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The present invention is directed to compositions of matter useful for the diagnosis

and treatment of tumor in mammals and to methods of using those compositions of matter

for the same.
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H(OBEMSEQID NO: I RZ i EHEBFIICERFHEERBSIL -

6. — OB EEANEBUTZEE  ()WISEQ ID
NO:2ff /R Z G BB 751 » (b)AISEQ ID NO:2f7 7/~ H ik Z #E B 15 5% K P
Sl BB - (c)AISEQ ID NO:2FTR H EFMHBERKETIZ%
AR MERE AN S e BB 5751 » ()ZISEQ ID NO:2F7 /R {H Bk Z 46 B 1 5%
B3 Bk MR A R B B2 5751 > (e)EHZOSEQ ID NO:1fim &
Y%EBRFIIREIEERFY) 0 B(HHEISEQ ID NO:IFRZ&LH B
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FIICERRHBERBIKERF -

17. WIEAMT T RIS 16 TilE - B BT -

18. MM RIS I6ZilE - HEBHBE K -

19. M A EISKIZTE  ERREVBERAE LR -

20. ZNERAT A RIS I6Z il - HESNRERIFIE -

21. A EISKI6Z e - HEESNMREEE -

22. MM A R iR 0 R RS R REE R THERK
LB EBR - AR BEERMACEREES B -

23. WG E 212y RO EMEEEERER -

24, MFMARBZIE > HPFZERFRREERERER - £F
B3R & B AL T (auristatin){H 2 B -

25. MMM A R2BZYE > HFEZERREXREE -

26. NI EISBI6ZTilE - HREMEPESE -

27. MGG E IS I6Z ide - HARECHORM M FE £ -

28. WG GEISEI6 LI - HFBAE S ZHIETEC -

29. MG FEISBI6ZPiEE - HARKL I {HEERL -

30, —HE D EEC KRR > HER RSN A RISKI6Z Hiig R
HEFY -

31, —HERIAHEE > HEIWEM T RIOZKEK - ZEE ] #F
HE R SRS LS < R F Y -

32 —HEEEIME  HESWEINHEIIZRREE -

33. WM A E3I2ZEEMME - ERCHOMM - KGR & # g5
W% BE AR

34 ~HHREBENBVZHE  BESEENRAZNBZGRE TS
BRI AENZ2CEEME KBRS R DRGSR -

35. ~HEHEY  HEEZ@UEMARINZEIK - (b)INKM T
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EN2ZZHK > QUBEMAEIBZHRE LI (DUWEM G RISZH
f2 0 ()i AR Z G EEBHES -
36. WM AARISZMEY) » BB REREE Al #2 &

37. —HEHM  EESG@FEH ) ROZESRATE ZWEMA
XKISZHEED -

38. MFMARITCHAE > RE—FTHEHMNBEABERCEE
HERZBFSFTERCEEER  EURZHEGYWERERERERNZ
AR BIEE < A -

39. — IR RIVEL TR EDIONEERFII —BMEZEH
BZHMBERNTAE © (WSEQ ID NO:2AT/RZZ AL » (b)AISEQ ID
NO:2F/RBERZ MHBAFE IR Z Z RK » (c)UISEQ ID NO:2f7/R A EH 4
BRE SR Z I A4 35 ()ANSEQ ID NO:2Ff /R1E R Z AHBA (5 5%
AR % KB MR 448 > (e)EHAOSEQ ID NO:IFi R Z B EH B F 5 Rt &
ZHK > B(DEAWSEQ ID NO:IFIRZEERFIIZ 2 RREERIER
B BOGESERMRETEENBZECEZEBER M
MBEEZENE KRGS ENZME T & ReIH -

40. MNE|M G E3IIC T » HPZTIERERIE -

Al. I A RIOC T » HFENERVIEREK -

42, MMM A RIVZFHiE > EPZRBESREAERAELR

43. MM H R3O > HPFZIMBEESNERIISHE -
44. MM A R3O T R BZMEESNMRE L -

1

45.

W

M EAAZ TGk > EPZAREEERREE BT HEK
LB CBR DER BEEERMLRERZERD EE -
46. XM AT RA4ZTT > HPFZMAREERREE -
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A7. MBI HEI6 LTk > HPZBERREBHEXBER - £F
RN REMITHEK R

llll

48. XM AR ik HPEBEEREXER -

49. WM R3O Tk BRI REMEfE

50. WM EIIZ Tk KB RECHOM B E

51. WO 39 > HPZMEREEE -

52. WA ESVZ T > R EMEE - P HBEENREE

RS T -

53. MM ARSIZCHE > AhEZEMRAEERUTERZ
B - ZlmiMiiE - HEEBEAR - MEAR - SPEEEE - PR
AR - FFEAR - BREAE  BREME  FESEMR -
BEXREMEEEMBMAE -

54. QAT A ES1Z Gk H o B IR 5 A A 48 #% 2 IE % A
o BEMESZECEIRARENKE -

55. MMM S E39 2 vk HSIEZMEEC -

56. WIFT G E3ZFH ik HhEZEBEBEE (a)AISEQ ID NO:2
FiR & B Z M%) > (b)AISEQ ID NO:2FfRBER Z HERIE SR F 52
fEEBR Y] > (c)WISEQ ID NO2F R HABEHMAGRKFIIZLIKZ
Al A S Y i B B PP 51 0 (d)ZOSEQ ID NO:2f7/R1B &R Z ME B 5 5% ARk P
5l % Ik MM AN i BBk PP 5] > (e)EHANSEQ ID NO:IFR Z &% H
B 5 el B E B 75 > BU(H)EAISEQ ID NO: IR Z L E B 75
LERRGERBEERRFY -

57. —HIEERTEERETELRERCHALSYR G » HP&E
MEEESRFELADTAEEEDI%EERFY — Bt EH B M
f@ - (@)WISEQ ID NO:2fRZ % K » (b)ZISEQ ID NO:2Ff /R {H i Z 48
BAE 5%k 2 Z Bk » (c)ZISEQ ID NO:2Ff/R A EEMHBENRKC
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R4S 0 (d)AISEQ 1D NO:2F7 7 {8 5 2 4 B9 12 5% Bk 2 % Bk o 40 B 44
B > () MISEQ 1D NO:1Ff 3 2 M H B 5 S B 2 % Bk » 30(H ek 41
SEQ ID NO:Iffime EMFIZ2EEEBRBENLMN S HEa
SHEHAB YRR REN T AN EEE 2 AE  #fA
WL E Y -

S8. WIS ESTE > LIS EA T -

S9. WIS ESTZ S IS A

60. MM HESTZHE  HOZHESH SR BRAE LT

g
61. QAT ARSI T > HPEREEaRERIMNEHH -
62. MM A ESTZH & EPRNBESES NS -

|

63.

