 HEAN K /NET 51% ~ 99. 9%, B /DT 51%, 44141 40%. 30% B HAK, 1T LA 7R B 14,
R AU 38 T Bl A, 91 n 5y S A Il B3 A A P Bl

[0197]  ARHIME &HIW LA S — Dl M BRI E &, ORI RS “ &6
537 et A AL IR T T 7 1 — 8 7, HARR A B AR BN oy DL A A
HEAMIE R B RS T TR 2 T 53850 8 g SR E B — 15y 7]
DL 5% A0IE IR BEI — B B R M 46 o B — Ay Xrh, B — S AR & b
— Aoyl UL A EAGE R B Y — DB AN 2 G AR D — AN ST rh, A
AR DA TR LS A E DRI S G B SRS S R
AL MIE RS & . RGBS G 7RI 7 2 AL 2B S 8GR s, R
RIS G TR I & B T 5 4G R, iER S T R 5457
(R — AL 2SR S B o — M B KB 1 S gy 1 45 A W TR AR AT N #0 IF
1ELL N AT 7R

[0198]  FE— ANkt 77 A, AL I TR B TR 43 &2 HRP [0 53, a0, 24> HRP 73 7l H A
A HRP BvE P IC y BE, SL ] DU A HE HA RS PRI 2 HRP (A S A, 5% . 05—

St 77 A, AL SR I A 7 W] DU K S A e (SPDY BB e AR S — Skt T A,
AL T 0 70 T LU B I AT 2 o

[o190] 4§ HAT S LI S e 1 1) i 1) 55 500 10 A1 BR 7)1 5 48] ] L Bt A4 703 BCHC AT
), BN HRP B — AN EZ AN 454 1 Pab, 15 HRP 45 & (R SE &30 . IXFERISS &
FA] L5 B A #E b SR oo ] Bp A A8 bR 7y 1 EAR SRR 45 15, IR T 2 54, o
AR E S YRR RER Y S o A TR Bl el 2 P s G5, Hop— Bl el 2 Fi g A
5 HA A SR B T A6

[0200]  fE—A>sEiti 75 3, 25 AR AR AL DR A BN A BUE 2 A AR 3 (1 4
G, Pk oy 5 E AR BERGERE, 10 5 HRP () — DB AN B A PRy
To B AT A, 55 R DU B P 8OE 24 B i S AL Y i i T B (1)
i, 55 25570 IR B ERR I HRP (PN BOE 2 AN E D R85 4, i, b — A sl A~ 1
HIPLIARAT— B A HRP & 73 5 BER G r  E 12 (HD, B I AL s T o i
i G AR SR RIBESERD M8 E5W.

[0201] &7 ¥ &5 557 i HRP K n] LAA AL, IWBE— 45 G50 1 /B 70 B Ak — 45 5l
20 ~ 50 BEEE > BCEL R S e AE 2SS b, W DAL A T HRP 500 B 2 /0
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MGG, P AR — 455 M B - AN 23, a0, 48 =R 122 Ta), 5 45,6
7.8.9.10 %o A NRUFHLRIL, /8 45650, bR — 4 &Rt o fE s 2 T—1, 10
LR AR 2 T, R4 EF 2 T =4 fE—28i 77 b, nf LR IE A 0 —
A2 T B 5560, Uk AE 5 5 20 Z 18], i 5 ~ 16, B3 2 TP
H 5 IR 25 G R AT A A A T SRR EAL IR T R, A2 AR RS AR A AT DA AT ARAL A RN EEAS b AH [F]
[ e AE— 2857 A, 52 R] LU 2, B R IR 2L 555 43 1+ (pool ) R IR 254> 4
H 7o R G I A [R1E (R 43, ) it rh B — 25 550 4 ~ 6 DMLY VTR S AR
5~ 7.6 ~ 8.7 ~ 9.8 ~ 10 NG/ 53, Bl anfg—Hith 7+ Wl &——H o Fu8ils—=
iy 15 ~ 6186 ~ 7 A HRP #i5r . £/ H B HE HRP 1) 2 70 1 45 & 700 A4 )
SETNBIPE o AR PT IR IR, &5 50T DLALEE B A8 B O R A A 0 D Bl v PR ) AT
IR Z AR G54 A W] LU FEAS R AU IR B I 2 30 A 5 .

[0202] {5 — 263 St 7 A, w] DLORIE &5 &R B 85 540 73 -, 440 55 18 4 71 HRP
[ BN VBRZASHA S5 5  BRANBUAR 7 1 BRBTA T 40 B Fab [X o IXFE ) 455 7
BRIy, HART DU TR« KR8 s 55 A0 S0 AR sl b T R AR 1 S8k 5.6 , 41
S B AN BEFR 43 1 AT AR BB LS 40 e, SR SRR 45 44 R LLES B AR RE AR 2 1,
BN EE R ] REME DL B IR CL S 40 M i B2 A AR

[0203]  7E—SbH g St 7 A, AT DA e 45 45 G R AT 205 H RS 7 UK S &
Yo a0, 765 0oAR P REAR R I 57 B RS AR B A SRR DR EI S O T 5 31X
FERI & FA] L2 A A .

[0204]  HAufE B A 40030 Jr B 1t (9] 4, aok S AR D B R 1) B K 5 6 ) (B B TR) 9%
HD 255 FRIALFR A BT RA) BAS A B R SRS BE AR AR AT o

[0205]  7E—AN S 7 A, AR B ) S A SRR ER A AL G RE AR 1 RSB AR R, 2D — A
—PLEIAT Y, UL — A A BUE 2 A AT L U S 1 FR I (9] 40 HRPD&5 5 () 42
D= ZHiE AT AED .

[0206] 7 55—t 7 A, AN SERR A W] DLALES REAR (R AN T, 20— H R
JRgi & H—di a1, LS A A B 24 B A g s 1t 1K B () 40 HRPD &5 5
R X PR B P

[0207]  7E 55— AL 75 A A, SEAR AL W] DLUALRE BE AR K SRS B8 50 O SE AR S I — AN B
EANE LR / ERBAGE ST MO 5B — LR / BRI 55 R 7 1R R / IR
RG-S o

[0208] LA L iy szt 77 sXOTAEFREIPE Y o AR A2 S8t 77 S rhm] AP B Bl AR AT S8 A
IR0 BRI ES G FRIRAERT A A, M A & B IR AR AL

[0209]  7E—ANSEi 7 A, AR B () A SEAR BB AL W] DL [ A S A AN B A ]
RS AR ARG A S I PR 0 B 1 (R B A 284 30 T s M 0 I8 B sl Al e 55 5D 1
AR A B0, BRE ARG 7 B S BT, I E A BG4 B S0 R B s T
(R A2 — SRt X, SFAIE SRR AT LR SEFR A B o AR MY, 7512 55 77 2 A AEFR
A AT DA A 5 A8 A 340 T T ) SR A B8, 48] A AR A I Jir i R [ 8, 91 ] A R 4 S
W) b BRI RS A P ) HRP B4R 1 o

[0210]
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[0211]  {E 5 — RN E5EGHIE T I B RA K EaR B REAR AL, AEK VSR (1D g
BRE AR W AR — A LA FER AL A ARIE A R WK (D s 5 A
R B B BER R AL AR S I BE AR 28— A, Hoh Bk 28 — IR R K I E W AL E D,
(D) RERSAE 5 S NI P AR U8 I B S, IF HL (2D BRERE 5 i S & AEAE T
A T IR I 1) 58 S 53 - A8, AT AR TR 5 IR IR AN R & 7 . HRAE A S ]
RV (1D S5 55 A% W R BRAS BE AR B AH ¢ R 28 i), He b ITik 26 — il
FLHE 22 /D PN RERS TR A BT IR B 0 A ) LA A T RS AR ie R 2550 43 L ml A
FRICYDIE B 5GI ROGI JHCER T I BUR E B4 ST B e 45 6 0 IR B2

[0212] &Y

[0213] 55 A W SR ANBEER B AH S IR ) 58 — A (FE T SRR A “ 38— IR ™) 2 B
A AL SRS T IR o IR (DK & A VAL G, (R TE 5 Tk
Wi SN IR A B SR, OF B (3) BB (FEPTIR B A S8 AL W IR AEAE T AT T IR B I 26— i)
(R 7K 73 AT I, T AE BITIR 58 IR K AN HEZE S 74

[0214]  RAE /KU RIRH — R 77 F K& KR P ASCPRIARE “F
THEY” Zfe B FERER p- LB R R R, O HA T8 S 2 /b 5. N
YT E HET LR R0 AW LUK e s . <07 2 —
N p- S 5 — p- SLiER A THER 6 BAFAEES CEBCRIIR 7o, Al J d- 5
8. PR REAES p- SLIlE KX, HMIE S R S EAME1S pi 15T A1
LBHFZI p— ShTE B, FLH P LR A 7 B S A BB R IR G InAs e 1 . LR AR pi
TAE T BB T, M TR R T

[0215] A< B Y AT A 300 D AT P ) I 0, 5 R 8 R B R AN [R] Bl o AR I 28
Wb, A TR 2 & A HL0E pi AREDKSEHEA I E B AV E Y, R AL 5 A K
B rh LA 4R A3 D i v P X S S IR 7 A B ER R, e AR 1 o AN SO ARTE “FR
SE ) E R R EARR BT e CRdD ZKEH (A 1, 5B — 8 B R A
Z/0 20 P AR, IEL 1438 24y 15 2 bh, slEEAC, Bl 2,34 85 738, 48 5 1 10 43
Bz [R5, AL, M AR R B — AL AL S I B HH S REAS A A B 1) 5 — K4 (17K
IR 1RSI, ANTRE BTk K M 23 e A R K AN HEZE S 7 1)

[0216]  AAKT 5, £ — DLl 7 X, AR W R B — 4K AL E b ek oR
[R5 — ) KIS A WL E A S A0S — 4 B I R, L A R 50 B XU,
PRIk I AFE 2 D = A (C-C=) ERERBE NG sEHE 5 TS ML &9 .

[0217]  fE—ASEi 77 b, B — A DL AR (D R aMmERoR -

[0218]

[0219] Hrp
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[0220]  R1 J& 7525k S,

[0221]  R2.R3 F1 R4 FRS7H A Ho N=(X) 52 0= (X) o, A X SR8 M FE el 5 £ 8 H, IF H.
Hidr R2. R3 Fi R4 AS[F] 4 H,

[0222]  Hrp

[0223] NJZ2%,

[0224] H A ;

[0225] O 2%,

[0226]  HAME R AR HA A 5 B T B 28 — IR Re i LUtk &9
(IR BRI S mT DA 37 37 — U RN B BRR RS A R B AT AR

[0227]  FE—ALIE ST b, Rk W AR — R 3,37 - R LR
(DAB),

[0228] A% B FH DAB [RIBE 7, AT AE B AT S804 34 Jir 156 5 1 1 g CRT , B0 o 40 AL P g
(HRP)) F i 58404 (R, i AL ED BIAEAE T, TR LR AT A8 — IR 7 T A BRI AR e H
55, FEB AR RIS o T B TR A SRS B AR A

[0220] 75— MBI T A, A I B AR 5 — I KT B B 1

[0230]  FRIZ IR REfS 7E B AT SA Ak SRR v M ) i CRI, MR I S AL 0B (CHRP D) ik 5846 )
(B, A ED BIAFAE T AE 5 R85> T A8 8%, 46 i 55 — A e B AR E A R B
(R ERANEEAREBAL AL o 4 A 5 — A 1) P BRI A SR AR 0 A7 Ah 75 282 56 — S BRI (il
BHAAKT 2 oK B s 1 sE it 77 X PR A o

[0231]  FE—SCXL e ik st 7y b, R BT DAY K 37 37 — e SRR L B R B RR I AT
W) AT IARTE “FFEY” BRI B 37 3 - ZEIERE . PR AL S ek B g AT
S E 37 3 - SRR PIBR AL A Y AR EF TR —NR TR S — R
TEUR TR . AR B FIRA RIS — KK 37 37 — 2l BEIC AR i A ]
BRRIORT D, ol an, VE NPT B R AT AW o - FIE —4- 24 - WER.

[0232]  7E 55— ML 7 A, A0 B S AR AR — IR 4- Fe gk — IR A AT 2k
Yy, a - JUEE —4- RERER. 1EAE RPN o - 5 -4- REREREFRE/NH
R HOYURR AR R (o, 29 2 SR REE /N 550 1St 7 2 R A

[0233]  HETAR BRI E #), B TIEARKR A& T ERER KT 0. 4 SeK RIAE Z Ky
IR, 2y 1 ASOK 1. 5 BCK L 2 TIOR3 TCK B 4 30K, 38— JRAAE K A i (AD AT/ B8
ITEA BT (B A 1 0] LU R 7R 58 — A AL S I 25 4 1T ML) 0. 05mM AR AL B2 15mM.
[0234] 4, VB 4 2 — A7) A BT 280 R Bl L AT AE I AE K PR A B (AD H 0] BLEE 0. 5mM &2
5mM 2[5 Ak, B2 0. 5mM. 2 1mM 24 1. 5mM. 2] 2mM. 2 2. 5mM. 2 3mM.  AGE “ 407 FKoR T
RAERT 1~ 25% FIRZE -

[0235]  fLiELLZY 1. 5mM 222 15mM [ [ FHAE 5 56— S A B2 IRRE BR 10 AT AR 40049 T
a - G —4- BRI AR, B2 1. 5mM. 2 1. 75mM. 25 2mML 2 2. 5mM. £ 3mM. 3mM & 4mM .
AnM %5 5mM.5mM %2 6mM.6mM %= 7mM. 7mM %5 SmM.8mM £ 9mM.9mM %= 10mM. 10mM %= 11mM. 11mM
2 12mM, 12mM 2 13mM. 13mM &5 14mM. 14mM 25 15mM CEL 36 BT BT 3k X J) f0 9 A st i A R, BTl
DX 8] Py FIAED o

[0236] 44 ] DAB 4 25— A, JLAE K (A TR E UL DT ImM, PLIESE 0. 05mM
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2 1mM [FIFEF A, 101 0. 05mM £ 0. 08mM, 1] 41%4 0. 07mM, B[l 0. 066mM £ 0. 074mM, 5X 0. 0SmM
2 0. 1mM, 412y 0. 09mM, 5% 0. 1mM % 0. 3mM, 412y 0. 15mM. £ 0. 2mM. £ 0. 25mM. 5 0. 3mM
0. 6mM, B 415 0. 35mM. 245 0. 4mM. £ 0. 45mM. £ 0. 5mM. £ 0. 55mM, 5K, 0. 6mM %= 1mM, 51| 4 24
0. 7TmM. £ 0. 75mM. £ 0. 8SmM.0. SmM %= 1mM.,

[0237] ZE_JEWY

[0238]  ARFEA A B, AR BH BRI 28 IR (FEAS SCHR AR A “ 58 IR 2k 2 /bW
ANBENS FHAE Ny BT B Y HAL B4 UL R AT RS AR IC O 45 B0 o 1 SErp T R bR i 4 i
H 5 I KOG T T I 3R EL A T BURE 57 456 X6 B R I

[0230]  7E—2Lff 1k St 77 b, A B AR 2 1R 0 5 IR &5 &) o+, L=
TRHE

[0240] 1. &5 &0 RKEHES - AW BCE 2 AN 5868 H AR 8 2 & BH s A 14
5L, PRk A HRP (A, LA R — AN BCE Z2 M rid 4, o bR id 2 /K s TS AL &
V) (E N SCHRR R “EBWTD kR

[0241] 2. BRIEHIF LS SV 0+ “Erh " T Ik 73 71— 55, mibsid ) “ &b T B
BT 05— 8B4y, P PRIC T BRI 30 MESEIEN R TEE L, B, B4 2. 5nm
B, Lk 2 T 3nm ;

[0242] 3. BEJEKAAH ELBGIT/> T 2. bnm I ER &, W WITE S5 &) 0+ W BRI 2D T 30 A ELIE
T B AR SR T BRCE /D, 49 ik RN/ BER R T RIEAZ T 5 ~ 20 MR

[0243] 4. &Y EAFER D 30 MELLERE N R FHLEY)

[0244] 5. {EMEE A BASAGE REEE MBS DL T, 8 HA NG A L5 A
FIA K BB — IR ZK B (1D A oidE e

[0245] 6. {EIFEE A A7 AE H AT AL I TR B P I8 1T Ve AT P ik g ) 58 — IR IS 0 1 5 45
GIFAMNEH LA AR 1D PITEH ;

[0246] 7. YEMREEPAEAEITIABERITE DL, 85 G0 & A i SRR & B BAA FAIE R
Bt PR R ) 56— SR AR 7K (11D AP oilE e

[0247] 2 ZJRA DO AT LU I PG T B B TR, PRA e AT — 2852 7y b m]
DIASHE R I OB O GIIFR 1G4 o« 78L& S8 77 A, PLUE 28 IR n LAED TR 2
Ja R et DIRT WLo 7R AP G0 T 5 58 A BIDTRR R XL 2 “ H 1 AR i BH
ANBEAR IR AL AE S5 B A R AP AE . AR IS R 5 T BRI AE A SO B A R oA “ 4R

A
lo248] £ BT ST HE #4540 AT T AR 9T H 0055 e TR TR B
S .

[0240]  7E—ANSEHt 7 A, A BV KA A KA TR S5 -G 0) o+ IRAE — dy, AL
[0250] (i) —AERE AR (R] B ARG “Fridi™,

[0251]  (ii) Z/DPRASRERS VR A R BRI 4 5T, LA K

[0252]  (iii) &),

[0253]  Hir,

[0254]  PriRIERN) 2GR D — AN H 2> 30 NMESIER R T A 2 DA
SR EREAL S, o BT IR 43 3R B T 2 /0 30 AN IELSERE N IR 7 H 5T TR
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[0255]  Hir,
[0256]  Fric4l) (i) FHAEALIE JRBERAEE 7 (i FEWA 30 s S B &, iz
I3 SRR T 22 /D 30 N IESER N R I TR S,
[0257]  HLrp,
[0258]  AFA] PN AH B IR IS A AH BRI/ T 30 AN IE GG R 15> FEE S .
[0250]  AIE“HIATINA IR &) BUnT LA H AT AS I ) R A 5O R G BURCH HAE 5,
A T A T BTN, B T DU FH Ry S 5 BOAR AR A B AR R T4 LR S R
FEBUR PRS2 RS2 AR AR | I8 S5 A I
[0260]  7E—2L5ijit Jy X, Ak B KBS PS5 G o I8 mT LU HE AT DG i FLARR AE (1)
W AR bR iC B B e BN/ 98D KR 1S4
[0261]  {fE—ANSEiti Ty X, AR WIS G Rl Ll B0 (TD Rtk &4 -
[0262] (Y)n-L-(Z)m,
[0263]  Hrf,
[0264] Y JEREMS IR A BA S A0 5t B ek 1) 1 PR JEC4) 1) 58
[0265]  Z W[EG I bRICA
[0266] L 2IEEAAED,
[0267] Hrp
[0268] N J& 2 ~ 150 2 [A] (%%, H
[0269] M2 1 ~ 150 Z [ fr38%k
[0270]  fE— ML X, YIE A TR D K& -
[0271]
Re

R4 Rs

[0272] H:h

[0273] R1 & -H.-0-X.N(X), 5 -S-X ;
[0274] R2 & -H.-0-X.-N(X), 8k -S-X,
[0275]  R3 /& —H.-OH. -NH, 8¢ —SH ;
[0276] R4 & -H.-0-X.-N(X), 8k -S-X,
[0277]  R5 & -H.-0-X.N(X), 8k -S-X,
[0278]  R6 /& —CON(X), B CO-X,

[o279]  Hp

[0280] HZEH

[0281] O 2%,

[0282] S J&ff,
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[0283] N &%, H

[0284] X ;& H.feAEsl o5 2

[0285]  7E—ANsEiti 77 A, /b —AN R AR 0 B SUA0E ) B vl VE R B Y ) AL &
WRRGD KE.

[0286]  7E— NSt A, Z5E W05 1 T 2 /D AN Be A AR D BAT S A0 I I B M 1)
B R G RER GD K&

[0287]  ZE— AL 7 A, S5 AW T I R /DA BE B AE 5 HAA A0 SR B ME 1)
BRI SR GiD AR AL B .

[0288]  FE— ANt 7 A, £ AW T I 2 /DA BEN FAE b HAA A Ie SR B v M 1)
BRI G2 G D A FELE Y .

[0289]  7E— NSt 77 A, &G0 50+ I T A BERE FHAE 8 HA S0 I TR s 7 () i 1)
IR AP A (TD BRE. By X, X8 S92 HH R Ktk &9, 76 55—
Sl T A FaE R D RERARL ST AS.

[0290]  FE—MLIESEitE 77 A, Y Al DR AR IR 3 78 5 — MLk st 77 X, Y mf
DR BRIk 2 o 76 5 — ML St 77 U, Y nT DUZMIERR (7R 2 575 59— ML Sk
77, Y AT LU 2 AR Ak 2k o 78 05— MG St 77 b, Y W] L I F IR I ik 2k o 7
F—AMRIE S T A, Y AT DB B R | AR IR R 2 R EE R BT TR AT AR
[0201] ik, X (TDD BRE HIERIE Y 2 i 5L R6 SR L %L

[0202]  FE—AMLIESEHE 7 b, 85 AV ARG I AN HH IR 5% 2 Y o 76 5 — MR IR SE it 77
X, G EMARE RIS ARFFRIE Y A G . Mk sty b, R IE Y 2
KX AD REMLED.

[0203]  7E— MU St 77 2, 45 A9 nT DAL 8 W 31 DY A Bl 20 1% 1) 5% 5 B AT AR WD i ok
55, 10— AN 7 b, 2550 T LA A 210 DU A P RERR I 7k ZE B AT AE M AR 2 7E 5
— AN S Ty 2, AT DAL FE P 30 DU AN R R ) B BRI AR S S TE S A K
it 77 XA, g5 AT DAL RS R 0 DU AN 2058 I RER R 2 S F 73 — A St 7 U, g5 &l LA
ALFE I B DY AT+ BR (1% I s L AT AR % 2 o ZE S AL A 099 2 P AR A4 ] DL A TR
LA akn] R AR &4

[0204]  FE—AMRIERISEHE 7 XA, G615 0] AR (ID B4 Y4659, siHM
ANRTAY), AR A BB R T 5, B S AR BR e 2, BN R 2R A RE R R 2, B0 i
BRHRSE , BRI TF T BRI AL 55, DU R — a2 A nl R R 104 s 76 o — A SE it 7 U, 45
AT LA FE R (1D 59 =00 7 8 = AT A, 40 a0 =SB BRI R IR iR IR 2 2
PEETR I IR, UL — A AR AR 129 s 78 5 — S8t 77 X, 4559 LA,
F& LD BIPUAL AP E L YA BT A4 » 460 0 DU A BT SRR « TRVAE R  WINHE PR\ 2 28 A RE IR T
TEREVUMT Y, UL — B N TR bR 104 »

[0205]  7E—4850ji 7 N, YALEWEE T LA T 4, i 5 ~ 10,10 ~ 15,15 ~ 20,
20 ~ 50,50 ~ 100 5 100 ~ 150 MEAEY) o 78S 1715 7 IR XL 1 45 G955 1 K HE R
PRSI o AE— SR IR ) Sty b, XA 45 ST DI 2 T— 4 2 /b 30 NMESHE
()R B ELRE, 9140 30 ~ 150 AR5, HAr iy 2 P94 Y A& e BE I3 — HAHIR ) 53 32 A
5R A B ERE, IF HESAXH M EBRE MR BN SE = G —) a5 5 —KEEiE
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By 70w SRR

[0206]  TE—AMLIE S 7 b, 455957 v LA FE AN B A (1D BIA R S
A, BE P S YA AT A 2 490 T A B 3R R ik 56 FH — AN PR R BR RS NI T
PR % AT A HEER R I 2%

[0207]  {E— ML S 7 b, Y ] DU SR ER I 2 R IR e S Bl AT AR R IR . S5
YmT LIELES 2 ~ 4 8 2 MRS .

[0208]  7E—/Nsjit 75 2N, S5 G0 4 1 ] UELHE HA SR A0 I R I v 2 TR IR 0 T 4 1 2
H Hh 2= AP KRB E R . fE— 30t 7 U, 456 T a2 b — N ERER
BRIEFN R D —A D PSS EY, U R Z D—D R a2 (1D ik
HVSIATED, B, — B R IRR IR TT T IR I B AT A

[0209]  fE—deszjfi /7 s, T LML S A EHS 4 ~ 6 MRS Y, B BRI &4
AT G A AR R Yo

[0300]  HRIEAK M, Y WAEMIEAAL TEEW 5+, ik 4 B P P R4 Y 4k
A4, B, B4R 2 TIUA Y AL SIS G mT LR RS P BI04 Y B, o e g &
Yoy il — BTN LS 30 ANBUE 2 BB AN R 4> FEE B BT iR 4D . IRIE
Hhy, XL R P BT Y AL A E EHTEPR D AHAR Y BR324 A 20 2 i Al B4k & 4 T i
BeAr— i, ZHEEAK T 5 ~ 16 MEHIERR T, #4015 ~ 10.6 ~ 12,7 ~ 13.8 ~ 14,9 ~
15 %5, B, 2 ~ 44 Y WWEYT LS S RIER:, S SRS 2 ~ 4 MRS IE
o AN 28 IR 22 5 1R < 21 D 2 R S5 I Bk S I IR B , I b Y b &4 55 IR 0 2 SR R R 556 11 S 2
&S, i 5= TRk ¢ 2EIER:. MBI MEEY) Y ] L& AFE 2 A7 32
() E F R G Y)RAE G, P IR 280y 3 i M FEE AN FAZ T 3 ~ T AR
[RBE, PLidk 3 ~ 5 AR, Horh Y ARG CLS Ik 43 3 m B4R B R e e 4% . e m] LT
BN SERES FEERED Y 7AR— 1, ZAEREG S T HA avriE e mmpy 2y
MY AL AR RIS RNV FE R Y A G R Rl 3 AL E (grouped location)TEZ JE#k
PR EEEW oy T “Y- 3K,

[0301]  ZE— ML 7 N, Y- S REE i 5 A (B, 5 PNA 43 186 ik, Horp
R LS R 2 2R S AR AN / B IR S IE B BIDY A Y R JE . AR,
FLHE 15 N E DR Hol ULE 2/ A Y BRERERY) L &5 1ML e R A3 RS
I 5 AT LU A TG

[0302]  7E—Asjiti Jy 2, BEEH BIDUANME S Y B Y- SkAT LSARE R (TTD 1)
A 2 B R RIRGYIE -

[0303]
4{_«{\/0\/\0/\/'*27] Rs ﬂ ]
0 O J

[0304] P R, AR, £ B NH I O, H Ry 16 F S L4236 PN 2E | CH,O0CH, A1 (CH,0CH,) ,, HH:

AL TEAEEELG N ORE. MR EEWIEn LIS —A (8 E A4 Al iilbsic s &,

s H AT UL 7 — KBS T 456 1% 0 — DK F AR — e 2 A RriddE— ek
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B XAE 45 G RNV o XA M 5 7 B — A HE BRI PR S v] DU R SRR SR
Yo

[0305] Y AL EWTELE A5 P I B2 RN BE AR S AR & B A RN &5 G D REA 52
), R PE BRI B B IR DL T 5 45 B W0 & A T S A R B S A 38 D T 12 ) 1l 1) 54
— JEAD B K PR FE RIS Cln BT, AR 22 AR BR B 0 A7 A8 LA S i I 7 (1) 1
PRI A B MAZES P UTTE H C5BEFEN A Y AV BERSE Y A S 255 A
LC, ZEA Y A EALL Y- SkipE X “Hadh” F4560 0 1+, B IASAHAR Y 3R IR ()11
ST IR R T FIREEE o X FE A YA BEAT R A8 2% 2 B 0 B BEAR E A67 Ab TE B 25 A
TIRD

[0306]  &54 W) ARSI AR i mT LU R SE b m A 0 B4 ] 0 52, 491 tn e e 8RO 1
W3, BT T A A I T A TN M B A 4 SRR C A R R 5 A K
T BT B 740 PR S

[0307] W] LA FIAT ] %€ 6 19 R 6 B9 AR R G I BUBUE TR 4y FAE AR id ). 1R Z 2
TER, B 22 Y4kl Alexa Fluors (4 F# %) F1 DyLight Fluors (Thermo Fisher
Scientific). %G Hr i 4 i H g HE R il Mk s o) ] LU BLF 20+ :5— (R 6-) - BRI %R
N E G- 6- FRER IR 6-( PR )-H5-(M6-) - PHEE R C . 505 % 5%
PP I FEEE FF B, Cy2. Cy3. Cyb. AMCA. PerCP. R- 7 41 2% [ (RPE). 7] 7 21 &
 (allophycoerythrin, APC). fH 7 §% # 41, Princeton Red. &¢ & %% )t &5 H (GFP) & &
(1) CdSe 42K b« &7 AT 2B M 2 5628 I i S a0 2R R R Y e R 1, 2- AR IR T
(1, 2-dioxetane) FIMLIE FFMAME, S0 L A0 b 70 S Ml (40 0 S 1 (RO A7 22

[0308]  7E—LL5izjif 7y X b, WA I ARG T DU B . A 18 B BEAR i 4 1 PR ) 2 s 4]
A LSRRI B BRI (AP B — 2 FLBEEF B (GAL) \H 0l —6— IR Al B —N- ZBha L7
PTG B — A0 I BRI AL Bl DA AL Bl i K RSO R L A R L (GO
[0309] 7 & St 7 b, ARSI BRI A mT DU R 5 45 0 IR L, B i, 7R
A 2B R A AEBR S, W] DL R R 2, 4- AN SEEY (DNP) i 5E (digoxiginin).
¢ 6 B SO 2, DY AR S BT B R 2 AR R SRR SR Dy L A 2 K K (mercury
trintrophonol ) —FE R AR = IS A B RIR N D R R R 2R 2 2R
o AENATE BIR R 2 A RS, B T DL AR B AR 2 BE R SR A 2L AN R AR A
RIRFEREATIR T O e e 45 G 85 55 . Hg sl e, Bt

[0310]  FE— AN SLH T Xrh, brid s iR o 76 5 — MU St 7y X, dnid 2
HEW e AE T — MU St 77 A, AR e 2 R e 5 AR R R o 7B e S 7 0, mT B
I EARIEY) o

[0311]  FAEEEWF (LR TR AP TR bR e g s v UIAR L, fE— 2k
ST A AERT TR S G FAR IS ECE T LR 1~ 3, 640 1.2 B3 AR i)
1E— 2 Hp s 7y A, S5 G T RS AW 0 7T AHEE 21 4 ~ 150 A Fricd .
[0312]  fE—AMikseit b, 60 (LR P EE—) B — A ibcicy. £
MRESERE T N, S50 Pl UAFE—A Y- Sk CER A TR —AD Fl—AFRidd.
[0313]  ARIEAKH, FEL BT, v R CAMbric s £ A4S 51768 BHEAL
I JRBEE PE B R AL A (B 5 Y- JORE T2 T 2. 5nm (19520 &5, 41 an kg oF 22 /0
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30 MELL R T (Bl 30 ~ 150 BUE 2SR 1) K. B4 WL Y- k5 1A @EE
PRaCY - MRS — R IR TR LER RSt 7 X, Y- SRR iC I EA] RG22
b 30 AN 23 SR AL B INAE 30 AR SR 5B AH B W o B T BEE %

[0314]  fE—28S i 7 b, A4 WA Z T 1 Ric W, JLEXS brid 0 AL bs
WYL TR 73 1 B B AH Y T 22 /b 30 ANIER 51 (B (RN “TRIBRA ™D, fLik 60 NS5 T
B2, Bl 90 AN ELE HERI IR 1o PRI TR RE Y2 SRR & 55 4LRIbR
W IR L Bk T7 SRS G 7> T P IER TR bR IC AR A # 73 IRE AL S 0 IEHL
B, A7 B AR SR Y- SRR AR iC YRR B AEAT Y- Sk R 222 30 A Bk i v, BT, 2= /b
2.5nm B . ZDARICYIMEST GV T IR ARG 2 R AR “7- R

[0315] Rk, 78 7- RAIARICY Z T8I 2220 30 ALk Ji 7 e fE 02 4% R (TTD
MIANBCEZ ERIREGHEY -

[0316]
AN gy ]
T ]

[0317]  Hrp R, AR, £ B NH A O, H Ry 16 2. L3 N2 CH,0CH, A1 (CH,0CH,) ,, HH:
WAL F AN ESEE N OEEE.

[o318]  ¥EHE Lk (R FE M T 4 BE T 2 b ic 4 v] BLEe B AT AT 6 0 R B4 19 o e v/r
Z AR 7K I SR A 9 R SRR T — S Y- SKEREAS Y-Sk &5 A o 75— 288l 7y A,
A Y- Kl X R EY S84 7- B4E .

[0319]  7E—ANSEi 7 Ui, AR 45540 5 1 10 2 A B ac W ml LR AH [R] ] il ) ot
T8 5 — A5 7 A, R ic iy mT LU AS R A A 5

[0320]  FRICHIR 72— BHEAT BA IR AGRE (D B 482 DN sk bR e 45 ST Kb
PR¥E R PR ARE, ULR (20 48 456 ARSI TR 25 A P BrRic x5 570 1 58 25 5
[0321]  SEALEJRBEIRY) Shric 2 18] (BN Y Sk 7 B2 WD RZERY) LARYE A & 1 2
F5 42/ 30 AL T HIBE) 2 1, 1 30 ~ 150 AN B 5E £, 41 30.45.60.90.150.
300,500 PMRFEEZ . fE—MRIE Sy A, Pikth, LALHE 150 NMESLHIIRF. 75—
ety A, R SR IR BB, P AN IR R T e R A AR T

[0322]  FE—AMRIESLH 7 A, LA LU AN BERER G+ 48 7 — MLk skt 77 X
o, LAl DLW EARS 51— BRI AREEINE G5+

[0323]  FE—AMLESLH 77 X rh, L2 BGRB8, N ESi R ¥ 2 5
JEIE AR BA M AR T, B, B N R EREE .

[0324]  7E 5 — MLk 7y A, R 20 T ID M ECE Z N EE KA
#@ H

[0325]
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| NSO Rs }
T 7]

[0326]  JLrp R, FII R, % H NH R 0, H Ry & B F 5L £2& A% CH,0CH, F1 (CH,0CH,) ,, HIL
HARZ T =ANESER I LEIKE,

[0327] Pk, L AHE BN RDWAES, L R, FR, 245 NH H Ry 24 CHOCH,. ik
i, LA RO B—ASEANER

[0328]

O o ’
®) ENH\AONO\/\M{U\/O\*NH/\VO\AO/\\/WTK\OA[%{B)
o o

n

[0320] Hihn &1~ 102 ML, HB £ H. RO LY - LA BE
W02007/015168 iFAiithid, HIH AR UIMES T .