(98

AT T FE62: 21k AP AMREEERRES BT HEK
BT BR AR BEMRMRERZERSEE -

64. WM HEO2Z T E  HEFEZMREEEREEER -

65. WM A EOAZ Tk > HPZERFBEEHERER - FF
=R K BIm T fH R B -

66. ZOEITTEE64Z TTH:

67. WM FTESTZ T, >
M T ESTZ T

69. WM FTHESTLZFH &
B AR S

70. WEM A ESTZF > HPZEEELEERE - %*Hﬁ &
o ARHER - DNEIER - FREMERMER  HEE  BtESR &’
P lE s T2 E -

71 O A ESTZ > EPHEERIERER AR ERH
B ZEECEARYZEDOERRAEHRE -

Ull

NS
&t
i
R
i
A
o
M%

\
/|

s

IR REME R E
TR RECHOMM P EL -
E—TWRBEBN AT IERE

i‘«"r‘

68.

o0

b
H H H B

N ’i@
FER
\\_}

\|
/
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72, MEWHESTZFHE - HPFZEHEEA (UWSEQ ID NO:2
FIRZ IR B 75 (b)ZISEQ ID NO:2F RBER Z M RHE SR F 5 &
fEEBR P51 0 (c)Z0SEQ ID NO:2f/R H BB MBEHRNKRFIIZ KL
AN AT R ZLBR P51 0 (d)Z0SEQ ID NO:2fT/R{E ik Z #8 RE 15 57 Ak
512 Z K MRS KA R B BR P 51 > (e)HHAISEQ ID NO:1FFRZ L H
BRFF 5 s i EBR P > BU(HEMWSEQ ID NO:IFIRZ L EEFY
LERWBERFEHBEEREFY -

. —HEAERUEEEOBECRMPRENEZEENTE
HEZEQBEUEIUTERED 0% ERKFY — % © (a)fISEQ ID
NO:2f/RZ Z K » (b)ZISEQ ID NO: 2/ R {E &R Z HHBRE SRR % BK >
(c)WISEQ ID NO:2f1/R H B HHBEHR K L IR s - (d)a
SEQ ID NO:2f/R{E &R Z M (9K < 2 BRRI A M 4145 » (e)HIZ0SEQ
ID NO:IFTRZEERFII G 2K - (DB ISEQ ID NO: 1/~
CEEFBRFIICERFHBERRENZSK  ZHEEaBAELEZER
AEaNZEOECHE  MAEZNBEZIRGPCZELEZE

 HPhZNEEZEQBECESRPEEAPFEZELE -

T4 WMFEMARDBZHE > EPZELMOLERURAZEDELZ
A -

75. MM ETAZ T8> HPZMEREMEE -

76. WXMARIIZFE > HPEZARGRKEATEAER -

77. WMEFM G R HE - EhiZZEHERHE (2)SEQ ID NO:2
FimZ BEE B A5 > (b)AISEQ ID NO:2Fr/RBHRZ HHRIE R F I Z
BEBFS] > (c)WISEQ ID NO:2fR H EHMBERKFIIZZ IR
Al AR SM BT i F R P 51 (d)ZISEQ ID NO:2ff7 /=B Z FH B (5 9% Ak 5
Sl Z R MU SR IE B P 5] » (e)EHANSEQ ID NO:IFi R Z I HE
Byt < AP > B(DBEMSEQ ID NO:IFIRZ L EEEF T

ll

l

ll
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LERMBERBOEERFTY -

78. —HEZEHHANVCEEIEFEENLTE A EESHES
ZHABVESRZEBHAR A KR P RIEREEESR CERNESE
MECHBERAETHORBELNTEEEDINEERFY — Bt E
HEZERNHRHEE © (USEQ ID NO:2Fi/RLZ% ik » (b)AISEQ 1D
NO:2Fr R {EERZ HBAEFIKZ ZBK » (c)ZOSEQ ID NO:2Ff/R H B E
BRAE BT AK 2 2 IR MM A4 38k - (d)ZOSEQ ID NO:2f7 /R B ik Z 4H B 15 5%
R % BREI A S48 > (e)EHAISEQ ID NO:IFT/R L EH B F IR <
Z K B(DEWSEQ ID NO:IFImZBEHERFIICERFHEERBEL
T HPHEBRZEREL  ZUEARLFZEIEIREAER
B RPBHEK ST EE AT T EFEERE -

79. WMPHGTARIBLZFHE > EPZHERBZEDECER IR
RENTRESERMELHRT-PCROFTHPRAZLER -

80. M ARIBL A HT A ERBZELECERNCE
RENTRESEREEBCERESRESTPRARE -

81. WMIF MG HET8ZFh  HPFEHEEHF(2)WSEQ ID NO:2
FimZ BEEEFES] > (b)AISEQ ID NO2FiR{ERR Z MEMERKES &
fREBE 31 0 (c)ZISEQ ID NO:2fi/R H A MHBGBEMMKFIIZZ IR
M AR B B S 0 ()AISEQ ID NO:2FT/R{E ik Z 18 B 5 5% A 7
52 % K MBS BY i 2 BR FP 5 > (e)EHAISEQ ID NO:1FfRZ L H
BFSImsZ EERFY] 0 B(HEWSEQ ID NO: iR HEFT
LERWRBERRENKRERRFY -

82. —HMEZHHANVCERCFENLTE X HEEAFEHZ
HABVESIEBARCARRLATESNENTEEED0%
BERFI-BECESBEZIEES © (WSEQ ID NO2fiRZ%
K > (b)ZISEQ ID NO:2Fr R1EHER Z ABRBAE 9 IR Z BK » (c)ZISEQ ID
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NO:2F R H EF BB I L IR Mg > (d)UWSEQ ID NO:2ff
~BEERZ AR E 5% I 2 BRAI M 44 48 > (e)EHZ0SEQ ID NO:1Fi/RZ
BHEBFIIREZ % S(DBEAWSEQ ID NO: IR BEBF &
ERFEHERBENZSHK ) MEIZVMEBEEZARARS T ELAEZ
HHEEYER  HYZESYRRERHEZ LY I EERERT -

B3. INFXMT T 822 Fivk » HPEIIBRK A (EEER -

84. MEMT THR82 Fik » HPZEBMEARAZERFEEMUE
EREEE s EEES -

85. MNEifiT STHE82 5 » HHPFEHEAEE ()WSEQ ID NO:2
FimZ LS (b)ISEQ ID NO:2Ff R{EEZ MBS RIS 2
FEEEERFP 5 > (c)ANSEQ ID NO:2fR HEFHEMEFRMFEIIZ LI
ARSI RY R EBE 7 51 0 (A)AISEQ ID NO:2FT/REFR Z MRS 55 RE
5l 2% BK MM AN SR B B B2 7 51 0 (e)EH @I SEQ ID NO:1ffoR Z &% H
B P Y mils  Fe BB 75 > S0(HHAWISEQ ID NO:IFT R L E KT
LERRBERFRBEEBFY -