[0330]  RiE “/r32 m” 2 Fa AW o TR nl LUE B4y S an [/ — SR A i i s sl e o
T A EAT LR P — R TR EER, AW Y Al 2 TS 1 HR ok 4

AN
| o

[0331]  fFAEARZAln] LLAIVEERM L IR G 1o SO s 2 08, ] s S8 0 st /P
LA SR A SN SR R LT SRR Y TN RERRIRG s SR VE A A 1R 2 0 | R SR L o
JEUE S R B 48 B~ FUH F SR 5T 2 B N e SRR 6— 4T R PP S SRR N- 3%
FEESEIRME ST RI AT e IR AL AT 32 R P AR LR AT YR 3 R L AT YR30 6- &
B —6- LR ET e B ANAE LG AT HE 3 s BRI TEND R N BER i SBLVE Ry « A1 SO iy
BRER R RN R 56 12 B A SR RERE AU TR B RO s 2R M ERER (W
M) R (B ) B (TAIGIRER ) BB ( IRAMGIR —2- R OHERR ) BB ( ME AR
Mg ) B8 (EhRIR ) VR (CHoRIRET) B (MBI ) - 43 - R 3R Y R (ARG
M) B (LIGRE)  LIRE - A LR ORI D MEAL IR ( S48 ) AR BULERY)
R LR (PEG) BN —BF B L0 — AL N, S R G A8, Bttt A
R BOH AL I ZE AR BCIROK 731, B35 70 SR PAMAM- BEBCIRK 701 s SRR IR , B4
RIEIR FEAAR REANE . (LML) | pluriol ;8 A, B A &EA AEREA M
TR (VLP) RIZERZH IR « DNAL PNAL LNAL SEA% HIR AN SEAZ H R AN B ER G 0 )
RARGD, B, Wi — Do A LIRS Y Ik BRI AL IR 1 520 (1 28
.
[0332] W] LUK Bt 28 5 D i s M 5 Ik AR e dme AL, 490 4, m] DA B 03 SO A A
BEAE, LA B S AL 2 i M LAty 2 B UACTE o 3] DML AR/ B AL B, A58
G BRI
[0333]  fE—MILIEHI S 7 3N, A AL IR B IR -5 bric ) - Ta) B JERAL 5 ) 2 T 2R 0
REVSATHRRE R SYNSEG S0 T
[0334]  fE SR G5 ARV (BRI &5 6 [ 5 A A 2, B mT DURE K
TG Yo I, ] LU LIRS A S G Y00 5 AL B n TR AR e A X (T 1Y
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S FREGLUUERE WA G . B e sy b, vl LMl RS ARG, 190 an i 58

B, 2 S A AR e R (DD TR G . Hl& R EE G X —Fh 722 H

PR A 2k B 456 77 R U 4107 55 6 31—, Blinde St  R aa R4 62

AT DA F B s Y. B SR W N e ik [ i - im A2 o A — 2830 S 7y AU, (D 14

TR RS IAR IC A RT LR IE AL IR B AW o 12715 B - B FE A0 R 0UCE e

B i R E R ORI O B AL 1, 5 T -2, 4- AR,

SRR BEATIDEFR 49 11 N- v — Lh ol MRV g ] TR A0 B2 HAT M0 A0 g 1 LA B 24K 8 A8 1149

1= &3 -3-(3- ZHERIENE ) k- Wh.

[0335] AFER (ITD) (FE R 3L K “L30™) H— ANk E A EE R BESWRIAT EEAE

W02007/015168 T4, HIF AR UMES T .

[0336] 71 St 51 38 43 R A B (R s I PR K 45 5, ZIE M AR 2 A (TTD

EZRED, FInaFER A L30 EEMEREGY B Le0), il it =4~ L30 EE 1R

S FRR L0, il A dE A L30 B S-S A L150).,

[0337] 55 ZJRMIAEARMEA TG FIETT LLLEL 1070 £ 45 107M i F 8 42 4L, 41,

LAY IR AR A SREBUH HARC IR T, & ER LLEZ 107 24

10°°M, I HLAE 85 A W) A8 5 b il sk AR A the 7 54 6 B AR G I O T, 38 I i

A LLRZ 10°M B4 107 M.

[0338] EENIR

[0330]  7E— ANt 77 XA, iR A I, 26 T RAL L R A A8 AN [R] R K 18 A 5t CAR SC R SRR

N TR N IR E AR AR SN BT IR

[0340]  RTE“YFE N7 FEASCH IR AETEAN IR Be (FEAR ST RRA “HF & I 18] 7D A fRHE
i LAIE 21 P it e N 465 R R 7K Vv o

[0341]  HAESORSE / W EENEE A BUh TR, BOSRE A I 1), w] DU 0 & 2 J5 AEA

BB AL . FEAS RIS 77 2, W v LA SE4) 3 #0222 3 43%h, il an £y 10

FBL20 #5.30 o1 2380 2 230805 3B 10 A Bh s SR, B 1 ~ 2 /NS . AE— AN ST

75 X, B ATE R R  E  TR)RT DL A AH R B R TR, B, AN ] DARRSE 5 ~

10 73 8p55 . 53— ANFE S T DAZEBLHE &5 & I KT (R SO R “ S5 A IV / A ik

“BAM”) HHRREE 1 ~ 3 408, KA (D R/ BOKEHE G A BT 05 E ] DLERSE 10 4>

Bho

[0342]  RHEHLER . 25 AR E, v IAEARRE S TG AR S REAR EA

WS Hon] DAZEZ) +4C 24 +40°C IR E T « 2800, 40 3 75 B, R8T LU 42

T B R O 7 (1) Rr 2 B ), 48] mT A P AR P A S i U9 7 T TR, A s IR S mT LA

5% v PR PR R A4 9 B I ) o

[0343] 76 NI E A S4B &P s 7 .

[0344]  ZEE5I R

[0345]  FEAKTERAZ IR () B, M 5 — Ml R &5 650 — R IEE ol ik,

I, AE— AN 7 2, AR B SRS 550 (i A A A SR S TR BRI 25 5

D BRI S BHEAR SRR “E5-5 RN L7,

[0346]  HRHE A B, DRIRF: it A AE BRI/ 0 B TR 208 31 ) — AN B R AR R 2 B
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FCABFRAAL o PRI, &5 G 3R TR A A T, Herb ik 16 45 63002 TS 1) HLRERS 5 Bp S BE AR
ITE . FEAS L, BAFIA TR pH A 4 ~ 9 3 BN IRl 22 Pt 50 ) SRR K VT
FE— 285 77 A, 45 G5 O] LR HLEELER . TENLERPT LA B4 s B &4
BEVRALER S R IR BN SRR R . A WL AR TT LA 151 18] 4G TR G e ok mae 2, 1)
IDK M 2 1 £ 2

[0347]  ERAELE-GFA T K R LUNZ 10°M AR S BRI, 451 4124 20mM 224 200mM, 52
50mM 2224 500mM. 7E—MILIE S 77 A, AT DA HESZ) 10mM 2 500mM f= [ #h . 78—
AL ST b, AT LB L.

[0348] 1 BJTIR, 3@, 5450 B pHAE AT LANZT 4 A8 40 2125 9, 4 WI7E pH3. 5 5 pHI. 5
Z.18), B WAE pH5 5 pHT 2 [A), 7F pHb. 5 5 pH6. 5 2 [AJEAE pH6. 5 5 pH7. 5 2 [A], Bi7E pHT7 &5
pH8 . [d], B AF pH7. 5 5 pHS. 5 2. [A], BY{F pH8 5 pHI . [d). W] LUE P B A SiE 2 b hs
T2 19 U R £ 2 (PBS IR MR il o e A 3B I 2B 7] LAFE Good, NE.
2 N (1966) Hydrogen ion buffers for biological research.Biochem.5(2), 467-477 H
FE . AT pH AR T 456575 FEAR (1 254 nT LUR EE B s mT DURRHE 45 & 57 R R AR 1 14 5
At a1k

[0349]  fE—bsjfi 77 X, 854 AT LTS A FLECHER CRIE “ AL MR 23T
P HEAKEEFD, 49 21 N— FF L AH i e i (NMP D L — B 3K AR (DMSOD 2 R — B 3R T
N, N= = BB Wi (DMFD 58 & I (PEG) VTN 255 . AL R ErT LIAEL) 1% 24
20% C(v/v 8% w/v) IIE [H N AR AL, 83 7F —2esi it 5 =0 ml s 1 20%.

[0350]  E—2bsjif 77 X P, &5 A A TR RLELFE SR, 9] W 3R 4 BT S o 2K S ok
(NP-40) B2 135 ME 70 (91, 36 [ 35 T B8 480 207 M LU AL 2 ) R R TS (3Rl 10 26 T 35 1
5 B3 Tk LR A4 (pluronic 26 (R THITEMERSE . YEEFIMENT LIEL 0. 001% 24
5% (v/v B w/v) [RIE F N AR 4L

[0351]  #F—&bsi it 7 U, 45450 T LUELES 25 4 AR e 351, 490 G 2 13 (1 2 1 sk
R, FAEFIETTLALE 0. 01 ~ 20% Cw/v) 3G AR 4L .

[0352]  fE—&bsjif g s Hp, 254500 FORT LA EE B 1A 5 (ol an £ — % DY R (EDTA)
B 4 TR IR LR EAA ) (BDHPA) 25) . BEAFI BT LAEZ) 10°M 24 10°M ()75 H
M AZA

[0353]  fE—bsijifi 7y X, 5 AN FAT DU TS —Fh ol 2 Bl b 50 AT RS S5 45 A4 o
B AS L8 SE bR 19 [ A S AR A s A o 35 FH AN R Sl 5 = PRI — e R i 1 5
B R] LA Denhard Y9 2F 38 A& A B 975

[0354] 40 LTk, Ak B K £ R R R LR L 45 & FURTAS & X, T, &5 &/ R
S R T AR I I AZ AR A AT A ROR At A A s S 7 U4 HE T . S 190 0
LA — LR RR ) 521 .

[0355]  &fi & FIAE LS A A 0 b ) m] AR 54500 A it SR bR B RS, A 4 Rl 5 i A2
oo M, 25— S 77 A, LG DL AR P S A7 AE I AR AR I, T LR IE RS &
FUA A AR i B R 45 630, A 5 G R A TR AL R (A, pHL SRR FE 5D S 5 45 (41
U, S O R RR R R) R s A LA B 45 5 7 5 bR (e 45 A L4 2 [7)
A ELAEF o 5 5 856 X0 AR A 2 TR B 45 A DAL A2 0 T AR B B I o 45 5
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TN i AR, FE1S AT A AR 572 B8 18 18 ol S A A ATk 1 F ok sl . A I 75 LI A
RIPEAL, DLORIESS 6 55 54 i A s K hT BEER B I BEFR 8 A oo Bl S ) — 25690 (g, 455
AR B D G

[0356]  fE— Mk st 7y U, Wl LU B SE SR S5 & 0 b &, DLES &R P A7 AE
() BT BN SEAR B B o R 7R DAty 2, RS SR B, DA SRR
HRANEERR R IC S T — A RN T A BAa W E . AR ANy L, 5 R
AHR T it BN BEAR BR T KB 70 o 78 I3 — AN St 7 2, 0 20 - HEAH B T4 5 /i
Iy RAAR BT . AEIXFESEHE 77 20, mT DLV S S5 A 000 S 4L o) an pH. 3h 5 2%
B B 45 A9 N B2 47 S N TR) 5%, A 15 45 650 5 L AR A o A ) B 7 ) 238 R 1P o gk 575 B
K, RIS A 5R2s S5 TP AR IR SRR IR BRAN BT UK BN TR A & 26
Yo 15— St 7y A, el 5 L AERE M I BCR AR e 45 B IS A W sE — 255
R S AR E, B/ SRS —BUR S SR AW (S WU TS S5 I E, B
FELEAR T ECAR AR G5 G B4 AT X TAEAE 5 B T A3 1 456 A s MR & =2 AN T
[0357]  ASCHRIARTE“H 73 TR a2 T AE bt T 2 A I EL AR R BT R S B — 8, RIS T
s /N 99. 9%, 1] 414 T al /N T 99%.98%- 97% &5, U1 75 ~ 80%, 2N T+ 75%, /N T 60% 25, 51 U
1% 22 50%, 4 1% 42 25% 5. B2t 7y Ay, #0578 v LU THE S A2 AR R 45 658
e R B G R BT 1%,

[0358]  7E—SBfak St 7 XA, A o G55 R R 26 O A A4 B RT RS 35 23 AR T DA
POER o X A] LUl AT H 456 R 45 6 40 F IR G R 58 i, PRGN 456 0 24
SEAH RIS IR it ) OO T TR 455 1 2 L R D 856 EUR AR ZE A HAAH ]
(RIS FIME RSO ) “ B8R B R Fa e P EALEE +/-10% (W22 57, HF HILh —#i 7y rik &5 &
Gy PRI R R L B8 Ik 455 73 1 AR B, HRASEE 7 #52 UE I« ARTE “Pric i1
G517 AR TR GG 4y 1 5 TR AR i A EAR G BUBEAE O / &R . B — MR
WS Ty b, R id e B e — MR St Ty b, i A I SR (9, b R R
48, B0 HRPY o RARId 45 & F A EAEAEAT AR AR 124 -

[0359]  7E—AMXAERI LT b, G540 mT LUE BRI SHEAR BB S &9 5k
MR RE GRS E7 . 185 — D IXAER S 7 20, 856550 LU X 5 #E
BAEIRR R ICES A R — S5 AR B A BRI EE 45550 AE—2esi oy U, 25550
DL BRI 555 45 &) Bl SR 2 0 — 45 5 PR 104 BAEAREAL AL I 4R 1E P DA
AT A

[0360] s FH AL TE LU AR IC FIAR AR Id 45 & 3 F 45 651 CEIRIEE —FiD, T LL#E
BT I ARIC IR 55 T B BEAR IR AL CRT AL A 50 1E4T 5 B kS i A A P AR I 3
T ST 70 1 4l U BHAE bR il MR BRI 45 6 23+ BIVR A PR X L 2R 254 S rh BEAR 1EAT
E BT

[0361]  ZKVEWE (A

[0362]  FESSGHIN BT I E 2 ), R AL HE B A0 I8 B B M 1) Bl ) 56— T4 A 4
A3 TR TV T T 28— AR I S A I KB (A (FEAR SO ARy “ i@ it AR A
JR” BE“RDM”) HHO & FE M

[0363] L, 7E/KEE (A FIFHE Z AT, n] LAAEZKEE (B F 0 & i IK I (B 1)
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RS A S IR K (A AH [

[0364]  [Klt, 76— St 7y 2, AR B B B A IO KIS (A, HAE 53— A5t
J7 A AR B I B A TR KB (B .

[0365]  JK¥VE (A FIZKEHE (B) 347 L HA A 1& Se i e 7 (17K VG2 s v, 9, R
R R (PBSOFIBK L2 ihil . Ho B Bl 27T ATE Good, NE. , %8 A (1966) Hydrogen
ion buffers for biological research.Biochem. 5(2), 467-477 *p3k 3, 1] DLiH W 1)
pH {H LU B & I H ARRLEE, RIFEA A B IR 8 0 AN SERR AL AR T i AT SR AR A B S
PRI 28 S B TR, B AR S 2 4 22440 9 1) pH YE . AR, AV CAFT(B)
(1) pH XTI B AR R BN EEE,

[0366] KV (A FI/KEEE (B) P 1] LLALFEA HLEL TCALE: .

[0367]1  JCALER AT LLik B4 an s Ab Bl SUALEE UL B L SUAL AT | Bl PR B Bl IR 5 o

[0368] A AHLELTT LI [ BEERAN « B R F i Dk mae ik, 4] R e 2 7 6 25

[0369]  ERAE/KIETR (A FKIEE (B) A1k & 0] LAY 107°M A2 4k BRI, 451 W2y 20mM 42
29 200mM, 852 50mM 22 500mM  7E— AL ST P, A BUA] LR 2 10mM %2 500mM
B TR — MRS 7 S, A ] LA

[0370]  ZK¥F¥E (AD FZKHESHE (BD PO LEAN A S 77 e m] LLELEE

[0371] (i) AAHLEHEFIF / 8%

[0372]  (ii) BgHEsEF, F1 / 8K

[0373]  (iii) EREEEH], Al / 8L

[0374]  (iv) PRI, A/ Bk

[0375]  (v) BHLEH.

[0376]  AALELHEFIAT LALLZ 1% =45 20% (v/v 8L w/v) HIEAFLE TR, 4R, 76— 4k
St 77 2N, AT RE T S R R A AL R A LT T DA i SR £ T (PEGD . L
ESEBAREEAR TE B C1 ~ C4 BRZEE . N- B LA v e i (NMP ), — BT SE AR, (DMS0)
O AN OH VR TRGN, N- L R (DMPD (A ALkl #E— 285t 7y X, m]
A F I A8 F 28 2 B (PEG) 4441 PEG2000, 5k 8% . {EIXEEH0 R, B 2 FAEA i
FIETTLIAEZ 0. 1% (v/v) B2 20% (v/v) [R5 N ARAL, BIanZy 1% (v/v) 24 15%, 5140
5~ 10% (v/v)o

[0377]  RIE “BEgHEsaF)” R Te bt S A VB EAL S YT G4 o X FE BB 58 57
AT LLE A AR AT AE A 0 & B T W AR sl . BEIESR ETT LIEL) 107 Y
10°M [FI7EHE P A2 AL .

[0378]  BREEA W LLE 2 DU 41 (EDTAEL & R B8 R A E47) (EDHPA) . 8k
BA TR AT LLEZ) 107 =25 107°M 56 Bl A2 4L

[0379]  PRIRFTT LAIE B 5 & ZREAS S =F B A IR T (NP-40), 1 B 2 TR A S m K (L AL
B B R R i () 1 S T 3 P 7] B TR B R (pluronic S5 [ 3R THIVE PR 77 B 6 1
TEMEF . VR T AT LLAEZY 0. 001% 22 5% (K76 H A2 1L .

[0380]  JK¥I (A) FIFEAY] 73 HAT AL I SR RS T OB A 58 — A BT IR B P 26 )i
YR EAD) o

[0381]  FELA EVEANITIE T 58— IS A i) St 77 =X
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[0382]  ZE— MLk sSEil 7 S, S — IR LU 3, 37— & AR % (DAB) sk HATAEH .
P85 — MR STt 77 2, B — Ay AT LU B 2 PR s AT A4
[0383] A —JEAAE /KW (A R w] DURYE I 4 58 — IR AL A Az 4k (2 WEL 1
RIS o 18, 7555 7 2, 24 DAB 418 A 5 — AN, DAB E /K CADFIZK L (BO P
[ /N T 1. AmM, P03 /D T L. 2mM, A6/ T 1mM, 451 40124 0. 005mM 22 24 0. 5mM, 151 124 0. 3mM,
BRZT 0. 2mM, 5 U129 0. 15mM 55 o 75 R BEIR FAE 26 — S it s it g Kb, ik b &t &/ T
2. 5mM, LIk /T 2mM, I NZT 1. 5mM. % bR SCHIRIE “ 4”7 2R +/-0. 05 ~ 0. 5mM,
[0384] AU B HE 8B — MR VST (A 8L (B) I EAE 2 BT = hoa i e
[0385]  ZK¥A¥ (i) Al LLELEE £ Pl (BRI 28 M, Ny 107N ££5 10 M. %, 78
5 IR (IR TR — D BRSO MR IC 0 szt 7 b, 3E &0 LIAE 1070 24
10°°M [ Bl N o e sl 20, 9, 428 R BRSO e bR ic sk R s S 45 At
B FIARICT , Bl DAFEZ 10°M B4 10°M e W
[0386]  #F— 3L 77 2N H, K (A 7] LLALRESE R AR R 45 540 7y IR . £F
A2l R, KR GO AT VRS 2R IR AR 25 500 0 1 IR
[0387] AR BIMILIE L E R EAL A, 2R, How ik At mT DL AN [R] 55 e
77 A e, A8 — 2SS, HoRT RUAR B A ALk A, 1 U T SR A s A
THE - AR S EEIR S, B A 2e St 7 b, BT DU i AR E R S, ) i
FMNEIREINED
[0388] i AEALMAEAIEI (1D FIKIEH (i) FFRE R DI E T 5mM, JE2E /N T 5mM, 113
760, ImM &= 5mM G LY, 40 0. 1mM &5 1mM. 1mM 22 mM. 2mM % 3mM. B 3mM % 4mM, {826 76
29 ImM 22y 2oM (RJYEHEA, 102y 1. 6mMe RIE“L)” fEi% B R X2 dR +/-0. 05 ~ 0. 5mM.
[0389] A% FLAT 480 AN Jir I8 V7% 1 PR GF PR 58 — S P SR I P 58— IS A e S A ) (R K
T CAD LEARSCHFR A “UTRAAN R
[0390]  ZK¥S¥ (B) W] LALAE /KW (A FhAH [R] () A 55 AH R AL &4, AN TR 22 b 7E T K
VR G NS LA SR A R RS 2 () B8 1) 265 — e o
[0391]  7E—2esjiti 5 2, AT DARTUGAE /KA (B HR 4R AE K PE A i (A) Hh i 5 AL 46 5
AR B AL IR 5
[0392]  7E 55— A5 )7 sH, FEZKIE I (A i B AL G B A RERR AL OFE T ANTEK
(B T
[0393]  ARPEA I B, YU TR AR 8 IV BT A KRN TR] (4 n 22 20 5 /i YA HE IR
ISR . A ERAN B IRAF AR, 7T 2 AR +20°C 2T BRI e +4 ~
+L0°CHEAFN L, 3 B/ 8eE M A B s Pt & PiEie a9 LU H T4 H
IR LS4, B, &% ALE . Proclin™ 5k Bronidox®,
[0394]  A3iMAY Rk
[0395]  7E— NSt T S rp, AR P M7, fE PR (b) Z e B — ek AP IR,
AL RS I AE A BEAR BB AL AL 28— C D I B A ) BN DURR, A an, W DAY REAE 5
A UTRR 53 B n] R AR 1L W0 e 45 5 &5 GBI B A B i 8 550 IR &
AT IR o
[0396]  FUHEBEMS 55 — IR MUTAR 40 T TR AR I s 7 5 6 1 456 I I & A i
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W HA S FIREEEG FUH LSO R R

[0397] £kt 7 A, B TR RS A i mT A bR id ) 45 6 16 45 6 55T LA S
B, 9 B A Y B CHRP D SRR A R (AP D o W] DAASE FH AR o 1R A A4k 1R 28 SR I
UBZEE T, bR R TR A A 25 R B ) 5 £ BG40 » 491) 4n g T A R B S L o 3 B v
DL I P O 0 AR T @ A 0T, FCARARR T 45 B T AT BT 38408 OC TUTRR ) wT A b i
WD) B ) T S T AT IR

[0398] Y3, 7E 45 &AL HE HRP (4 DL T, A8 & B AT AL T 6 mT LA & 7E EIR TR
U E 5 5 IR 255 S5 AR IR B B TR IR S S g — P P IR AR L
ST A, 24 5T S Z R AH SR 5 ] e 59 BRAI A DTRR R RSB/, i S 3F
— SRR LLRARIN . BMOUTIRP IR i 5 UTRAR SIS 5 3k — 20 80K, F Bk ]
CABE B m] AT RR AE B AN AR A K RS o BEAh, 120 BBE v i n A IS 5 I R P AT
O, 49 4N SR AR T BDGIEREAE , 19 a, J8 A P BLE TN UR I s (bR id ) I 55 &
Yoy FRE MBS TG IR AL ERRIC N 69 0+ AE T ERIP R (b) 10, Tk
A LR 5 BTG AR i m] LAk AR A TR A S A5 5 bR id . SR, A< e B 7 s
(R A 7 T AN T A I 82 B m A5 FH ERT AR 8 80 A1 1K 52 2 B 5 DR A AT Al Dy b AT FH AR o B
AR () (b) (CLEIWHE D 95 & A B Bra St 7 2 e f e IX L s B rp A/ &
KR

[0399]  7E—ANSEi 77 A, A WP B BE A B RIFEIR B M ARMR R EZ JFH T
FESL 2B G E A D FRWEDIIN TR AR TR ] UE T IR A B i
BHMKDZRZ FH SR () 5 (b) Z RS — N2 MR PR, @5, Wik
JUA] DA B i 0 R AT I R i A A A R BT, A 9% B A B R AL &
Wy, B, B S5 G0 B R 5

[0400]  {E— ANt 7y b, AR R WS B R A3 P s AR A I T i s PR A B IX R
I BT LRI T AU B B AT 2R 5T, 49 i A S . T AR T VA AP IR
(a)Z AT HZAY e AT AAE IR ()2 J5 HAEDUR 2R — S I8 o MG 20 B8 2wt
EAN e AN AE I FEZ I B B BT DU T b A iR 4R R AR A S B P 2
[o401] 28 — RTS8 BICT AR R e b AH () A

[0402] & AU Hb R IR, 48 FHHRE E 4 DT RN ot (U4 B AT S A i it s i %) P 1)
5 R IRE B 455 W o UL B ) B AR AL IR R B MR R S — R A, i AL
V)45t DAB it S AL ED , AT DATE A BH IR SR AN BB FR ST AR T 13T IR 45 -5 ) 43+ 1 B BT
R, H B A B R BRREAE, B AR KT 0. 4 TICK I B TEDTAR , FEBe 68 A8 A 5 18 1 s M
B B S BB AT RLAL A B B ) e ASE FHARABUIREOR R 3 CR A ARSI 45 5400 43 1 17
HRP-DAB 41 S HIUTAR, 152 W, W02009036760, W02010094283 Fil W02010094284), 1] LA %
fE4:1¥) HRP-DAB  THC Hy ., RIAEAR Y ()35 5 Bt B T AR 45 S AR G Cerdsp) s AT 2435 41
0 458 A 49 i 00 ORI A R A B PN 0 R o A IS, AR R B ) RT A4 A R B SRR PR T (i 1)
REE, Horp— AN BN SO N T AN R R SRR B e A8 G — A SRR KT BERR 43, AT ARV
FRERASBEFR BI04 a0 AN BEFR 23 7 IO 40 B PN 43 PR

[0403]  HHAS S B 7 V) 45 B AR i B AT AL I 45 500 40 1 B DTRR A — 4R 1) I LA R B Bk
T HAE Z HEALET )l B ET T BloU S A B 2 R ORI m e BRI, ARTE“[3] i (FEA SO
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SRR R0 R B ) A BB D AEAR S R R, 78 YERRET PO g A B IR KRB A
(194 2 B AT RSN 45 5400 73 1 BRI UTRR o AR SO AT “ BB R FR AR R B I a2 R 7T X
SR IEA K A& B U o ARTE R 72 Fig A IR BH 5 S B 2988 T 0. 65 1L 280 AR
WEARHK S EAASKT 0.4 Bk ER. % LR CPRARECL7ZEIE +/-0.05 ~ 0.5
oK. AHELZ T, Wik 4548 DAB-HRP J7 7445 211 DAB B TR« i ” 5 HH W02009036760
W02010094283 F1 W02010094284 1] J5 23 3 A5 1 AE BB b 30 7 b 1) 4% €2 1) B AN AR | Bl i
CARD VA1 B AW 3 55 — HOLEE - B&JlE (Fluorescyl-tyramide) YURR, HAG 76151l 214
BT (BT 4X B8R 10X TR BH AT B9 Y688 B4 IR IR 2 R B9 RS, B/ T 0.1 330K
I, ANAT LZEARAS ALY (92 4 X B8 10 X)) B B0 8L H A8 5 75 1 Al AL 1 S0k B AN B
FRERTC o FEASCH R 1) 5 35 SO VE R I A R RS AL A A 2 B AR 0 45 540 73 1 B SN
FROIFAs LA AL, AT ASE AR A 55 SR S s A SR e 17 [ 5 RS R G

[0404]  ARiE (A A R FERG H FIREIKD “ 28 IR — A S NPT R R B IR “w]
KNS E9 57 F B— AU 3 KR IR 2 N6 TR . IRIEARK
AH, A B 2R R — AN B 2T AT DL FE £ 1000 22 i1k 1000000 549070 1808
e

[0405] 4 b Tk, S ANBEFRAAL AL YTAR I 58 I ml DAL HERL 3 b m] R0 1) 43+, 4
ALFEALE b TR AR iE 9 W SRR 1L 7T BRI, 7E— ANt b, T DL B4R AE
T RCTAR 2 8 e AE 0 ' B s 20 B U N RS I IK 6 58 — A TR Ao RR R AR
R EAS 22 D — ARSI D SR a0 IR RSN D IR (o SR A AR AN RE bR v W it H 3
MEZ IR o, R S 456 6 IR R 50D IR HGE D) 73+ BIDTRA T AL .

[0406] W] A4l (250 L /N FIARSE A 81 4, AE AN R (1) 5t 77 X, mT A=A A
A KNI 52 SN (B, R s EE) ) A

[0407]  {E— ANty b, @Al P A e B R RR AL TR i H AL HE A [R5 1R g 4
(g an g 25 G50 K HRP 2508 1R 45 630 CR SO IR TE “Big i 707 80 il 2 48 A AIE 7
ALY T PRI OB RS RIS RS T LR AL o 7 55— AN Sl 77 5, ] DU ik iR ik 72 1
S [R) St dss il SURST o 5 — NSt 7 20, mT LU Rk piAR A TR N S s — 0/ BR
5 IR B EALAEDTRRA T B R T sRST

[0408]  [AIIL, 76— Sl 77 2N, A XS H TR B RR A7 10 45 6 350 0 B — 20 T B4
A LU s RS o RI, mURSE AT DL e — R s — ek B £ 25 A SRR bR I — A S
BT R AR I BCR A AH DG . A LG T8 A AR R 45 & 5 EA T8 — 4 a5
B/ DR 0 3RAT 0 5, S HH TR AR A 1 25 5 A X T8 — 2 T 858 K2 B 2
I, W0 %% 380 5 K ) s (FE e 7 T AR 1R RR 4 A4, BRIVAH ] 50 75 1) 1) A [R) 2 R T AR A
JFD o

[0409]  HTEAK B 4 T il £ 5 — AN B AN UURUN R ] DL 5B, B bR A0 B 4 B A B
— AR AR R 1, B A0 B MR RR ALY B 45 A R ELRE FR A HRP B 2R 1M, ZEP AN B
2R AAFAE TR — SRR AL B S 77 2, AR A DG SR T3 — R g oL
(1) e BRI, 2E—ANSEit 7 X, 5 — A A RERR AL AR I IR 45 5700 ] LU RE HRP [ — > 52
ANy S 455 — A St Ty A, S5 ARRT LLELES HRP (AN BC5E 2 A3 43, B0 2.3.4.5.6.
7.8.9 8K 10 7E— St 7 b, AHX TR — S5 A BT 7 = 2 /0 2, 018 3 ~
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10, B ln 4 ~ 8 A~ 43

[0410] A A Hu R IR, A8 D S A A B EE AR BT T B 1) 45 4 57 LA A X TR — 2 A
)3 1 B 3 B8 22 /D O 20, AT DRI & 77 AR R B 44T (R, TRRAG R R AR [F] 4%
PO AEIEAAR S FRT I R o BRI, 72— AN St 77 b, Ak B K — oy ik, Herp AL 8
BEFREIAE I S — R Mg SR E , o 20— R a8 S A 2 0 A R AL IS IR R
T TR R o DRI, 12 S 5 3PP PR SR PR R B ST A T A A B B AR R A BEAH
RN e FE S0t 7 b, A0 46 B S A0 R i v M ) B 1 55300 1 0 -t ] DL S
Ji ) (heterogeneous ), B FTIAR 43 FAHXT T8 — 20 & A [R5 = 1 Bl 40, 49 fn 2 ~ 10 4
Gy 11~ 20 Doy 55 AR5 — AN STy b, AR B e — Pl o7, Hoh At B AAiE
JER RS R AT ) &5 6 0 Tt R RS 0 1 A R — S5 A TR A EAHREE T
B4y, B anAR X TR —85 557 7B 1 ~ 3.2 ~4.3 ~5.4 ~ 6.5~ 7.6 ~ 8.7~ 9,
8 ~ 10,9 ~ 11.10 ~ 12 Z&[{BEH /5 o

(04111 7B — A2y A, 5 — AR D TR B K =45 4l it DAB [ & Rk
ST 24 DAB AEDTARAY BT i) 2 CHes T 1 W] AR G R R AH R 4 A BAH R ) 455 751 A
[ ()R T 4 A H [F) B PRI E 42« AH R B2 i S A0 ) AH R B B I TR) 55D 829 0. 01mM 244
1mM B, 510 40 0. 05mM 42 0. 75mM, 461 4124 0. 075mM 4245 0. 5mM, 5] 41245 0. 1mM, 46141 0. 15mM BX
290, 3mM, %141 0. 28mM S, W LT R e v RO T 88— 50 YIRARIED) i = A /DT 1000
S PRI A, BPE RS TR T 0.4 FOK VBE T BURT 1 BeK BE TEOR T 2 8003
ORI 4N 4 855 ORI e A AEDTRRS Y o [R] IS FH 458 22 A%t /b 2 1K DAB I, AT LU 5% )
JTSE/NRIZNT 0. 4 SOK I

[0412] AR WIGE G 73 B L AN G5 1) 52 Wi BT 3 73 - UOAR R AR R W6 I (i) 1)
RE T, BT e AT TS BURR RSE RS B B RST o eAb, 85 SV EIFR 1G4 AT LARE Wi s i Ak
Mo B4, 7525 G955 - AFE T ChR R St 75 2, FRc A I 5 56T 1 P 3T 2 52 Wi 5
(R AR, 1) T 20 AR R) T 454 R, 36 I 22 % (Lissamine, 2090 RE B 145 &1 A 55 5%
J6 5 GREOTOEIERD FIARIEE G R E R ZU R s o BeAh, ZE e T AR 4, Ui
I TR e R R A A AT LA S B0 USRI

[0413]  Jw] DL L 58 AU TR BT AR B () SR 5 s R o ZE DR o A A5 K 1
B I ) SR B SEAR AL AR YIRS K B B 4559 73+ T3S 0 AN ORI R ST 4k 1
IERAS s R o FE LS T A R B4 T 5 BEAE TR0 &5 6550 AH R A 0 %, 4 0% 7 e ()
M 30 FRHEINE 10 438 n] LIAEAS B = A2 e 4 L8 4 AR 20 5 TCK B 3 s iR 2R
W E FRELIN (A P I FEA G AN DR RS o SR FEDTRR A B K 1 0 & I
AN YRk /N B AN YTAR I RS, it L an S 75 B i, ] DAASE P 5 K P 0 7 B ), 48] 2 v 1A 20 8-
30 e . BRI, AEAS RISt 7 2, 7R DU SR B RF LN R W] LAAEZY 30 75
Y5 20 BTSN AR AL, B0 1.2.3.4.5.10 8L 15 20580, ] 4nE— S 7 20, 95 5 1 18]
AT LASR L) 30 72, 76 55— A5t 7 2, BT nT DL 2 438 fE— Sl Xrh, (L4 &
Yoy FAE 5 ~ 10 Byt A T