86. —REVARE BTN, Bl — & 0B 2 RIABUE 18 N AHRR & fH fm g
JEIRERI T SECOBHEIUTEREZED0%EERFY — B © (a)
ZOSEQ ID NO:2fi/RZ % Ak » (b)ZISEQ ID NO:2F7 /R {HER Z AHRH 3 5%
FKZZ BK » (c)Z0SEQ ID NO:2f7/x H EH MR1E Ak 2 % Bk 2 # fg 4t
3 > ()ASEQ ID NO:2f7 /R E ik Z MRS 5% Ik 2 2 BRAT M B S48 > (e)
HANSEQ ID NO:IFiRZ M EBFIIMmEBEZ % K » S(HHWSEQ 1D
NO:IFI R EBFIICERFEHBERBNSIK A EEERE
BHRERCEBEREERECKEOB CER > HHE B IEEK
T 3% 40 MG TE R IE -

87. AR T 6 7k » HP B MIMICTERIESEE -

88. MM T HEB6Z 7 » HPEEMB B ITATS LT R
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REGER

89. —HEHIBERRE -EOECHERE
LT ERED80%IZEREFY — Bt -
K > (b)ZOSEQ ID NO:2fr/R{EERZ MHBAE S Z % Bk -
NO:2Ff7r H E S MHBE SN % IR MR 4t 08
B BRZ FHBR 3 9K 2 % BR BT M R 40k
HK(DEAAISEQ ID NO:IFIRZ L EBRFIIZ
RAGEEEZMEE]EENEELELZ
TilEEME KERNBEZEOERELSS

BRERFIIREBZZAK
ERFEHEERBIZI

=g
90. WM T R8I & »
Ol. AT/ HE8IZH &

92. WIH M HEIILZ T i »

93. WG FTHEBILZ Tk
94. TN T HEBILZ T
M 94 T

95.

()]

MG ZELEH
(a)ZISEQ ID NO:2fi R %
(c)ZISEQ ID
()ZISEQ ID NO:2Ff
(e)EHZISEQ ID NO:1Fi/RZ

A T {5 3% U A B B A

HZiEREKRIE -

HopgnERnERE -
HPfZABREHRe BB AELR

ll

HOpZnEmenRERMEHE -
HopgiEseRMms s -
o 5% A M 1 4R B R DA R R

s

ZECBR AR MEMELMLERE KRS EE -

96. WM HTHEI4ZF & »

97. AMIXMTTTEI6Z Tk

BMEBIRMTTHEMRZE -
98. HIFIT T HE 962 T7 ¥k

100. #0775 £ 892 T7 ¥k
- ROEAIG T FB9LZ T
102, AO$0T 5 1012 5 ¥k

C178142PA doc
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BB AR EI R -

103. I H 101254 - HpEmMEMEa U THERZ
B-2lEME SEEREANE - MEaE  SVERMEE - FESR
REAME - R - BtEMAE - BREAE - FESEM8E -
REBEME RS MmAEE -

104, 207G T 1032754 » E P AEE IR FAE [E) A 48  1E % A
B ZEAREZESEIRARENRE -

105. A5 ZE8ILZ ik - HAIHEZMMILT -

106. —fEAFEM A RIESEI0OFE—H KB AZR » HEH
12 S A LATE 5% 1 16 7R B A2 I 1 (e W 8 i o B -

107. —REAFMT ST R IESKIOPIE—THZ RZBRHI B - HRA
12 B fiig A LAV PR B R < BE ) -

108, —REA/MARIESEIOPE—H KB AR » HEREH
7R B0 A DA TG 5% B TR B3 A 088 o i o BE A -

109. —fEAIEMT56 ~ THSIFE—HZREHEBHWHZ » H
TR AR B fa A LUE B e R EGR2 B M (R i 2 22 ) -

110. —RAM GRS T83IFE—HZREEHBAHR - &
RANE A UE R ERE 2R -

1. —RAOEMHEE - TESIRE—HZERREHEBH AR H
1% A P B I LA v R S TR 7 7 3 T S i o B )

12, — WM STES 9 32WIBPE—HZEBTMEHA
& 0 HARFR B0E F UG BRI VR B B2 I 1 (R O 2 22 A -

3., —RAMHMTTHE 9 3233 E—TH L8 XM A
@& o HARR B F LG R R < 2R -

I14., — TR T8 ~ 9~ 32833 X —TH 2 5 M9 A
& 0 EARFRR 2R 3 LATG AR B TE I #E A G SR iE 2 BE A -
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5. —HMUOEMARNEUWRE-—HZI SRR EFRAR
B fim A LATG R 16 AR B2 I 1 (R R R i 2 B2 ) -

116, —RUFMARNE4RFE-HBLZILHRIAR » EFRAR
B LAE R B < B2 R -

N7, —BUEMARNEUFE-—HISZHKROAR  HEAR
B M AR LAYE AR B TR 5 A R S S o5 JiE 2 BE A -

118. —EAMFEMARISEIRE—HIHBEIAERE  HEARN
B A LUia B M Ve IR B RS e M (R I i o B2 ) -

119, —BAFEMARISEIRE-—HIABHAR » HEARV
Bfw A LU R B < 2R -

120, —RRANFEMARISEIFE-H I RBAZ  EFEAR
B fii A LA Ye BB TR Y5 Al M 38 i s i o2 BE 7 -

121. — AT 7T HR3SB36FE—HZHEMHI A% - HERHA
PR B0 A LUTa R M v AR SR T M (R B i 2 B A -

122 —REAMEMARISBIFE—HIEEYHAR » HEH
B A LATG BRI o B2 ) -

123, —REAMEMGARISBIFE—HIESYHIRAZ - HEH
7R B A LAve B B TR B M R G TE R i i BE A -

124, —REAMT A RITHISFE—EIHAHAZ » EFEAR
B0 A Dy AR 14 16 BB A2 i M (R R i S SR ) -

125, —REMTM T RITHRISPE—H R AR HZE - HEARN
Bfm A LUG R B < B8 -

126, —REMEFM A RITHRISFPE—H I HLB AR » HEARN
B0 FH LA T6 7% B TR 95 A P 462 B0 975 i o BE A -

127. —REAHMREERCH R HPZHRCERE DS K
BRREDLTEEEDINEERFI — Bt cERERBMER CF
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F ¢ (a)ZOSEQ ID NO:2FT/RZ Z K - (b)ZISEQ ID NO:2F/R{E R Z 48
B fE K Z ZRK » (c)ZOSEQ ID NO:2F R H R FMHRAEHRKRZEIRZ
Al AR > (d)AISEQ ID NO:2f7 /R {H B Z AH B S 5% B i % BR B9 4 i 4%
B 0 (e)FHZISEQ ID NO:IFfi R EBFIIRmEBZZ K - B(DHHEW
SEQ ID NO:IfimZRERFIIZCERFEHBERRIBNZK - ZHEE
SEZEABEESNZECECHEEE MG HERZ £
E .

128. WIMT A EI12TZ /i HPZAEEEEE -

129. WM A RI2TZTHE > HFZEQERBEZMBEERE -

130. WM ARI2TZFE - HPENBEEZENECREGHAN
ZEOBEEEMEERZES -

131, WA G RI2T2 5% HPZNEEZENECREGFH R
ML -

132, WM ARI2TZ G > EPFEAERERIE -

133, WM A EI2TZ i EFEVERRERE -

134, MM A RIZIZFHE > EFEZNERRSHERABLR

ll

ll

\

135. W= ARI12TZ 54 > HPEAEEERERIGIAE -
136. WA HEI2TZ T HpZyilErsaiRNEsEE -

137. WM A EI36 2G4 > HheiiE i REE R TAE
B BR - NIAER  MAEMRGREREES RS -

138. fN¥ir G ZE 1362771 HPFMRESERRER -

139. MEMARIBZFE  EPFZERFAEEHEXER - F
TR R B T A BE -

140. HAT /1382 ik ZERBEXEER -

Al. WM A FE12TC 5% HP B REMEFES -

-E-
N

l

Ullll
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142, WM EI1272 T > HP B HRECHOMBFEL -

143. N ARI12TZH &> HFZEBEES (WSEQ ID
NO:2FT/RZ B E B 5 > (b)Z0SEQ ID NO: 2R /R B sk Z MH R 15 i Ik /7
5|2 B EEEFY] > (c)WISEQ ID NO:2fi /R HEEMHMENRKFIIZ%
AR MR AN SR AT R BR 7 51 > (d)ZOSEQ ID NO:2F7 /R {E iR Z 16 B 5 9%
RS Z Ik MBS By IR B BR 7 51 > (e)FHANSEQ ID NO:1ff/RZ
REBRFIIRBBRERFY] > B()BESEQ ID NO: 1R ZI%ZE
FIlcERRBEERGBERFT -

144, —EREEBEWALSV BB TS EPZERCE
REVEHOEKBENRAUTEREDVIONBERFY —HEZELEIE
sRAERCIER * (a)20SEQ ID NO:2Fi/RZ Z K » (b)ZISEQ ID NO:2ft
NMEGBRZ B EIRIKZ LK > (c)AISEQ ID NO:2fT R H B 5 MHEH (3 5k
M SRR MRS 8 > ()FISEQ ID NO:2FT/R{EHRZ HBHE SN %
RRRT MRS > (e)EBAISEQ ID NO:IFT/RZ A EBRFSI MG Z K -
BE(DHAWSEQ ID NO:IFIMZBRERFIICERRBEERBIIZ -
RAGEEERENELUAEENRECECEEE - MmA Rt
GREIERE -

145. WM A EIMZ & EPZELDERBEZERCMEE
IR o

146. AOFIMT 5 E 1442 5 ¥ -
REOEEEMRERCER -

147, N TR 1442515

148. WIFAT T R 144251k

149. WIRM A EI144Z T K

>

EHEZEEREN

i‘b‘r‘

\
/
|
s

2370

i

£

ot
+H

e ERDE -
TERIIEAE -
ZMBERRG IR AELT

ot
H

150. WM A REI1442 7 > ERBZAREENERINGEIE -
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51, WM AR 1442 5 > HPERESENEREER -

152, WM ARISIZ G HpEMREERAEEBUTE
B BR AR MENEARREEE S R -

153. MM ARISIZ &% HPZMEEEREEE -

154. MM A RISBLZHE B FERREFHEXER - £
TEMRK R TTHR B -

155, WM AEISBZHE  HPZBERREXEE -
156. WM TR TE  HEPZVEREME S E
I157. B HRI44Z T HP BB RECHOMBEHEL -

ll

I58. WG A FEI44 256 HPZEHE R E (@WSEQ ID
NO:2fT /R ZiEZE B P > (b)INSEQ ID NO:2F7 R B ik Z 48 B 15 5% Bk 7
52 B EB Y] > (c)AISEQ ID NO:2Fr~ H EFHRMERKEYIZ %
B MR SN SR iR B R P 51 > (d)ZNSEQ 1D NO:2Ff R H R Z #8 B 5 5%
KPR35 % IR MEME M BRI I 2 BR P 51 > (e)HHAISEQ ID NO:1FT/RZ
BB Wi M EE TS > BU(OBEMSEQ ID NO: 1R ZALH B
FIICERFRBERBIKERFY -

159. —HEo Myl EESRBURmGEISE29RFE—IH
L JURRFT RS & < MR PR R E £ -

160. ZNEZHT AR IS9OZIifE » HESERIE -

161. WIFATHFEISIZTiME » HRFEBFE -

162. WIFHMTHEISIOZTiME  HEMEMBERAELTE -

163. AT HEISIZIE » BB ENERINE R -

164, WIFHTHEISIZIE - RS NHMEEER -

l6s. ki AZE 1642 fife » Hp st MEaE U THE
B BR > PIEER MR ERGZE S RE -

166. MM G ERI64ZTikE  HPZMEEERBESE -

ﬂllll
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167. XAl 7 FE 1662 Fifd -
TRMERERMITHERZEE -

168. WK TFEI66 il EFFBERBEESE -

169. WM G XIS HEE - HREHEFELE -

170. XM T HE1592 il » HRECHOMMB P EL -

171. LM T RISOZHEE » EF BB ECMAEIET -

172. 0T T HE 1S9O Yide - EARK A {EHIER -

173. 0GR NIS9Z e » EESUWEMAEISE29Z E [
BHEDY—EEHRER

174, —HERESHEMEE  HEELTESNTATS R EETTHE -

175. — &I EESNBEURWMARISEIZEATBRES
TFRREE VIR A > 327 58 &8 8 5 1 88 FE W a0 B2 i ==
ISEOCEMPIECHEEHREN  EREEERBEE TZEHE
PEETRZ AN T TR ISE29 M ETATZ R 2 E A ZEE D 40%HY
REARPZAATEREAE SN HZUEM A RISE2IZ EMIEAT
EaZTRREE -

AHEASRWECE  AELERWNEREMSHAAFH L E
il B 5 B -
[ E =B EREA]

B 1 B ;R TAT419 cDNAZ & E 8 FE%((SEQ ID NO:1) » HhHSEQ
IDNO: IS AR Fag s " DNA96945 | Z MR - #E E BIRE 1A R AX I
HSF A T EIR

Bl 2%~ iR B B 1FT7R L SEQ ID NO: 1 Z #R it 7 5| HY TAT419% ik 2
fe B FE 5 (SEQ ID NO:2) ;

B3~ EFESESE I 2 2 REH (SEQ ID NO:3)K B % 5E9
ERRPUEE & P B ECHE(SEQ ID NO:S)Z IR E R Fr 51

BRBEEHEXRER - F

¥

w

s

a8

\
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B4R T BUESEOBE I i 2 2 £ B H(SEQ ID NO:4)K 548 SE9
BEMPIBE B EM(SEQ ID NO:6) Z FZEE T