[0414] IS AR DTRAA B A () & R AT LR R RE DT RS LR s RST IR 2=
MERAFEAR L 5 ORI R i i S anid E AL S AR DTN B R & Y 1D T 2mM,
YLk s AEEE 1. 5mM. 5% & 1 A S BOY R ST BN R
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[0415]  FTA LA LA i MR ZAEAS SCHHRR o “ HIaa IR 227, DR e 15 i 28 — S ) (A 04
Cinitial 8 primary)YURRIE . W BRI, GIUNCES IR E G907 559 Jebrid
PRI DL ] AR R B DU S BRI 8 B AT aG DR o AL e St s 2, Bl /e
LAV N 7 2GR BB (BTN HURD RIARIC R OL T WU TRAAN 2 W] %
WEZI, AR, AT AT LAE TG BR 2 J (K — A s I 20 3R (FEACSC AR ARl “ kT #E
AEFE D FR T ARAL o U AT AL DR A A 35t ] DASE MR D s i OB KA RS A
HIWL TG INA S B AT AL R AR IR R o DRI, X B PR 34RO “ IR 3R

[0416] W] UME R $AAT B3 sl ] BB T AR D BRI B 3R (7D (D) RAGELEE N
PG5 AR R R AR IE Y 73 1 BIUTAR AT ARAL -

[0417] (¢’ ) JEAE A B b AL AL A 55 58 — IR 1 B AR R R o 5 e S5 ORI 28 —
SR AT bR 10 B BB S 5 1) — B el Rl & 550 il e s, b 2 /b — B 5571
BAE— AN A TBUN TR 96K 8O T R 5T o S5 45 6 X 1) Bl 57 B 114 ) A 0 e
Y, M AR TR B A Tk 2 /b — B G RIN R 54,

[o418] (¢’ ) AEFE PRI B8 P AR IC D I 45 650, AN IS AE — > B A SRR EE bR
FRAL AL IR — A B AN IRIEDITAR ] AL , IF A IALAE: it #EAR K — > B A~ S R o] 4
o

[0410]  ASCHIARTE “ a4 2 de, LRSI (b) 5 () Z B I— PSR EAMEE D
L B R L B

[0420] i A A DR 60 458 22 A g A 20 CHLRT LR T € 8052 S e 20 » 497 2 HIRP s e P 1
BRI CAPD) [ 456 I IIARIE Y (VA rT RN AR IC D, Al DOSHITR “ e @ I 7= £ ]2 i L o
RN e ARG B0 S AR RS ST R AL L A, T L B
PN AT R IE RE o AE— S5 20, (8RR IS HRP 805 — ML id i B
fIgE &7, LRI B R 45 A Con B i 18D, UIRUE BT BAEE 2 — IRl 2 I, AN AEREA
R JE BN A SEAR S AL AL I AT A TCR R ST o #8557 S A AT AR 2 AT HRP
1y — P EEALIE IR 0 45 A7), LR ITRR IR EE 25 (BBt i), T AR R IR 38R,
1117 HE AN RS BITRR L RSN RO B AR R AT R e AE— NS0 T 5, ] DU L &5 5
Yo AR ZIRIKRERUIRUL IR, 24 G0 7 ANF TR TGRS 5 70 1
PSS oy —bric ), BT L2 e brac Wi AR5 e s bric o A8 e Sty S, w DU
RS TR BPTAR A1 A% A B EE AL, AT LE AT 26 B A #EAR A AL AR B/ N BRI — IR TAR
[o421] (AL, A TA R W A i) ] AAR A 2R 2 RS HATRTBOR AR R o XUEL IR 1Y PR AR S0
A R T, e — Lo S 7 SRy A AT A, 491 A8 A SR BRI AT G DT AR ] AL R 8
N RSH I R ST A o BN RS B8 s AT LU b 80 0 SR i L A AE A R, Hoad ]
LAV AR B AV Rl (AL AR o

[0422] {45 BEAG I Fob 3 BE 22 ol AN [ BE AR (14 5t 77 3 SR HE b LA 98 1R 3 2R PV
A AE T it o 1 SE 7 3Hh BAE AT RG TR B A 55 I m A A5 5 1) St 5 S v tham]
S R BRI T o X DU 58 8l AR P V0 [ A7 A8 T4 it b R BE AR CRITFE it b A7 AR AE bRk
FE IR B B AL AE B R e 2 PR o 721290 H I iR A, 5 45 AR S AL AR 5 Y A2
B 1] BEAN AR RASRAIOC TAEARAE BEAE it b U E I G vt B 25 5 T AESh AV 1Y) 5
e, KB AN BEAEALBE _EAH EL B 73 ) B B s (KU AE P] RE S A4S b 54> B0 T8 1 ] AL
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AR AT BRI/ B IR R 2 ki 5 R A DTN Y () 8 B 5 R
AJ LA SO RIX 26 0] R, FEXT LA K B A0 B A7 AE T4 b (R AR AT n AL R ==
[0423] 55 AR AE UTRR (RS U 5 VAR A i SR 2R L O RR 43 1 AR AE % 1 R AAS ]
AT DA A AT A AR AT A 3 16 7 3%, 90, AR LR 2R I R, n] DT et A R AR AT bR vt THC 4
451 41 HRP-DAB J& (i A T AR, ELTSA WAL B % EE g (o m] LA T He St 7 2
%,
[0424] g ﬁ jﬁl
[0425]  DLTF 256 7~ 6 U B BT 2 F %0 2 BH 0 A PR Al 14k A St 49 A ok, LA i 55 A2 4
TR A e BAAE 20 2R 2R b o S T AR AR AN T I8 772 COR (LD IR . B85 &
2 UL B B — 8B AE A BRI TR o I 1 s g =2 7 9 M 1 i AS B B o
[o426]  SCjffsl] 1. 2 ZR =4 o TP AR PRI o & 7 ik D
[0427]  FRIBHE FfiE Kd1.Kd2 F1 Pr (J57: D
[0428] Ay PR b AR AR A SR I B, HLAR TR B e i B AS BE AR HE A R
B, AT LA T — 26 A P S, SR A
[0420] 1. P BB —LE S FE 5, HAG A FMER R JKCE R &€ 8 94>+ Pr. ()
1, [FE Her2 2225 A0 RIS X B (block) WIBEST A
[0430] 2. 5P GH—Pt Abl (il HAG e FI M I 58 e [ S bt HER2D, B R AN
[ fift B i £ Kd L
[0431] 3. H5HTIA—Pig: & AR IC 0 Ab2, HA KA IS H U Kd2 5
[0432] 4. FPTIR ZHiH LA BA 1 AT AR B BRI AT X 4 i (FEA SR
N CEASIY TR BSDMTD FRIHR (912, 4 PCT/DK2010,/000137 BEAST FRFEIR DD o
[0433] AR A BH , BE 5 A 1 s #ERR (B, 8 D IZKCE AT LR IE D 2L 2R A A — 4
k% (90 2, 7F 23 2% 40 i 3 PO  BRAT  AR B AR AR S5 rh K 2R SMD 5 43 - B E
AT LAZE FR B AR A S A A T IR oy A S P R
[0434] B IAN, HTFIUAE AME/ER NHESHER 2B 5P, Pk SHREASIE
B P4
[0435] Ab1+ Pr«< Ab1.:Pr F1
[0436]  HIHTIR MRS AL KdT $27H -

[Ab1] x [Pr]
[0437] =Kd1 F2

[Ab1:Pr]

[0438]  {EIXHFEMIPH41F R, S A (PrTotal) RGP (Ab1Total ) K3 A5 7117 B 85
586U BT EEEW I -
[0439] PrTotal = Pr+Abl:Pr F3
[0440] AblTotal=Abl+Abl:Pr  F4
[0441] [ F2 18 .

42



CN 103201627 A OB P 37/58 i

[Ab1:Pr] x Kd1
04421  [Pri==- F5
[Ab1]

[0443] ¥ F5 fCN F3, 73 H .
[Ab1:Pr] x Kd1

[0444] PrTotal= + [Ab1:Pr] F6
[Ab1]
[0445]  SRJ&m] LURE F6 RT3 a0 R
Kd1 + [Ab1]
lo446] PrTotal= [Ab1:Pr] x : F7
[Ab1]

[0447]  BE—ANSEIRPRERAE T 0 %50 — PO T e B . nT DLUIE A8 F Abr ic Ab2 (1B
Ja B 58 AP 52 56 DL R 2 Ji5 1R SMD A AR A I - 5 [AbL:Pr] . 55— R A K SELE Expl
A LLA 7, 0 R 1E S [ e R RS A 4R R e R 1) Ab 1 B B A S EEAE
BERRIC A Ab2 B 5 28 ] #0440 25 SRR SMD A6 300 A k6 300 1) () 18 52 B Abl:Pro

[0448] L T-XJ H A B 22 5 1 AR S B RS I AbL 51 AbL:Pr BAWTE O H itk 5 g
Ab1 AT Pr 3R B3 R PRI 25, 75 B8 F Ab 1 (922 IRAHZRAN o W] DL BH S5 ik B 5 — kT4
(L2 2045 T GF AR [7] 226 A6 SR AR AR5 0 Ab 1 B2 A6 00 3118 52 7K S 1) Ab1: Pr, K45 %0 J e H
Ab1 ¥ B F BL S Pl i IS 3, RO 3 — 2D G Ab 1 B8 I ASTE 5 EEAS TN 2 ) Ab 12 Pr Fi 3
Bile AbL B R B LIRS N 5 1S e i HE 2 (7 [ A i P RS T JE AL IR R B IR P4
Ab1 $ T 2 AT B FE S, I BP0 280 R4 B AT B FH 16 Ab L Rk BT
[0449]  UIFEHUIRII 2 VRIS IE SEANAF AEFE R BGRNE [3)) ) 2%, W m] DL 200 sz et B AT 1
WP I B PR IR 4.

[0450]  ESEUL EHS RS HE P v R SRR e W 1 Ab L AH R B A E B ik
B W] 8 2 AR T o 2 S, A R BEEAR IC I B0 SMD AT ARALRAS I T i) AbL:Pr B 5
Yo PRI, AT LLEEST S W HY Ab 1 o B i =l [ s B A I I LS P AT (FELL T S5 3a g
RUESZ IR I SEES, SEES 3a /n Y, fES RN S Abl E4T 4 B 5 IRAHEZR 10 738 E <
Ja, Kl 2] AbL:Pr BEWRAE—ZHEID.

[0451] 5 ANEEFEEBREY G NFIS 56 T8 — AP o EiHig) M.

[0452]  TEREARICH —Pi 5 EE R —HiEE A B G AL AP

[0453] Ab1:Pr + Ab2 «— Ab2:Ab1:Pr F8
[0454]  HHARIC PO AL Kd2 $a3 5
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[Ab2] x [Ab1:Pr]
[0455] =Kd2 F9
[Ab2:Ab1:Pr]

[0456] Abl:PrTotal=Abl:Pr+Ab2:Abl:Pr F10
[0457]  Ab2Total=Ab2+Ab2:Abl:Pr  FI1
[0458] M F9 15H .
[Ab2:Ab1:Pr] x Kd2
[o450] [Ab1Pr]= - F12
[Ab2]
[0460]  #f F12 fCN F10 7, 154 -
[Ab2:Ab1:Pr] x Kd2

[0a61] Ab1:PrTotal= +[Ab2:Ab1:P]  F13
[Ab2]
[0462]  ARJ5 R LI F13 HB#LFH N F14 .
| Kd2 + [Ab2]
[0463]  Ab1:PrTotal= [Ab2:Ab1:Pr] x F14
[Ab2]

[0464] {4 AbL:Pr FYU A58 A P4 SE 0 0 ORFF 26 A 52 I, RIPE R 20 SR AT b5 1
PR PR E M R AR A — Pl WA B B R A, A B %R P
. WIRMERRNZAAE, AL 14 [ AbL:PrTotal sl 7 /) [Abl:Pr].
[0465]  IXZGH %A K 15) -
Kd1 +[Ab1]  Kd2 +[Ab2]

[o466] PrTotal= [Ab2:Ab1:Pr] x : X ~-- F15

[Ab1] [Ab2]
[0467] =X 15 W LABE A A S 4ot V10 S 06 (IR 2 A6 A P B 4 1S BTS2 8 (138
FEih, R AR T Kd1 5 Kd2 Z AR LRI A6 S5 BT 2 AH DS IR P4 SE 56 S ff )
DL SR IR 5 S AR BRI A4 TR 50D 2[RI R R .
[0468]  IX4LsSTIO W LLUN NUFAT K PE A 1Y) Ab L AH 4k it FH 21 A 1R e o R 19 [ 2 2
IR . 205, 8 AR G A0 —H0RT SMD Al AL SRAS I A i Ab1:Pr B 64, [FIFEH,
ARk HL %2 VO AR O A Pt QLI E B IESHZFE A S8 (ES25 3b i) Con
TEREFRIC Ab2 52 AT — P01 2 26 1 Sl AT TY B TR AH AR 10 22 B0 8 2 s, Al 2]
Ab2:Ab1:Pr E-AHITE R BE— 25 B8 0, 5 26 K00 30 FRAC CrT B A2 IRk 72 YRk 20 TR
WP R BE R AL fEED . PRI, T AT s H e B [AbL] A
BEm i [Ab2] R B IR B S P4lT, MRS 15 155K
[0469]  tH TS50 4 HE AR IR, 7T DL ZmE B X 11 0 A s B s id — i £
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RIS IR SEFE R BRGE AR 130 1 S AN A2 1), T] DL 2008 BRI IR B P R 28R
[0470]  HAARENME R AT 200 ] LLE — B0 R &, LR e Pl R 2
AR E . XANEBZ Gl U SEEPR I P S DR, 2 5 AL A5 B8
[0471]  J@H, 7R AL THC ZE ik B, (A 5 — BT P s 8 , 3 R B his)
BT Z BN S AE R AL 0 (T E ) 2R B (wicking) BRIZE R T E 3
PRS2 4 1 o AR, A VRGN / B Rk FE )Pt 5 e, 7] DU i 58 3k 551 it 1
T AK BB 25 4 5 RS T FRER I 25 21 Gt 2 B4 B0 AL 2R 2 Je e R R ] TAE 1, 461
Wl Envision R FR) o PUAIRF (—HUaEEAR ic 19 PO R IE S04 05 | A XS A2 1974, PRk
RS BN E X B AFER R ER, I B 5440 THC QL EAH &, VPRSI AL AR 7E THC
FES &
[0472] 4 DLF SEES Bk, 7 A8 AR = 1 s i R M — P2 R A A Y Her2 o [ (1) 55
6% Kd 1 {8 DA R 75 B4 A T Kd 1 (99 B AU & Kd 1o BF ek MR 3%, mT AT 3228 i 1 Kd L 1
W, AT FEAIN 2 RS I R R o 7E BRSOl D, 75 BRI A &, HLORE S fd F B ik
B o TR I, 2/ DFEF- AT BN, T8 SR BER (ks 6 1 S48
[0473] U5 3 5] & AFE B 2 SMD JB S i 4 €4 4% £F I8, SMD m] DLk v 2508 Pr, Hoan 2R
PrTotal R LLOR 3¢ 1E & (] 4, 7548 FH AH [F] 225 OB RE 22 U0 i i 00 B, R A2 30 1)
[Ab1] FMEE ) [Ab2] 525 fLEFHAE Kdl sPrTotal F1 Kd2 3R {45 R 40, {H 2 B 1E E 1
XAV 15 BRI A 16
[0474]

[Ab1]

A= My X F16
Kd1 + [Ab1]

[0475]  “H 40 (C) SBRFE S IY) Priotal {H DA AE HA H 20 [Ab2] [R5 P-4 s b A RSl 1)
Abl:Pr EEWIN 5 EL. HAmT DLEEXSE 40 F TR ) A 2o 50 . Fle %Xk, 4
[Ab1] & BN, 25 S B Bt 5 BUK PAEA S IE B BUK . 24 [Ab1] K H K,
YEJg [Ab1] [R5 R £ 1 5 K B i e [Ab1] Rk s %L