B SE R A LhuSE.vIH S 2 % E#S 5 (SEQ ID NO:13)% A
fehuSE9.v1 1 8 7 7] % 45 44 (SEQ ID NO:15)Z FR S B 5 51

B 6% 71 A JE fhuSEO.vIH B8 2 % £ & $(SEQ ID NO:14)% A
fhuSEQ.v1H 8 2 7] % B 48 (SEQ ID NO:16):2 [R5 B FF 71

7/ R A JE (L huSE9.v2 i B 2 7T 5 % $8(SEQ 1D NO:17) 3
B 5

[ 8 5 R 7t 2 PBS(PBS) ~ i & IS MR b & TAT419
% Bk 49 & & ve-MMAE % % 2 % 8 § # (Ctrl-ve-MMAE) & # & ve-
MMAE % % 2 5 % SE9 B {k # 8 (SE9-ve-MMAE) 7 /& #8 4} % %
UACC257X2 24l B 5 3 © B

BB REMH/NE A EEE ZhuSE9.vli-ve-MMAE (huSE9.v1-
MMAE) « B 1 i 7] (S5 ) 80 &% & FA TAT419% ik 2 5 & MMAE 2 %t
I 47 B8 (Ctrl-ve-MMAE )0 J 32 1 5 UACC257X2.2 5 768 7% i 177 B4 75 B8 74
LT -

CUWED
L E%

QAT 2 TEE CTATSBE , R T TAT , HREEEHTE
R IRIE S TE S Bk o B 5T B SR (R E TAT/B 7 )R 15 A 30 Stk 2 5
FAE % BKFES] - AR A2 #E T TAVBTE S, & T TAT/H
T, (RS W DERR TSR ESERFISK - £
BREHE - R KRS B R % Bk AR B (R — S e A b
DILASE 38) » A% 3T B it 22 TAT % B o7 £ 45 7 2 V(38 401 A48 40 48 7 %
5 — AR ) B R F AR SR A T HE B - TSR T TATS K, (RFE A
TR A ENTAT/ BT S0k - KRFBDRR TTATS R, 2 Ff
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BRETASTEN MU R ERMIEEZK - BOME > WRERE - M
o~ T4 - HNHEH . . ZIBIFM - HNEEHH. . ZTATHE S E
R ~ RS H . CTATREE R T2 - &8 - 557 ...
ZEEY - B e ERAFMAE R Y kAR K DK o T
"TATE IR, MEEAXFERCTATHF SR B RE - £—EE
fEBIS > TAT419% BKFF5IZ0SEQ ID NO:2Ff 7R »

TRAFIITATZ IR ) B RERFIIERB B R 7 ZHETAT
ZIRHERBZ IR - RRAFIITATZ KT BEA R T 08 > AT F A
EESRERGERE - W58 " RAFIITATZ IR, 5 5l & 5 2 TAT
LKA RAFEZ B G WE BN EFI) - ZZREKR
AFEZEERABIUEREERL A RAFECHEERER
i  EAFHIEETRO T > AXABRIRAFINTATZREE
MBI REEREERFIINRARERRAFIIZI - BIE KK
EEBETEREEREBATUEBEE TR L ME TR - HFE L
"N, B TX, EHCEBREREAEREE AW  BEELE
7 B BB o P 8 7R 12 TAT 25 Bk DA PR B G B 58 2 (TE AN 302 1B =0 P 48 1 R 2
BMAUEBEDEW  BEURBEEETRUNENXFEERUEZ LK
TR E M PR AZ BRI R A ETATS IR BRI IR B R R & -

TATZ R " MM /M35, B TECD, Ris—RBTATZ P » HE
REASERLMBES - #BE > TATZKECDEAEFINI%ZEF
PSSR E S > HBRERRET D N05%ZFE - EIRE - 3t
B AR B 2 TAT % R 8 1) 0 B A 7 B B 3 (R AR R L TRl R B AL AL R
B nl LEAE B K R R Bl - BSIEZ AR S SR AT REE A IR T REE M
AP ERNCBRAE—ImEN T ERASERERTERAR - B
Bb o MRS E > TATZ BRI Ml AR A S8 7E 20 B B sk 3R BA & = P 8 ) 1
ZEEG/MEN SRR CE A EASEREDRER > BAXR
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HEHEZFANEMEBETR I EREREHEZXE SR L -
AN EBTATZ IRz "EHRK L UM E R B ARA
A E R/ E S - AT EEE - S5 CRIGE R TREAE BB
HE 7E R 3O #1851 A5 9 BK CoR Ui 38 57 22 A — B9 N 8 3 4 5 3 Bk &
R AT R > H A E 5K CR & 5 TR B I Bl 8 AR
%5 A BL R E B Fr Y R R AR ¥ & B (B 40 NielsenZE A - Prot. Eng.
10:1-6 (1997) kz von Heinje ¥ A - Nucl. Acids. Res. 14:4683-4690
(1986)) » IL4b » JRIERRFHEE]  E—EERT » W ERZERFT
WHRBLATE2E— EMELE-BULESWZYE - XFEHEE L
FRAL AR - Hop (5 57 BKAE 20 4 3 A 8 75 57 Bk 2 CoR Ui 3% SR8 1 —
IRy EESEMERARE  IRBZELMIREETE -
"TATZ KB RE | ERUAXMEZEZHUTERTED1980%
BERES —BENTATZ K - BEEETATZ )  AXFAEBRZR
RRARFINITATS RKF Y] ~ R R Z &R 5 B BI TAT S IR /7
5l ~ RIATH 7R & A B 7 K TAT % BREY #H B A6 33~ SR 30 Fr 8
NEERTATSIKFIIRTAEMA R EUNHEARRERTATS RZ
SERREFI MO KBRATRE ) - ZETATSRERRB A
BRI & R RARMERRF Y 2 NR I B0 CR I i fl Sk &k — B % (8
EEBBRENTATZHK - 8 @ TATZRBREEHIUTAEEELH
BO% M E IR P ¥ — B > WEELHI81% ~ 82% ~ 83% ~ 84% ~ 85% -
86% ~ 87% ~ 88% ~ 89% ~ 90% -~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -
96% ~ 97% ~ BNKIINIZEBRFI | — MK : AXBRZEERA
FIITATZ K P Y ~ R R RV ERMBITATS BKFS ~ K
FTia R B REGFRKZHITATS KBTI R - AR R
RTIATZ KPS E M EMR R ERC FE - @H » TATERSIZ
RESEVHIEKRER NEREFED 20304050 60
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70 ~ 80 ~ 90 ~ 100 ~ 110 ~ 120 ~ 130 ~ 140 ~ 150 ~ 160 ~ 170 ~ 180 -~
190 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 -~
310 ~ 320 ~ 330 ~ 340 ~ 350 ~ 360 ~ 370 ~ 380 ~ 390 ~ 400 ~ 410 ~ 420 ~
430 ~ 440 ~ 450 ~ 460 ~ 470 ~ 480 ~ 490 ~ 500 ~ 510 ~ 520 ~ 530 ~ 540 -~
550 ~ 560 -~ 570 ~ 580 ~ 590 - 600EZEMEE L - RIEILME » TAT
BRZWMHEBN RKRATATL KK FY I EER &8 — @R EE B
R BN KATATZRKFIEE T E#E2-3-4-5-6-7-8-9
B¢ 1013 fr <7 M g B B AR -

AR AXERN CTATZ IKFHIH " IREBFI —HEE 5Lt
(%) EERLEYFIALERSIIAROUESFI —HEHZKE S
b B EMARTFENRBEEFI —BME ok  EEFT|F
BMERREEET ETATZRFIIT CBRERBE - ZEH S - 7
DHESEMACZERN  PINFERLHA S CEKKRE > 3240
BLAST + BLAST-2 - ALIGN - ALIGN-25;Megalign(DNASTAR )ik &
ZRILH DB ERERFY —HEE At - BB LERTETREER
AL CEEZH - BEERIERFI 2R R RLEAE CEAE
B - A BAXEW » IEEBERFI—SE%ERO T REHFT
[E B E ZVALIGN-2J 15 » P ALIGN-22 v T 8 [F 1512 i 1R
R RBIFE R E7,160,98557F » HLUSIHZ AXF AL F -
ALIGN-2F7 %I L 8% B8 B4 72 ={ {2 HH Genentech, Inc.#R 5 » H HFBER
WBERUEHRHESFFNRERKEEHE R (U.S. Copyright Office,
Washington D.C., 20559) > DI B Z/EREE MR FETXUS10087F i -
ALIGN-27%2 = £ i Genentech, Inc.(South San Francisco, California)/}
T RAHEGEBERZE - ALIGN-272 =\ FE 4R 32 A IR UNIX#
TERM » BEBMAUNIX V4.0D - FH 751 L8 2 839 HH ALIGN-272

R B R
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FEPR A ALIGN-2ET IR BB F I LL BB T » W T e EELE %
ZBRFVIASN - 8 BN ERERFIIBZ EERTF I —K
N BB ERERFIAREERBEE SN - @ - SHEY
RERE BB 7 5B MR 7 51 — B %) ¢

100x53 B(X/Y
HpXSREFIIEHENALIGN-27E ZE A L S ABBH 7 5 — BT &t
LEEBRBERENHE  BETYSBRIEERBREEE - EIEE
EREBRFIACRESAENEERFIIBCRER » ANBZIRER
FO— %G N ENBHAZIRER Y] — 1% -

"TATEEREREERK , & "TATEREEKEFY] ) BERBUEAX
FTERZTATZ IR - BMEEMNTATS I ABRB U T EBRFIIA
AEDHIBONKERFI —BENKERY T FANUFABRZERRAARF
SITATZ JRF 5 ~ R R 2k P EFRKIERRAFFITATS iR
FP3l ~ ARICFT 7R 2 B (B B IR TAT % BR B Al M A1 480 - B 3R
BARCERTATERFIIZEMEMAFBREIHERRZRTATS K
ZTEBRBFI - RRFTREBA ) - BE > TAT#RRK
FRELRBLUT ZERBRFIEEEDHONLEFY —E - 8%
2D H81% ~ 82% ~ 83% ~ 84% ~ 85% ~ 86% -~ 87% ~ 88% -~ 89% -
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%E99% % I 7
SI—8E - AXFERZERRAFIITATZIRFY] - AXFERLZ
R ERKAIBRRAFINITATZ JRF5 - A AT RZ A RIE(E 5
PO TATZ KRB ~ AX TR < 2R TATS JRF 5 2
MEMAE BEESBRERAKETERFT -

BE O TATEEEREETRIRERBEVHSELER  HEER
EEEP H6-~7-8-9-10~1112-13+14-15-1617 18~
19~20~21-~22-~23+~24-~25~26~27-~28-~29~30-35-40- 45"
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50~55-60-~65~70~75-~80-~85-~90-~95~-100~ 105~ 110~ 115~
120 ~ 125 ~ 130 ~ 135~ 140 ~ 145 ~ 150 ~ 155~ 160~ 165~ 170 ~ 175~
180 ~ 185~ 190 ~ 195~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 -
280 ~ 290 ~ 300 ~ 310 ~ 320 ~ 330 ~ 340 ~ 350 ~ 360 ~ 370 ~ 380 ~ 390 ~
400 ~ 410 ~ 420 ~ 430 ~ 440 ~ 450 ~ 460 ~ 470 ~ 480 ~ 490 ~ 500 ~ 510 ~
520 ~ 530 ~ 540 ~ 550 ~ 560 ~ 570 ~ 580 ~ 590 ~ 600 ~ 610 ~ 620 ~ 630 -
640 -~ 650 - 660 ~ 670 ~ 680 ~ 690 ~ 700 ~ 710 ~ 720 ~ 730 ~ 740 ~ 750 -
760 ~ 770 ~ 780 ~ 790 ~ 800 ~ 810 ~ 820 ~ 830 ~ 840 ~ 850 ~ 860 -~ 870 -
880 ~ 890 ~ 900 ~ 910 ~ 920 ~ 930 ~ 940 ~ 950 ~ 960 ~ 970 ~ 980 ~ 990%F,
1000{E#% F B - HPEWBERT W "1, EFESERTEFIIR
EMERBEESEREZ10% -

R AR ER Z TATHRIB LK F I8 " RERFY — BT oL
(%)) EXRBILHFIELERSIAROUERSFI —HE&RKE D
&R EREFII P EREMBTATREFI P CRER —BZE S
bt - AR M ZE G X - Pl A A A EC EIKKE - 34
fBLAST ~ BLAST-2 - ALIGN - ALIGN-2 & Megalign(DNASTAR) #&
i ZERILH DA EZRFI—SEE S - R - BAXEH » &
B 7 5 — B % ER A T a6 A 75 L B 2 S ALIGN-215 - H
FALIGN-2E A2 e B FIGRE X IGRE N EREFIE7,160,9855% 4 »
HUBI Az AR AAK T - ALIGN-2 5 ¥l bt 8% & S 2 X 1% i
Genentech, Inc.ifE > BEFEREABERLLUEARHERHFNER
Z{EMEF(U.S. Copyright Office, Washington D.C., 20559) » DIERKF
& BE ¥ 1 %% 5% TXUS510087 5 fit - ALIGN-2 2 = #& B Genentech,
Inc.(South San Francisco, California)/NBda]5 » B a] HREBE R IER
i£ o ALIGN-27%8 =\ FE i 5% B 7Y UNIX#: {E R # » 8 & 8 L UNIX
V4.0D - Fr AL 2 B9 ALIGN- 22 HEe & H % -

il
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£ 4R F ALIGN- 23 17 508 F 51 L B 2 TR T » 0 T B ST R A Mg
FFFICEHR « BE + BRAR I BE 2 B 7 51 Do A B 51— B0 % (30
RS E M FFICR A A S K — R B SIS P B
FFFIDY BB 5 — B %)
100x45> 8{W/Z

3 WSS 48 PP 51 1 B2 30 ALIGN-27E 3% 72 2 L B CELD oh 2 78 — B IL &
CHEBOHBE > AEDZBDRKETR L M - R SR
5 C2 R HE TR S 1A BB P 5 D2 2 FERS » CBE D 4% 8 5 51— B % 9
% HA D CL LB 51— B % -

fE S BE M P > TATH B R B L S 4 B TAT S ik H B St £
BB T R W 1 T R B R S 9B 7 2 % R TAT S B A A% 5
PP UM A I 4 F - TATSE 5 5 Bk 7 75 1 TATS R R K MR B 2
TAT% fit -