[0476]  {EEAE TS MELRIE £ [Kd2] s2ie A, /52 [Ab1] pREUT A 50 2 0 &
PREL I IR LA A8 A [AbL] AHSC ISR Ie sl , A A X 16 SRz Kdl. 2R, {3 A Ak
T KA1 R BE I Ab L AR SRS N, 7T 7 DI M AR 40 28 p 6 2R 16 (00 57 B 4 RS o Kd L
[0477]  FRVFHfE Kd2 9 SER0 22 HERF AN 30 B 428 B, BEAR 10 BTk g O AR B
U Kd2) 518 s e i, TS m L S K2 DL TR . AR Rk —
PUR /B B PR I S R A R AR U7 52, R R A Bk by sl
CHURARRE R A A e AR BT e, AT A REMERHL S IR IR . AEAREAR—
UK T ERA P 0 R A X g — 0 2 % U RIX e BRI 7772, £E B A 2 Kd2 1
IR B R  DURE X e 0 VA B A —B0R B 3, T8 B THC Sl X &5 4 i — ik
AT AIAAL o HIL THC A2 F8 43 FH A i 19 — o Wil i 48 A Envision K& AE SMD A #4k
KA 3,37 — ZRIECANE (DAB) AR (AT . XA FIL DAB JTAR I3 AN 2 1t T, .
AN TERf IS S ot A B 23 7 ), A T R IURR R i R T DAAE R b L R E K4
SEAH RS0 o B S, 3RS AT THC e 8 25 F i s iR 1 O 18 3k bU e AR o R 225 4
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HER ELUTRR )58 B SR AT AT VR FR I8 A5 Pl e sl Ut B MR B R e AT AT R 52
[0478] ¥ HAHFI IS KL, (F15)[ Priotal 7] LEREEE . 5 [Ab1] 1 [Ab2] thiE
JE, H Ab2:Abl:Pr J L% L THC 148 W] RRAL A AR CLUTAR, W e th o B E s . W] i,
5 P N ZBAE L THC () B 2536 Y, 48453 DAAR 0 DT0E I ] A8 58 B2 S B Ab2: Ab1: Pr {1732 4K,
THC il LA +0 GERBABED +1 GRIFuRAED . +2 (PAESRED I +3 Gk / KR
O I ATV o YRR R e [Ab1:Ab2:Pr], 23 5UNA%AE +0. 5 28 +2. 5 {136 N, LA
A 1) B R AR AL AR BRI, HARTEARE +1 & +2 (TS N, 781%38 B 7 4 [AbL:Ab2:Pr]
BRI 3 S AR A A B B Y LS e B
[0479]  MEMIEEBI TGN (BT, 76 +1 & +2 [ W, B [Ab2] K4 [Kd2]) . 52
KRG FER T W)U 2 B S50 A5 A AR e W FE (1) Ab L AR AR T [Ab 1], DL B AN 18 ik /&
() Ab2 SRBEAT 525 3d (FELL R HEIR).
[0480]  JEiTHE AN [Ab2], [Ab2:Abl:Pr] £F—&8 S IE 3 5 50 BT e LI 225 /K P AH R (17K
-, 5 R AH R 5E B AR TR . kR ta DAB YRR SRS HA S [Ab1], F1 [Ab2], JE B
DU BIAR R BN, 15 H 4518
[0481]  [Ab2:Abl:Pr]. = [Ab2:Abl:Pr],
[0482] AL, 3B P AR ARG [Ab1] AT [Ab2] 94L& LU G 2 ) PrTotal, 3 IAH [ (1) G
AR HOEPELL %

Kd1+[Ab1};  Kd2+[Ab2}y Kd1+[Ab1}, Kd2 +[Ab2},
[0483] X = X

[Ab1}, [Ab2], [Ab1], [Ab2],

[0484]  [AI K Kd1 W40, HARYE SEE0 244 240 [Ab1], Bt [Ab1],, ZF A L4k =t 17 (Cl
1 C2 & HEHD -

Kd2 + [Ab2) Kd2 + [Ab2],
[o485] Cqx - =Cyx F17
~ [Ab2], [Ab2];
[o486]  [RLAC, 133
- Kd2 + [Ab2], Kd2 + [Ab2],
[0487] =Cy x F18
[Ab2}, [Ab2],

[o488]  mILLRE 18 FEHEEE LA i 70 B HH Kd2
[0489]  (Kd2x[Ab2],)+([Ab2] x[Ab2],) =(C;xKd2x [Ab2],) + (c,x [Ab2] ,x [Ab2],)
[0490] W] LAfRjALRK -
(1-C5) x ([Ab2}; x [Ab2];)
[o491] Kd2= F19
(Cs x [Ab2];) — [Ab2]
[0492]  Hip C, (5T C2/CL, LI D) BREN -
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(Kd1+[Ab1],) x [Ab1]4
[0493] Cy= : F20
[Ab1]; x (Kd1 + [Ab1]y)

[0494]  C, ¥6 RPN XU I 2 R A, AEAH B THL A S et A 8 4t iy 1 K JLUR B T
AR IR SE 6 25 - 1 5, Bl iR B e [Ab1], F1 [Ab2], 28— Pk B S5 KT 52
Ja, WA [AbL], #1 [Ab2], SRIEBIM IR IS 7KF. KdL %0, ] DU 2 Kd2.
[0495] W] LM A [Ab1], FT [Ab2], A/ AL Mg B0 B I S5 7K o AF AN R BE [ Ab 1,
[Ab1], fa¥F [Ab2] KW E HA [Ab2], ISBIAH R i BT . X AVPRYE X 19 e Kd2.
[0496] &[0 B JA 455X 15, 76 CL M2 Kd1 Fl Kd2 2 Jia , i A2 76 P04 25 B8 i 38918 31 57 fh7
() 54 I ACYPRE I ) SMD R TH SRR AT SMD e (8, S 5645 F04F 78 T A 0 25 2% B 0 P i o
PrTotal.

[0497]  Hrp Lz 2 ¢ Priotal AT S5 FE G 3] “4iXE 2% (IR

[0498] X £ [ (BT H e ] s #EAR AL S W) 70 8] 58 #F it rh 1 4 0 B s i AT v 40F ol
LIRR JH5 [ s 3 it 40 T 0 JEL 9 02 g 8 X6 T, 490 S e AR/ AR/ Al A 73 125

[0499]  SEIG

[0500] 455

[0501]  MBHA 4- PR R

[0502]  NMP N— FA L s Jo Al

[0503]  HATU 2= (1h=7- B R 3 =m —1- F ) -1, 1, 3, 3 VU A I IR /S 6 0 R
fig ; W 4% (methenamminium)

[0504]  DIPEA “RNE O

[0505]  DCM AR

[0506]  TFA WL

[0507]  TFMSA =R ST R

[0508] Flu WHE

[0509]  Dex ] SR

[0510]  HPLC AR AH

[0511]  equi. M

[0512] 130 1, 10, 16, 25- VU 4% -4, 7, 13, 19, 22, 28— 7524 -11, 15, 26, 30— Y
- =tk

[0513]  L60.L90.L120. L150

[0514] L30 IAFIZE S, 5 2.3.4 8(5 1~ 130 EE
[0515] CIZ 2- S 7=2 FUOR P A

[0516]  FITC AR

[0517]  HRP BAR L AL

[0518]  GaM (N7 KRG

[0519]  DNP 2, 4 AL - WA (CARZE I

[0520]  ACim 4- G - WEER
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[0521]
[0522]
[0523]
[0524]
[0525]
[0526]
[0527]
[0528]
[0529]
[0530]
[0531]
[0532]
[0533]
[0534]
[0535]
[0536]
[0537]
[0538]
[0539]
[0540]
[0541]
[0542]
[0543]
[0544]
[0545]
[0546]
[0547]
[0548]
[0549]
[0550]
[0551]

LPR AR K AL (Dako K0540)

Sin Tl (4- 35k -3, 5- AL

Caf WNHERE (3, 4- — LN

a —CHC a — JH -4~ BRI AR

PNA-X IR R A (N- Q- " OE) - HER ) , s 5P 0L 4
(AN R A 2

HRIES —9- LR

MUmERE —1- LR

2, 6— " IENEIL —9- 7,
SR -9- LR

Gs 6- T A NS —0- 1%
2- WEER —1 L%

W RpmEE —1- LR

QO O =

Us 2- Wil JRWERE —1—- LR
Dpr 2,3- @A - AR
Phe KNEIR

Tyr iz R

Trp 2R

Lys W R

Cys ez IR

betaala B N&EM&E.N,N 4%
FFPE PR e ] 7 A s 1
SMD AT TR

AT FAT A i B P O Bl 1) 26— i
RIEY) HAT S AL IE s s TE AV 28— I

RDM HRIEYTIRR A
BAM ZEA I i
BT %

L 25 A GRIEYD
Sin-Lys (Sin)-Lys (Sin) -L150-Lys (Flu) (0328-018/D21047/D21067)

A [ AH B R A T 2 N i 2 2 R 2 00 2 MR W) B 2 28 0 v TR A I, AT VAR 5

o AR a N-Boc—( e -N-2-C1-7) - #iZ >k 5| Nt ks, JoAem e 24 Jo 3R 150
B e -N- 2 FE . WAHPRICIEA P AR AR GE A, FI H 52, AT & o = 0 A TRl A L
T-HEfE 5 2Bk TFA 8% NMP 338968 e S e e .

[0552]

ZE [ AH 1) 4% Boc— (Lys (2-C1-7)) 3-L150-Lys (Fmoc). B2 Fmoc 3E4, 2 J5tn

TR AT S F AR L. A NH2- ((Lys (NH2) ) 3-L150-Lys (Flu) 18 B IRHIHTFRE. I
5 CRE—BUTVE , WAL TFA o, PITE IR SE W iAE NMP o, 3§ F DIPEA il Rl . 2 S
FH HATU H1 DIPEA Y& AL RIS AR R 0. 2M (57T 1R (4- 323k -3, 5— AR AR /1 NMP 1
ISR A o 10 2385, SE bR ic, FRIE AN N & Z B 10% W B4k 5 40 8h, Sk “#uk 7

48



CN 103201627 A i BB 43/58 1
e 1R CBEDTIE ST, 78 TFA gk — B8 d = W) 7 F SRR o pilE =k LB 285 7 &
PR o AEAT A & g “ ¥t i, Bl o i Bos R InG) (A ED:+ (176D n, K]
BAN PP B R (R e P BRI 23 I ERD, LA A +98 (N, N” = DY R IR NG 4, [RIF:
HAEARZ R M 55 B o i £ N b B 58 A 21X L84y Jot, - FL[RIAE S, 5 2 B R ] 28
&8 AUNIER: T

[0553]  J&EH AR BH H A RLE A 28 I / IEWI e 5 14E PCT/DK2010/000137 Hf
I HGR, HFE AR TS, BIFE W02011047680 (PCT/DK2010/000137) [#)4 86 ~ 100
TP RR AR TE D S S5+

[0554] 2. ZE G5

[0555] 2.1 5454 HRP (1] Dex70 45 A1 "E P Aebidk (1.348. 111,10 ~ 11 #40)

[0556] 7F 40 °C &, £F 316 # JF 1) 2% v 9| A (100mM NaCl.25mM NaHCO,, pH9.5) H 1#
11nmo170kDA MW {3 588k 5 484nmol HRP X)W 3h. )&, 44nmol 1L 2EHLRAE 196 2
FHAK A R VAN N 20 # R —HRP 554 A HAE 40°C S 4 M. The TEEES N 70 &7+
0. 165M 22 R E% 30 438k v K R SRS, HAEZE % B (100mM NaCl, 10mMHEPES pHT7. 2)
HI{E Sephacry1300 (GE Medical) R4lifbr=#. Feliirts =248 =EHitk (GaR) F1 HRP
RIS G 7 TSR G AN A AT A (8 ~ 984
BE M A B — AN, HE B — SBR[ S5 B0, SRR B IR &, HoAk oA 10 ~ 11 # 4y
BRI REEYD A 12 ~ 21 F CRNRIRT RS G0, B a2 Ar 22 ~ 42 #3 KIR &S
IR AIDLA o R85 LAS B A ARG5S HUR AT HRP 150 7 i &, o H 87% [
SEEEWEE RRT K HRP 53 0 2 (R B8 e, 2o 10 ~ 11 53 A X T
Tp—H S 10.9 4 HRP H10. 96 PMPifk. SOXPIAE 4 H T 555

[0557] 2.2 54554 HRP [ Dex70 455 11HL HER2 Hi{A (D21100,9 ~ 10 {4

[0558]  7F 30 °C T, 7F 125 f JF 1) 4% 3 i A (100mM NaCl.25mM NaHCO,, pH9. 5) 1 {#
4. 6nmo170kDA MW )77 58 #E 15 202nmo 1 HRP X WY 3ho 2 i , #47E 489 Z T+ /K 1) 18nmo 1 Her2
PUARAN N 204 ZE e —HRP &5 5 AR IR WIAE 30°C T 4 RN 21h. T8N 70 =T
0. 165M %2 KBS 30 438l v K g VR4, HAEZE P B (100mM NaCl. 10mM HEPES pHT7. 2)
H{E Sephacryl300(GE Medical) E&fifbr=4). PelirIr =¥ et HE Her2 HTAM HRP 7] 5
WG R T EEMNRANG R AR5 EATWET A5 (7 ~ 8 #3) #hvk
It A 5 — AN, HEDN A — e TR IO 5 A, R R B B, o o 9 ~ 10 #4r (3
UK G EYDI 11 ~ 19 #5 E/NAT R 5D, G /21 20 ~ 41 i R4 G 1
B RIDLAA o KRI85 LA B R S5 G B AT HRP (K156 73 I &, 2o H 68% KR4S
AR R | N HRP 545 S0 2 1A B4 s be 9, W7t 9 ~ 10 303 AHXT T 40—
FEREEH 9. 1A HRP H1 0. 6 D oifh. SUXMIANE 4% H TS558 .

[0559] 2.3 5455H HRP [1) Dex70 45411 FITC BTk (AMM353-022, 8 ~ 11 #i41)

[0560]  fF 40 °C T, £F 316 1 JI /2% b ¥ A (100mM NaCl.25mM NaHCO,, pH9. 5) i i
11nmo170kDA MW f¥) %5 58 8% 55 484nmol HRP 2V 3he 2 Ji, #F 66nmol FITC FifkAE 196 =Tt
IR RS TN 21 1 S8 Bk —HRP 255 rh JRATHLAE 40°C T S 4h W the T8E N 70 &7+
0. 165M % pRE&F 30 73 PPl i K NAIR G, FFAEGZ M B (100mM NaCl, 10mM HEPES pH7. 2)
H7E Sephacry1300(GE Medical) E4fifb =4, Lelir™= 2t HE FITC Hriafil HRP 1% 5
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WA MR TEEVNRANGT N 3AET EAT W E SR (8 ~ LDV A
— AN, 2 G SRR CRNRT AR SE A, 12 ~ 2T #0530, e Ja = AE 28 ~ 45 7 IR
SEEWIREFIPUIA . X A= 53  CA RS A R S5 AU AR HRP (19384 I &, 7= HY 90%
R g GRS N HRP 58 S8 2 TR B Le o, o 10 ~ 11 3553 AH X
TR BHESH 11,7 A HRP 1 0. 80 Mhifk. DUXPIAER T 525 .

[0561] 2.4 i fH T AR B H B e 45 & FIAE PCT/DK2010/000137 WA ik #iid, 51N
A LIS, JIZE W02011047680 (PCT/DK2010/000137)%5 100 ~ 106 T iR 1145451
3

[0562] 3. HE—JEY

[0563]  {ELLF4%A4 I, A DAB BT BEEG AN o — F(2E —4- BEE R ( « -CHOTE N H — K

Y :
[0564]
DAB Fi] B o-CHC
RfEE GEED 0.14 mM (0.1 mM | L5 mM05SmM £ | S mM (1.5 mM £
Z/hF 1 mM) 5mM) 15 mM)
A H,0, B 1.5 mM 0.9 mM 0.6 mM
A UTAR R 8] 5~10 43 10~15 438k 10~15 44
R IR A Fer 8% Sin %A Sin T H Fer
HER 3~4 fiK 3~4 K 2~3 flK

[0565] 55 DAB AH LU, 48 F FA] B 1, =4 0% & I 18] £ INE 45 BAHBLE AR 1) 20 o - 5

Bk 4= FRIL R, 955 I 8] 5 DAB AH [F], 2R A8/ (55 DAB 1) 3 ~ 4 BCKAH L, HAR A

2 ~ 35K

[0566] 4. Hgriks

[0567]  DAB % (i (Dako K3465)

[0568]  LPR ‘2 A (Dako K0640)

[0569]  FRAKE YL (Dako S3301)

[0570]  PE¥EZZ MR (Dako S3306)

[0571]  BEAR{ESZI (Dako S1699)

[0572]  #F4Jf Dako Fairmount (S3205)

[0573] 5. WA Kl

(05741 AR WAL KL, 48 A AR 2K S AR [E 52 A7 A0, 8 (K 2R I8 Her2 HU4H I 3R sk4b. df45 il

df23 FIERRLE ST i GXEE 4 i FR A T N PR A 0+, 1+ R 3+ 4H i RD . XLl R 2

FDA TAE R A T FLUIRE ) Dako Hercep Test [1) 0+, 1+ A1 3+ XTREA Rl . 40 g 2 i Bk 5t £

AR A i b, DRI N M R IAFAE BT o AR R 2 458 s e A 1 B mT 45

il an, B PR B AESY) ), SR B =R B4 B AR S A7 AR SRV =

AN [RJIUAAAE i ) — A G e R 1 45 SR 2 TR L AH 5D

[0575] 6. WAL PUAb 2R

[0576] &3 =AML R FEPE U1 B GE— 5o “ 77 il YA — 2R
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(2X5min)Z J5 96% L (2X 2min)FT 70% LB (2 X 2min) g4 i A7 itk . 2 )5, 2
TRUEG IR RS Z D, #oB 10X ()75 pH ¥ (Dako  S2375) (fff H 4H
WMo B DU SE ] 1 AT 2) BREAR pH %5 (Dako  S1700) (Z LA BYSLif) 10. 3 ~
10. 8)0 ZJE LRSI AP R N i 1 2 b i (4 Smin) FRR A S 10 20Bh. 20, R T
H1 20min HAEZ G B HEB RIFRE 10X PRI ZEMIR (Dako S3006) H,

[0577] 7. —Pi -

[0578] W SR BT AN MM 25 I PTAR (Dako M3515, /N ERLER TR 1V A Uk 4 ) FHG e Vs vk
AT . 2T B s AWK TESME BRI 1EHR K 73+ & (160kDa/mo 1) #il & Hifk
MREW . DUMRIBBERR N “Hi A SR A Bk,

[0579]  $i Her2 Hiik &M Bo 70 P (Dako Toff 25-11-3). T T iHEHIM4s i B
AL DL B[R] 43 B (150kDa/mo DR il 2 MBI o« HURTE A S HPR A4 “HER2 Bk,
[0580] 8. A\

[0581] 4543514 o (BAMD

[0582] 0. 1% K 4— 28 FE 22 B LL #K.0. 2%Procline 2%BSA.0. 2% % 2% . 2%PEG. 0. 1% i &
20.,0. IM NaCl.10mM HEPES, pH7.2 (ABCPT 21

[0583]  RIEMYTAA) it (RDMD

[0584]  50mM BKME HCL pH7.5.0. 1%Nonidet P40.0. 1% ZEFL 554 .0. 005% (1. 5m\D) 484k
Ho

[0585] 9. {¥%%

[0586] Dako Autostainer Classic. 1ZIX#% 2T H ] B H4FER B3 THC 1, HA
A] DA I bl o v B R A B I TR AR PAT P A SRS -

[0587] 1. W AR ;

[0588] 2. GPEIRLGLITHIK B KV ICE A+

[0580] 3. BHAFNEEI A T L GEFR AR (sip) FIRE (spit)) ;

[0590] 4. il It PRSI sE R BRI BT

[0591]  FELAF 7% | AR T84 FROMAFE P o AT Fra [ SMD S5, ¥Ias i i
FALYIBEE PR SR BOP RIR AR

[0592]  10. Jefa i 1

[0593] T EALYIEEEL A, Smin, 78 Dako S2023 H

[0594] Pk

[0595]  (a) HEFREBALIITERL

[0596] —i,

[0597] ¥R

[0598]  HRP bricd i —¥i,

[0599]  ¥Eit.