B T RREBE , EWARETATS I MBS A - R
WA R Y2 2 R TATS KA 857 5 (R B o+ B0 3 R IR AE 1
FHTRRLFEBFLE > GELEEBFRELEET) - 5
"RREBE , EWRATCCH 2 M A E - (R A LIATCCH
77 2 # P 2 cDNAR) 3 5 TAT % B 9 £ 5 (2 I B o + 5038 3 R R
BEEBTFRELEBF LM ABEREETRELFET) -

T IR AR ST B R & ETATS B - BT &
HEEEREH LA A BRI/ RERO SR - HERBREZ R
ABERTFESRLDEREFHRCNE  BTREE  BER
HitEEERFEOERE - EHRETRAT > SHEGHL  (DF
LI 15 N 0 30 P9 R B S B PP 51 2 B 0 ST R R MO AR B - B B AT
K BIFF G R()EISE o FIF SDS-PAGETE JF 5 IR 5% U 4 F G
% B W B (Coomassie blue)S(BfE4R M (G - FIBTATS Bk & AR Z
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EL—EETBAFEE FUSHIZHREFEHMBEAZRAS
BK - AT > BHEH DB SRR ED —EMAD BERE M -

"B ) MRISTATZ IR B BR SR A A % IR 2 I B 1R R
HEES-EEREESTHOBRIKRS T SR FERBES
AR I BT B AR Bl B R 75 R o T - B WRIB 2 K
SEBADTARBERRPTEBREMEZEARTRBRERFAFERE
FTAEZRES - FAIL > DHZRBIRIZR Y T AERXAME S
ERCRBLIRITELRD T - Rl > SPEIFRBEZ R IR T

BREERERAZZRCMBTRa RS2 IRZES F » 6
MBS TR REEUENENRKAMEES -

fiiEE "EHFY ) REEREBETEVE T RE TRFRERE
Mt 5 AT f X DNAFFSI » @R R AV I 7 5 B0 B 15 2 8
T WRIE PE A 2 BT 75l (operator sequence) k B E AR A S (L% -
EXMEZMEANAZRES T - RIRERAGHKIGHRT -

ENBES -ERFIIEDNRMEERE  HRES —~ZRF
5 T AT R EMIERE - BOIME 0 BHRIFII RS WIERTEF )2 DNA
REBZUHLR DWW ZATEERD - AIH M5 % Ik 2 DNAT £ 1F # &
AR TEERTRERBFIICES  MHEEZFIIT#F
R RESEERE NS EMLESNERE » A REREERFY]
AEREMER - —MRME " TBRIENER  BEFEFTER ZDNAFY
HMAESWERIEFI 2B T > 075 B 7£5J 3 #H (reading phase)
e INTRT 0 3SR AN AR AHARHY o B B O B AE W PR 1 L B
EAER ERFMBAEFE  AIRBEERSREXTERENF
BOERET -

MRXNEZ "BEBE ) THAERERNESSMEE - &
ERFAMHERE  GHREBEAEREEERIMUER - —RME > BE
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FUHFTERSHRELZEXNESHEE  MEEHRSFERRLEE - #%
— R B EDNATE A R FENENE AR E ZRE P REHE
FEEME  FHHETHRFICHAREREREEESES > v A2 HEH
mESE - Fit > B RESHEYBEERERRESEGEES
B A T 8RR i B A (G () X 5 1 S P R 14 I S A0 L B A% - RN BERT IR
FER B < BRI FE1E KT8 » 2 R AusubelZ A » Current Protocols in
Molecular Biology, Wiley Interscience Publishers, (1995) o

MANFERLZ " BAEGRE, TS REEGRE, THIUTH
HEN - (DERBAERFEERSEETSERE - #1210.015 ME L EH
/0.0015 MIEBEELER/0.1% 1 ZEL B FREREN > 50C 5 (2)FF &2 MR IR A &
MEE > EUPEEWBIWNS0% (vVVREERLLKI%4ME B EH
/0.1% 5% FE HE (Ficoll)/0.1% 58 Z J& ML 1% i BR /50 mMBE B $h 4% /& ¥ (pH
6.5)LAK 750 mM&EALEH ~ 75 mMIEBEL SR - 42°C 5 BUG)TEIRF S0%F
BEf#% - 5xSSC(0.75 M NaCl - 0.075 MEEEEEN) - 50 mMEE & 8/ (pH
6.8) ~ 0.1%EBEEESN  SxB 5 %F K15 W (Denhardt's solution) - & & K
fe BB B SRS T DNA(S0 pg/ml) ~ 0.1% SDS K 10%57 Bk 58 %) % ¥ < ¥ W
AR PR > 42°C - HAE42C T H0.2xSSC(R AL A /1 45 BL $h) VE R 10
3 > EMAESSTC T A3 EDTAZ 0.1xSSCHH 5 HY /=) B 1% & V6 W R 35
W 10578 -

" oh Bg A& & & | T @] Sambrook % A ° Molecular Cloning: A
Laboratory Manual, New York: Cold Spring Harbor Press, 1989F i $&
Bl - HOELRE (AR AR B /N R bl 3 i VR R VS VR R B AT 16 1 (1 3
B BETFHEERY% SDS) - FEBEGZEFBEITC THREER20%H
Bz iz ~ 5xSSC(150 mM NaCl ~ 15 mMEBFEEN) - 50 mMEgEE £/ (pH
7.6) ~ SxEMSHF RIBT ~ 10%RER % RAE K20 mg/mIE &8y Y] 2 &
FEIEDNAZ BRI BRK » HFAEF37-50C TR 1xSSCH I i &
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Bar - ABLERIWMEBRZBINARBFERFAREE  BFHEE
FLUBERHNEHRERAEUEZIRE -

MisE R ARRESRE ) EEAXFTHEAKREELEREE
"B, NTATE KA TATHIERE S - BESKAER
FEEREHRTHHHFEAECARRESE  RMXEHEUBER
TREMMSZCIREN - ZEEBESRBETIEEY  UHEHNEEE
EAREMPARREZERNKIE - B BEEZR—HREFED6ME
P E BRI E - HEH R 81 2 508 i% 5 BR 5% 2 (WA /T 108 2 2018 iz £
BRIEE)

TEMR L W TENE ) BERARXZHNRETATEZ R GRE
RARRARGELTATNEY R/BBEEE > B T4£Y) |, [EHERIE
HARRRKRAFELTATS AV ThEE I HI SR 8 - MIEStH X
AURAGFEZTATHE G C RN EREEFT BRBEE L LR
710 B TRE ) EEREHERABRREELTATR AR Z IR 14
PURREEFRBEELE 28