[0600]  (b) FEARELALALHRIED VIR TE B

[0601] A%/ (a) 7 RDM 755 0. 28mM DAB i1 5 u M ARIEHY) (D21047) §5F 10 43p%h,

[0602] Pk

[0603] ) KG I & B AR AN Ak (T HR W DR
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[0604]  FITC-AP %if£, 10min, BAM Ff1] 20nM D20036

[0605] WLk

[0606]  LPR, 10min, Dako K0640

[0607]  ¥E¥&

[0608]  d) FRAKE R G

[0609] R ACKS, bmin

[o610]  FH B F/K¥ES

[o611] ) & A

[o612] W] LAFE BN 7 R g | NBUAMAPES: . B o E FE 2R i B e i 0 R 1) Rr SR i ) B
2 ARG FEAT7 SR TR R FF A SR /D & 5 IR 1T, PRV D BRI R 2 I TR) e Tt 1) B A o 4
FHFERAND A TG, BPRSR A R A 20 F, 17 48 5K B 7 AT G ar 25 3 v gk it
[ AREFZIN AR R /N, BRRIEAT G40 10 5K v o BRLEL, Y P IR R S I [R) AH %
TR PBARRA 2min. HEWITRZ G UL RIS FITC-AP HUikIF T 2 )5 1 2 IR PE%
RAES /N LPR B et RVE BA KE RSO (il T8 B 5 38k 45 & NPk - 5%
B —HRP 73 B R0 A FEF 1 1000 14 LPR 201, JLFEH T sepcis i .

[0613] W] HE IR UHAT BN 1IBE U, DL B & iy KT I ORI B A 1 1 e e 68, (H AR TE
VIR ITE Py 45 AR AR w2 AT A

[0614]  11. B ifAh

[o615] I8 ik A o WL 5¢ SMD 4 (0 v e Ho MR, M1 46 F sh AT s vh £ A8 A S0 9% 3 A
IMicrovisionl. 27 AR BEAT B3N BB 53 1o AR P S8 77 =8 mh, 6 dn b Bk = AR
LPR 2153 LA R IR ARG B L 40 Mk B B b 3. 18 A0 0 W8 R F- 3 v H ECR B0 E B 348
77 E] (segmentation) AN G AEHUAT LA IS T 60 8 AT B 55 B L CHS T 8 25 ) R g 2,3 5 B
o S N R P BV B A4S 0 ~ 255 YU . AEGITE N 188 (8% 255 LI 0 ~ 16 (),
AR e R 76 (GRED 2163 (). H it fERELA DP505. 5Mpixel AHHLAN CellD B4
RAEHAF Olympus BX51 AREE FHAT 1Y B GRS Rk R b A ok BE MR R 20 (1. 2D k4
(1.0) HMEETHE (0. 56) T, RIGaE AT — AT EL . B 3 7t 40 i i A 28 BGORT A v 2 25
o

[o616]  12. SCi

[0617]  12. 1 Hr4n Mo & I BLARR Kd [ %

[o618] 4 b frik Xt 8 5k B +0. +1 K +3 4l i 2 (1) FFPE U) v 19 v+ 1EAT TUAL 38 R 44 £
(B WHAHEA % Do

[0619]  DAEZRAE 7 Hi A48 A0 0k B it FH — Bt (4 B A B 1 /40 20min

[0620]

Fr5 |BAM A M3115 Rk

1 40nM

2 33nM
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3 25nM
4 20nM
5 13nM
6 10nM
7 5nM

8 2. bnM

[0621] 2 )&, v HIJK Pk Faramount >R Fro REE KK+ L&A ML RIRALE 3 7K
B, 75 & ok BG A oRh 206 s 30T F 3l ot 20 05 B v B0 s gl S b B TR SRR A
BT R
[0622] B ik —AN4H i 2 AR 7 (cAb) 55— SAESS, o] DT R R & A i g
# 8 (Ndot) :

[cAb] x Ndotmax '
[0623] Nd= &K D

Kd + [cAb],

[0624] i [cAb] ZHTAN ML A s A PFUARRIIR AL, H Kd 2 BT MM 2 T HTIARRN cAb % &
AL HNdot,,, 24

[0625] 44 Ndot,,, FIH HURTR R KB KR, IF HAEASSCH 4R, AT R 2
v T3 Kd B (RI 25040 A B PR Dz i Kd A8 A0 BE AR TN, RO B80E 43 e
INIR

[0626]  iZ:\ U H 5 M T DU BRI R H R0 5K, 412 B A AE BN IR i (R4
N +O 1 +3 FIRE NG, B AR E Cn R 3R SR 25N 0L AR 1 8 K )7 7 i 4
R B AR 2 K H =PRI A 7 R FE A

[0627] R (7R HIN THA =AM AR EEDFER | ~ 8 SRS LU R T
K

[0628]
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Fr — P | o R R SR | B R o ST | E BRg T SRR
W, | R oA RP 3| AL 1 RS 3| AL 3 4IRATP 3
nM g P B A g P A B A g P

e [ ER | R R | R
1 2.25 165 170 318 316 376 389
2 5 293 292 445 542 627 667
3 10 384 411 731 765 879 941
4 13.3 487 458 920 851 1043 1048
5 20 502 518 968 962 1140 1185
6 25 581 547 1026 1015 1333 1250
7 30 669 567 1159 1054 1546 1297
8 40 629 595 1269 1106 1663 1361

[0620] 3K 1 g5 HiK) SMD R] AL SIS K 25 AR LA R T A ] 4 thor i, Hrp 241 1.2,
3 G AHRN. T +0+1 FIT+3 40 MO 1 s SRS TR 25 3L, H&R 1) 4.5 6 AHN. T 40,
+1 0 +3 40 A S B TR A R

[0630]  JE e b AR Py il 2Pl & 31 FH S 30 s AL ) it 2k, W] DA E Kd 1 AT Ndot,,, [
KW . BRI, AT B = A& AR50, 8 KdL 52 24 ToM, Ndot,,, BEA 700 (+0).1300
(+1) F1 1600 (+3).

[0631]  7TnM ) Kd {E 5 i =140 Mo 28 1 SE 50 v AR i — 3800 78 +1 R0 +3 40 i R K15 1
o N TR PR, VHRAE AR AR TN A . Pige i M S Pk M35 15 HA R 58 B S
M, HEGRA BRI AR 4 i A A WA, #9e b, X T4 i /A 8 A A, fofkn]
DLEARHAHAF B Kd, B SR IR B AT BEAS R H IR REsgm bR g & o X MRRE T 80U 5
[ “AESEREA 7. BeAh, —LeERy 45 A AT ReE T Kd (R FE R .

[0632] 45y

[0633]  JITEAT [ e = ] LAR DA A 2K i 1, BRI D ] DL 2 L A AN IR v+~ FHAS [R) 40 e
FAI S () 45 R R Gt P T 00 A i 4 AL ] B PROs A 1 o B VP A S BRI G X A e
BH 2 ) AT 2R 40 40 600 A AT LA 5 — AR R 300 AN sS4 X 4 I

[0634] s 1 —H1 (D20168) [ Kd {H & AR ENH, AR HIEEMMEL G KPR LR
SPAET, SR, 6 ORI S s tH 5 — PLEE— 2P E GEKHII% F I [T 43 BT
AGRAE SR E M. B, W SR8 e &5 2 i —Pu e SEE i B A gl — Hiirn, 5 & 4 Kd
M FHA . AT 2 Ut =5, WL AR AE 2 10 . EX B, B F 7 sk
ML (Ndot,,, ) s, (H A IX L H A Kd il & .

[0635]  12.2 5 — 4545 (li2Edi D bR — B FERE —HRP 455490 (D20168)) Kd [

[0636] 7 FH i WK THC Y4 (Dako Envision fAZR) SRHATIZSLZK

[0637]  WIFTAXT F FUbAT AL EE, JFAF BT L R B TR 2 -

[0638] 1. LIS ALYIE, Smin

[0639] Pk

[o640] 2. dliffuff s APLIA, AEFFE N 1 20min
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[0641] Pk
[0642] 3. HRP #7iC 1 —Hi (D20168), ZEIFE A% 1 ' 20min
[0643]  PEik
[0644]  4.DAB & {43, 10min
[0645] LUk
[0646] 5. FRAKEYLtE, Smin
[0647]  FH/KPEM
[o648] PRk
[0649]  FH B FIKBEE
[0650] =AML ER (0 +1 F+3D AR 12 DFE B A RS, A — RIS
sk 5 2. snM LA A E A PUAI E IR 5 6 DA D20168 (100nM.50nM,
25nM. 15nM. 10nM F1 5nMD §FF, H 2 = R A N5K 5 10nM B i & APk & Itk
— 5 6 MR D20168 (100nM.50nM. 25nM. 15nM, 10nM F 5nMOBFE . 2 Ji» R E L
FT7Z A DAB (PR BT FIRAKEX A R E T AT 4
[0651] X T Fr-A —AN40 Mo 28, %% (0 ni P Bk P 165 B 165 o, (R AR 8 AE THC Je i34
TEEN (E +2.5 152 ).
[0652] G FIAAIR), A5 e ik B2 B —He, 5 A mr I A (L B2 o AT H 2. snM 4l i e
PLAAFT 100nM D20168 AbH ) (AN R TD B CEFRRA T A 4 54EH 10nM 41
WA A PUA I G AT B (FE S N R D o A8 PR BS7 (R AEADOUL I 25 > Ak
THQL IR . AT R, XTI a =AM AR, b+ A WL ERR A 540 10nM 40/ i
HPLAFT 15nM D20168 ALK+ O B IS E R EAHF . R SRR E 1) (BH
[ 40 i 22 %60 B8 ), ELAE A [R] 42 (0 — PR oAb B 7 T W8 330 A (] F e € i 1
AR g, i F AR F B FE— MM E WD (A4 RmEE - A fEadt
& -D20168 B AW HIEL R AR R . BRI, W DS A DA 28 3R TH 51 D20168 1) Kd (HP
Kd2) ;

(1-C3) x ([Ab2]s x [Ab2]2)

[0653] Kd2=

(Cs x [Ab2]y) - [Ab2],
[o654]  H:A7 C,.C, f1 C, ;[Ab1],=2. 5nM, [Ab1],=10nM, [Ab2],=100nM, [Ab2],=15nM, H H:
HEL N EAFRE C, -
C; (Kd1+[Ab1]2) x [Ab1}4
[0655]  Ca= = .
Cy [Ab1], x (Kd1 + [Ab1}y)
[0656] X, D20168 (K] Kd2 % it A 25nM.
[0657]  12.3a. %f T HER2 —Hi (K BAT A& AE K 2
[o658]  HH T ATl ¥ HER2 ik el i Kd (A (R, e ), 8o b5 st sl 1 AR U3~
BOR#AE Kd ERIWIEE 2 0m) Be4s AN &l & P AT AR 25 R AR AR A CLOOpMD 1Y
— PO B FH P BE S | SR 5 P IR T . BRI, A PR S T Af £/ HER2 HUAA IR -1l 4% 14
bh
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— PSR IR N T T = AN R AR . B SRR E CLOOPMD HIPTAARAL L1
T CHA PUARFE RN A 58 BT ] 850k TIUHA A A2 5™ 510D B R B BT P IR AH 4R
AT b2, DAME—PUP R R

[0659] AR 77 % 1, X —Hu A P A R (0 B O 7 N TR) A 408 I vk ik e i 4
&, R R

[0660]  —100pM HER2 $ifk, 1 ~ 6 AHGKIFE , TR 10 434

[0661]
A5 [k
11
2 |2
3|3
4 |4
5 |5
6 |6

[0662]  REKUNINZ I, PEG— IR (FE N —IRININZ A0 5

[0663]  —5pM HRP FRic i) Ll =EHifh (L348-111,9 ~ 10 #43), PIIRAHZKIFE , F-7X 10min.
[0664]  SRAERAS +0 T +1 40 M AL S0 =B (10 X 50K, IR — 4 JaAZ (1) SMD i
BEIAT UL +3 AR AN S 18, B Pt R M A VXS sl AT HERR T 2. 45
RERELUFE 2 h CLERIEARHAER S $)

[0665]

HERZ HLAA IR I RO (BRI e/ ) (B 5 RS 2)
1 0. 158 0. 407
2 0. 258 0. 665
3 0. 305 1. 031
4 0. 42 1. 309
5 0. 532 1. 536
6 0. 532 1.513

[0666] M SZEG I &E KA LIS H, 5 B 2 /0 5 RS I HER2 — FLs v (L Hi ik 1) &2 &
100pM) e 3E G FE RS FEAETIAAE i Hh 2257 B SE [ Pl 4 A
[0667]  12.3b. Xt B FHT A K AT

56



CN 103201627 A OB P 51/58 T

[o668] A PR & Xt T Hi I P 428 AE L FR A5 — 20 B AR R v FE (1) HER2 — T, Tt
HARE R — Pl S AR I 45 A HAEFE MR P IR AT B —$i (L348-111,
9 ~ 10 #43) B FR At FH GL A BT IRIFE Ak T A 72 5™ D o

[0669]  H#iE /5 % 1, X —HUFI = Hu Al H DL R I AR5 o R B O 7 I ) RS Ik ek 5¢
R

[0670]  —500pM HER2 HifA, 2 RAHLKEAS N, K 10min ;

[0671] Pk

[0672]  —5pM L348-111,1 ~ 5 YRAHZEZR N, £7% 10min

[0673]
A5 [k
1|1
2 |2
3|3
4 |4
5 |5

[0674]  (ERERINSINZ )G, 4 T — RIS AT, N — IR PEE

[0675]  SRAESAS +0 A +1 41 ke it B9 = ER CLOX JBORD , FExff— 4 a % 1) SMD 3
BT +3 ZMUARRE S AN 1S, TR S C AR5 0 10 AN S VR R s AT HER 7128
[0676] &R EILAER 3 o (LERKE R EALER 6 ) -

[0677]

T IN R0 e RS D e/ (D (B 6 PR 2)
1 0.077 0. 327

2 0. 083 0. 609

3 0. 195 0. 889

4 0. 318 1.216

5 0. 364 1. 31

[0678] M SEZEGHIZE R LIS, 7R IN 20 5 I 1. 5pM L348-1119 ~ 10 #532k 15 3]
17

[0679]  12. 3¢ HER2 HL{A K] Kd {H [HIHfE

[0680]  MSZHifs 3a F1 3b T LAKIE, FEEAHGEIR N 6 YK 100pM HER2 AR SV I 5 7K
5pM L348-111, LA R P47 4 F -0 & Kd fi. B, RYE & 1 X—Hif —Hifi A DL R H#
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TR PR 7 ROV L I 77 I TR) RIS IR BOR AT =AM AR AR A 10 12 5K 7 71K SMD e
[0681] -6 B L I HER2 HLiK, 6 UAHLRENIN, BEX 10 735

[0682]
B2 [HER2 W
[0683]
LF12 [100pM
314 [200pM
516 [300pM
7#18 [400pM

9 #0110 |500pM

1171 12|1nM

[0684]  TERFRININZ )G HAE N —IRININZ BT, N H — NP IR

[0685]  —5pM L348-111,5 {RAHLGEAS N, FEK 10min,

[0686]  SRAESAS +0 Fl +1 400 R FE ML = AN ER (10 X UKD, I — 4 fo (1) SMD
BEIAT I +3 DEE I, B QAR 5, A, H S ek — 5 (nD I+
AR &

[0687]  +0 4fi ffu A I SEER &5 R RINAE LR 3R 4 v GFLLEIREAXTEE 7 rhoRHD -
[0688]

HER2 $ifBRREE | BEG THSA 0 B0, Kd 280, | +0 A0 R P sci it B st
BN 0T S (B 79| (B7HRRS2)
A1)

100 0.183246 0.186

200 0.290456 0.305

300 0.360825 0.358

400 0.410557 0416

500 0.44757 0451

1000 0.546022 0.69

[0689]  AEF AR A ()P i GHH R HE, 100 ~ 500pM AT 5pM) s I I 45 4 22 U AR 4k s
I R TE BN SER: 3a A 3b HR7R HY RS 42 AT i T Kd 22 B ClndD BIVR FE Y
— PR 6 KIS IR 51— 283 5, R TUI R, 810, M 5 IKAE Kd BT O XCE A E 15
HEIE A R AEE . A AR 1 A Kd A Ndot,,, FIIEACE 8 (3 S2 8 10, 1) 2k
77 20 AR B & 2 282pM Y Kd {EANLE (BB SEFRUOFIIN ) 0. 70 &/ BB K Rt
[0690]  12.3d.1.348-111 Cilj2EHi5 — HIEME -HRP 455D 1] Kd (15
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[0691]  fF I HL THC Je i AT 5580 . Wil i fy b AT FAL 3L, R AT DU e
ERE
[0692] 1. 5 ALWBEE A, bmin
[0693]  ¥E¥k
[0694] 2. WEE R 1 A HER2 HLik, 6 YK, FHK 10min ;
[0695]  WE¥k
[0696] 3. BFE AT | ¥ L348-111,3 RIS M, FHUX 10min ;
[0697] PRk
[0698] 4. DAB 4iff, 10min
[0699]  ¥hik
[0700] 5. FRARKGYL(E, Smin
[0701]  AHKPEE
[0702] Pk
[0703]  FHEB FIKBER
[0704]  XI T = A4 R P K%, ) 100pM HER2 HifAFN 50nML348-111 %f =4~y F AT
Yot (=), H 500pM HER2 HLAARMIRAE FRACH) L348-111 CFHAVH, 50nM. 25nM, 1 7nM,
11nM. 7. 5nM AT SnMOXT L E 7SN B P47 4. Jem g RP e W g R I, X+ Frg =
AN, =y Je(@ (100pM HER2 FLAAF 50nML348—111) [¥1498 B 544 FH 500pM HER2 Hi 4 Fll
11nM L348-111 AL FAHE o ERIDA 2225 44 L 2 1 CRH IR 48 e Z 00 R O g2 )
TEE 3L (i BT, W] LIS Y, A7 AEAH [RI20E 1) HER2-HER2 $Hifh -L348-111 E54). K, i
FR AR PR Kd

(1-Cs) x ([Ab2}; x [Ab2]:)

[o705] Kd2=
(Cs x [Ab2}4) ~ [Ab2]),
[o706]  H:Ap [AbL], AT [Ab1], B NARE M —PUK S, H [Ab2], A1 [Ab2], BASFIK 5t
W,
[0707] M T UEC, -
C:  (Kd1+[Ab1l) x [Ab1];
[0708] Ca= = ‘
Cy [Ab1); x (Kd1 + [Ab1],) .

[07090]  f# A LL K {4, [Ab1],=100pM. [Ab1],=500pM. [Ab2],=50nM. [Ab2],=11nM, & ¥}
L348-111 [ Kd2 2T 28nM.

[0710]  7ESEE ] 3c [P i 2 o, 4 45 K& 2 0. 70 &/ % (EH —Hu v AL H
1. 5pM R FE Y L348-111 M4 T o BRI, A A T 5K, AT BATHEC +0 48 i i A7 7E 1) HER2 (1)
& (PrTotal) :
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Kd1 + [Ab1] Kd2 + [Ab2]
[0711]  PrTotal= [Ab2:Ab1:Pr] x X -

[Ab1] [Ab2]

[0712]  Hrp [Ab2:Ab1:Pr] &5 &4 HER2-HER2 $i 1k -1.348-111 KI¥KEE, Kdl & HER2 Fit
PRI B 40 B Kd2 a2 L348-111 HIfE B 4L, [AbL], F1 [Ab1], 52 P AS[F] i) HER2 Hiik
WAL, [Ab2], A1 [Ab2], AP ANIFIF) L348-111 ¥,

[0713]  #4 [Ab2:Abl:Pr] WiELE 0. T0SMD & / #%, 85— 50k E h 1,Kd2 ¥ 5E 2k 28nM, H.
[Ab2] 52K 1. 5pM, Priotal FI{EHE ALK 13. 000 4 F / #.

[0714]  IX A~ H 5 A A0 35 1) B4 & 4 s — 20 L, B 4, David G. Hicks, D. G. fll
Schiffhauer, L. Assessment of HER2Status by Immunohistochemistry:Routine Use of
Controls for THC Testing—Laboratory Medicine. 2011;42(8) :459-467), Bl 0+ 41 it 52 4F
X EEYI i [ T _E Kk 21, 6006700 $ T Her2 524K,

[o715]  Scjfifsl] 2. XfH 2R A=A o Hp AR PR I e B Oy 1D

[0716] 1. FHipHE

[0717]  F Tl vt 48 B rp SEAR 7+ 55 (40D 2 53 (1D 57735 (D A BA R Z 41
BT B, SR Tt A — A ]

[0718] 5 FIRT7 v AH G 1] f b ) — AN a2 NAZOA — HLAFR 1L ) —Hu i & B P 4 1
T R BRI BE B DL T 5 3K W] B 1) 2, RO R0 B R th o R 455 R I FE S, BRI A5 22
HEEEFIMZ IR HIEKIFE « A T7VEM IR, A AR Sk B R 45655, wT ELEEar “Ti
I KI5 GRAR B, FF 5 PR BT B 455 47 /U AH B (1) 45 6 MDA #6)8
Al B EHh, A 100%, (H2 n] LU BI85 B #EAR 5 Es P E— LT 90 ~ 99% 4545, DA S —
PLSAR I =B 50 ~ 75% MIZ5A o AEIXLE [H Py, 7] LS A B A AR A (E R 5 iy R B 1
TR PR S50k 8 T B IR 1) 45 A 7K o

[0719]  BhAh, FH & A M E R bR d ZIURRIR B bR id (R —) ZHUR G, vl LA E)
ST A AN 2 I S BERR 45 A 10— PR S Bk bR o

[0720] A5 Eibe R A B A B AT RAL 7 SRS AR (R mT B8 14, 76 % 0T AL T vE P, AR id i —
AT LUR PR ORE B i DA 2 Fh 5 T Ak . FEAR I 45 A 8B AR 10— PUiE o0 T, AR id i =t
(BRI AARARIE I —HRVR &Y LR AR v T o 76 AR E5 A 11— B
TG OUT AR EGR GOR-A YD PT DUHR A U gy . BRI, seae ] DLARE S D3R
[0721] 1. AT H 5 m W BT 45 & ) 00 0% 8 ok 2 0P 4 45 R, 1 e H 2 A 4 2
(fraction) FIFEFRII A o A8 H—HURbR Id B BN B RPAT KAL) L . XLk
BEFR A TR A 25 1F

[0722] 2. Z )&, il 85 5 AR A0 7 B0 — HUdE AT R AR id ) BRI bR i ) —Hi R &
V), I HH T BA SRR L H O AR TEK P 58 T & —Pak B (1) 41 230 i 1
H. WE G RSk 454 HAR S —Hid r T 4L .

[0723] 3. fdf FH o AR 4 €, 70 TOUEE K P 45 40 2l ik s i B9 ZHixd &5 & SR FR I — DL g AT i
E o B RAE T ANTFEARAR S — P [P 451 o AL 08 IR A2, A8 FH 1 il A k) (0
SE IR R F B A 18 IR, O30 o] PR AR . 7 — IR —Pt
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T AR RSP ER 2 O g B G KT AR R L i

[0724] 4. A FAS S AN 20 1 AT RRAL A s 5 0 Cln A R B AR R 119D, AHE T FR T 7K 1 4%
B —Pr R R EE bR 53 2 A PR IC A R BRIl B PR Y0k 315 50 1R 3 TR AH R
WP — PR H AR 73 5

[0725] 5. WP ER 3 b AR A —$t, BLACE IR 2 R I F AR AR il — iR &4,
A TR G 1 VPR T — 40 Moz 1) s

[0726]  MIXLESEG, W] LU SEAR I ZE 0 4B . AP IR 1 I 4 [RS8, W0 22 /b 3 B 4
PR BRI — BT R A ADER 1 F1 3 (SEEG, n] DAHEH 2 /D0 B0 —Pu i s2 56 2 A i
M PR ISR AR i = HURIR-E W I o A A Wi s 255, BITED IR 2 A 3 s e h 15
FIAH R B G EKP GXER B, 7EFE S P AEPEAE A2 1 456 HARC I =350 . Bk, AR
BAVENTE AR FE — PR H BIEERR 4+ 70280 LU AP IR 5 1 SEE bR id A AR bRid i —
PR SR —Pi 5 £ FraX Al AH 3R, W LLAS 24 AT 44K o f R BB 23 11 43
(S WLL TSR 1o AR . B IRATEE— D3 — A Mo A i sS g 10T 7 T80, B 4n
EARAE TR 40 A B hs 7 T2 . BRI, W7 AREAT 466 TH 4.

[0727] 2. SEE

[0728]  F T LAR SE4e IR BRI 55, in S8 BAR A T, Wl Bk

[0720]  CLEEAZ Her2 —Hiff) Kd /& 280pM (ZWLSL5 3c). AFH P& T (RSB R
MELENE S EA IS 13, 3nM WAL KIHLARE 5L 13, 3nM/ (13, 3nM+0. 28nMD AR,
HAET2) 97, 9% HIWIGHAEAR 731

[0730]  [AIFEHE, CVEE - FRICHT ZHiM) Kd 2 28nM (Z W25 3d). # FHSEE 4100 K (2R
N INE 2 RNE S ERA DD 25nM W FIAR i =50 51 A 25nM/ (25nM+28nM)
fRIbRIc, LE5E T2 47. 1% RIC 854 —Hi.

[0731]  SLEG 2. 1a

[0732] KT A st FH 1 s FRD A Rk, i IR - R[] A 0, 3 P 40 2R R BRORE R S 8 o
187 FH (1940 f 22 25K [ Dako HercepTest [ 3+ % HEA 4L o

[0733]  HAXH(EHHMER 1 FFPE VIR I+ OANIRAEFFUEFR A “ v+ @i YR AE
THZK(2X5min) . fF 96% LEE (2X 2min) Fl 70% L (2 X 2min) H B A AL . 2
B KRR LS 7, IR A IS pH #EARE B (Dako S1700) H1o 2, FEARE S
BT INFAER IS (20 Smin), X JEIRAHEE S 10 70 Bh . 7R BIPER G2 Dako 52343
W 2R, AR AN 20 B

[0734] G, M LA T 7 3% f11F Autostainer bLHefh .

[0735]  EALYIEEE A, Dako S2023,5min

[0736] Pk

[0737]  13.3nM HER2 —HTIAHZREIK 10 73808

[0738] ¥k

[0730]  VR-EA 5nM ARFRICHT ILFEHTHA 100pM L P15 — HIZRHE -HRP (L348. 11 DIAH
RFLIR 10 43 8his N

[0740] P

[0741]  DAB (Dako K5007), 10 43%h
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[0742] ¥k

[0743]  F5AKE (Dako S3301),5min

[0744]  FH/KPEER

[0745]  ¥E¥%

[0746] 45iH

[0747]  13. 3nM HER2 HLARM) =R 10 43 BPAs i 2 LIS ISP HT 451 o 56 DOIRES AN 5 S By 2
AFRIBE I VRAA SnM RFRICHILEPTRIY 100pM L =EPify — HI B —HRP (1348. 111)
(IR 10 2B I 2 LU BIEAT 4 1F o 38 = IR AN S B QO KR N . i 3 i) i
RYAEAEAIN T2 +1. OXSEZA M RGERRA +3, IBE A @R AR bR id Z IR bR
W =P RN 7 — BRI B D

[0748]  SLE 2. 1b

[0749]  4NSEEG la X FUEAT TIALIE, FRAFHLEAT DA R J7 = G DAB 4 €2) .

[0750]  EALYIEEE A, Dako S2023,5min

[0751] Pk

[0752]  YKEEAE 30 ~ 50pM ¥z [l N 2240 1) HER2 —$t, 10 738

[0753] ¥k

[0754]  25nM LL=EHi% — W ZEHE —HRP (L348. 111) IAHZEPI R 10 48P . XA 7
HAR =R A S | RE 5 g .

[0755]  WE¥k

[0756] DAB (Dako K5007), 10min

[0757] Pk

[0758]  FRAKE (Dako S3301),5min

[0759]  FH/K¥EER

[0760] PRk

[0761] 4% .

[0762] 5 40pM HER2 HLiAGFH 10 73805 e 5 S5 1a H ik 21 & K G K AH R B
SRAE (1) A3pM [0 5 5|2 B 5 S s i L (Eni BT, 10 37pM 10 B 45 B B AR e
o

[0763] SLE 2. 1c

[0764]  WISKES la X AT AL B, HAE HEAT LR 77 48 (SMD B2 -

[0765]1  LEALYIEEET A, 1 Dako S20235min

[o766] Pk

[0767]  HER2 —%Hi. 13. 3nM HUAHAR 3 ¢k 10 73 B O 1B 40pM #—1K 10 73 8PEsn O
2~5)

[0768] Pk

[0769]  JREA 5nM ARFRICILEFTA 500EM (femtoM, Z MMM WD L =EHT s — % 5Kk —HRP
(L348. 111) BFIAHZEPH IR 10 BN O 1~ 3D, BERAA 5nM KAric i =EHi i 100pM
U =EPT o — HIEERE -HRP (L348. 111D FIAHZEPIIR 10 738fsim v 4 ~ 5)

[0770] Pk
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[0771]  FITC- REWUTA - 10min, 1 A 0. 28mM DAB F1 10mM D21067 FI9% 5 /1 Ji 2

[0772] E{ﬁ((ﬁ’ﬁ{%
[0773]  FITC-AP Hifk :10min B E, BAM H (1 20nM D20036
[0774] E{ﬁ(ﬁ’ﬁ/}%

[0775]  H.A Dako K0640 [¥] LPR10min

[0776]  ¥E¥

[0777]  J3AKS (Dako S3301),5min

[0778]  HH KRS

[0779] ¥k

[0780] B F T iEAT G M. A A ScanScope (Aperio) J T HHi#s KK 20X (4
300X 300nm 2D [KJEEA A HuskR I & A IMicrovisionl. 27 fiEACSK TR . 21
SRR B R BT B S )R ) (T=0 ~ 234, H=187 ~ 37. S=52 ~ 255), W {4 [ 41 fi
AR A (1=0 ~ 201 . H=148 ~ 221.5=0 ~ 190), N~ B IE— 0 B AL KT 30 12
R R ECA WA i, KT 45 BRI RO = A mie BAKIR 100 45 2= 1 B it A 21
0 M A% DL S0 A /N 40 i A A B

[0781]  VEE, & /r & 1623 (1) FL VP SR AG 2R AN 20 s — 30 2 FR i e A% 11— 38
gy s SEANMURZ T b R 2R L s A — 2L

[o782] £ RAEEL -

[0783]  J SMD Pt fil st S & R BRTE TR -

[0784]

ho|s | WA

1 [56918 112388 [4.59

2 |151 13817 (0. 0109

3 (177 13925 10. 0127

4 152011 |13618 3. 82

5 161040 112939 |4.72

[0785] M) | 5 2 F1 3 (PP IAH L, Bon /b 388 54 & —hi. BIA R 1 oY
97. 9% 145 A 4EbR 7> T GZAEYR B Her2 HLAARRT Kd1), 40pM —FirEAH R IRA KL O 2 F1 3D
A 10 23 haEin 1/396 15— B8 A AR > T (B 0. 252%)

[0786]  HL7E AT LAE AT ZEE R M S 8e 1a F0 1b BIEE R

[0787] 1 b Frik, 40pM —HUE H 10 23085 (42 0. 252% MFIUGHEAR AR id. BH, 4568
AR —H1E 2P0 47 1% GXEEIR A =5 KDRIZ5E 518 0. 119% 1EEFRS5 —Ht (WD
GhLr o XA T525 Le, BIAE T 40pM —$T 10min, XM ARSI 1h RSO (R et /K
SPARTED, Hodr 13, 3nM —H0F E (97. 9% IWILE S A 4R 2 )5, 55 100pM #5id —HiF 5nM K
PRC PRGN E . ik, v DA H 458, iZB SN 51 0. 119%/0. 979=0. 121%
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) —Hi S hRIC FRISE S s EERRAY 0. 252% [ 0. 121% 25T 3. 06ppm(E J7 70 %)« I, 76
4 F1 5 HA S R K R — A HAZ 4. 27 A R CEED tHECh B 41 A% 1, 395, 000 A EEFR 1
GX A& ML R8P 43 Y <4, 27/0. 00000306=1, 395, 000),

[0788] WL ILK A 2 A1 3 5 5 4 ~ 5 dAT LR M A3 Oz el e s . EH R
100pM AR id —HL O 2 ~ 3) RS W LuAE A B4 5006M A5 1 —HL v 4 ~ 5) [IRE W,
ME RN 2 362 £5 1 /L CFD . BEY BAT 100pM VRGP 51 0. 121% ) —Hikkdrid, A
500CM [KIVE & M SR 5 EEAIC 362 £ (M AE bR 5 BT AR AR 1, B 0. 121%/362=3. 34ppm. 1 /]
FZECE RN L] D S AR XA 7 B R KR 4 B bR id ZKF 3. 34ppm 1] 97. 9%
83 3. 27ppm, H 45— 40 Mo iz M2 3| 4. 59 A 5 58— 40 JdZ% 1, 402, 000 [ 2 FR 4> % K
(4. 59/0. 00000327=1, 402, 000).,
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