MiEE " HOE L URERESRER  HEENSNT2MEE -
AN B R A AR S AT i R KRR TAT S IR £ WE R E R 5 F - DUEM
AR WEE TRBE L, UREREZEMA  BEERBEAXAERKR
ARTATZ R EE R EM DT o B E B s FLAE 5 T 5 5
BIERBBKE R IRETE R - RATATS )R Fr B B g E i
FFUI#ER K NEEERTER MRS TF - B TATS IR ZRE
S B 5 DUBIRY 05 v 1] B 5 (o TAT 2 R B2 1553 (R S B S LB & + 4%
o REHEY ETATZS BRAHR & — B0 % 18 £ V& M A9 mT (= I8 1L -

TIRRR L TR R A RS R e S TR DG M
HAy e R A SRR FTEm R E 2/ RANRE - FER
REBEE BRRIE B8 LUK M | 1 B B iE 2 (8 B8 SUAR TR b5 5 E
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MR  EERBAFHLSEEZEEEZNTATIE - TATH A E
MERTATH EE RS> T2% > AEBRNHEALBYERU TR —®%HE
HBEER/KTEHZBRIBRANFEEU TR —HLE - B RhH
"R BBREBCRATATZ RNEE - BHESE I EAETE
£ 5 BERE AR/INEDN 5 MR (ORENE RFEAE R L IE AR » BB L)
EERERBESEY  BEBEESRNEKAERKE S © ME (ORENE
XEEELLER  HBERDERER CEXEEELAHESAL
R R/EERERE LRE - EHEFEREMARZER @ BE
BRERFECE > RESEELEME - ZHNTATHE RTATE S
ERAHIEMEECEMBEERR/NEBRFAIGFESEMRNERE
ZNTATHERTATHE G ERTEFMBEE RIG M R/ ERE S -
BB IR R B I WA BUER Z B -

AERINERRARER L2 HE AN ERERF
BEoMER  HWREBEEREMES @ 0 640 FE H F 15K K E R R
(TTP) fe /8 I 7E S FE R (RR)ZFK &I TN 3K - #EF% 0] 35 o B B3 R 35 H
FRERAAGEEREMERNELEEET R ZIES - R #T
CTIR#EDUEREZ BB T FARMKE S P Z B8 - 9 5F F 2k X4
MAERCMAEERNBEEEREREMEIF P2 ER o H B
PRI F BT R R E IS R I T (TRUS) K AR H BB #F 1 7E i
(TRNB) -

R REFREEESYENMER - DUEFIEA R EERE - L
FERFHEEFVBERERGER) - "THHRX, REBEREEHIRT
BT meEARE LERETZIHE -

"B ERHBEETEE BTERKZEHZ BNRFE
EEMEBNEIL Y cHY  EEANE ZEEKESNRHYEE
V) EEREYSEMEY o B & B BE KL
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¥ RE - HILTVERESAE -

THE L RS EEMIEEE R SRR QTR ERKE
6] R 2 B AR EE -

AKXFERAZ "EHE BEEFRACEEREET  HR2E
Hb RS eyReEc BHEE R B2 85 - MEEHNEE
Bl - @%  SBEEZELVEZIHESpHEEHKER - £HE A #
TXEBcENBRERER  BUMEE EERERIMEHRE
HELR  BEAENE: ES2FECRBIVERE)ZK  E4
B RBUOMESERD  PABRRRAERED S HAKEREY  BURZ
JEULE rEER PR AR 0 ENH KB - BEEEE  REEIE - BIEB K
BERZEL  BEEE - $MREMBKACEY > BEEHEE - HEBEIH
¥ B &R BEUWEDTA ; BEEE > RO H BEMESIUZERE © KEHE
WHEF - FEsh R/EEREF AR EE MR - A TWEEN® » RZ
2 (PEG) K PLURONICS® -

"EE, R TEREXEY ) BERAREYE  TATH A EMR N
TATH G GBS F UMK EZIEAEREE - AXFABEECEMEZ
B EESS AT 2EHEHBIOZIEMAEE) - LE@wBiE
) RAKER REZKE RIFGERRVEFRZEM - £33
LEHGIF > RENME  EETEESITIRCIL  EH AT EH
d o ERMAEHE@GIUNEMNERER) - Ll M EEERNF 2R
A B > AR BIEF]554,275,1495% F Al 2 E 4 -

"IEER PHERNEEYGEMNTATS K - KB TATE S
BEREEZHI Y SEEIZIEE - Biis K /SC5 8 IE MBI %
H/NBER. - B ERCHTBESIBEERX BUREYIRZIE
BHET -

"IN STFE TN, AR TFEARARXFTEERE S TE/NNRKS500
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EHE -

AREFTHERZH - PiEE - TATRREE K - TATR S BB S FHE
RUEIKRETE < " BERE, BEUEIRIRBAZENHE -TFH
ME ) THNRFTRACER - B8R B IEHR T AHEE -

MiEE "IREENE , RIEEVE - 2K - TATRESEK - TATHE S
EROTHRHEMEDCERTR "HHE ) EENELETY ZHERIR
iE o MIEE "R AEWE ) RIEFE K TATREEK - TATHES
AR TREMEDFR " ER, EEKELEY ZRERIFEZ
EERELMRRET  BEEVRELEY TR EMRCEE 5 B/
ERAU/N MR REIE—ERRE LR - HERER ID)EME BER
AgfED RO E—-ERE LK - BRERIDERER |
E-EEELNGERER  M/RE—EEELEE XS [EEE
EER M - 2RAH TaHK, CEH - ZFEY A HIEFRFERE
ZEMARERKBRBAFEZEMRNEE  ETEEHRE
R AN R /S M B B 1 -

PLTATHUHE ~ TATZ K » TATH S BERRTATHR S AR S F2 T4
RIFE , BEMGERANERANG MR - CEER - flaEake
LERME - JITATHEE » TATZ K - TATH S B R TATHE & H # 5
TZTERINHE ) HRIFEEERARERZ B TTRCE RUE
AT HETE -

MTATHUER ~ TATZ K » TATHR S EMRRTATH G EHS F "4
REtE, REHEERINEEABEMEE - THER - fla0E i
ZE - PITATHEE » TATZ K  TATR G B K TATHR EE R T T2
THIEEMNE ) HRIHELEEARER BN TERBRAEHE S
\HEE -

WEE "YU DRERERER BRI BB I E — FITATE %
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Lesk J. Mol. Biol. 196:901-917(1987)) - " 8 |, E# E (RN ¥ v B
EHSBEBCAN UTIERKE LSS RE R 2 — SR E -
B3k SR - BRI R A Kabati b - EREMEBE BT ¢ KE
Bf24-34(CDR-L1) - J £ F£49-56(CDR-L2) - & £ F% 89-97(CDR-L3) -
B £ B 26-35A(CDR-H1) - Ji#% % B 49-65(CDR-H2) & % # FE% 93-
102(CDR-H3) -

EHBEATRVLEEENT "TEEERE ,: BEM24-36(L)E
i B B 46-56(L2) » FJ 15 I8 H R IR KabatZ A (A L) S L Z 5
& H LTI -

"HSZE, W TFR, BEBRUAN PR EZE LS BERE LN
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IR E ] BB -

"TANEVE BEAHERBAEELEZTBYWERERFY
MERRFY /EEFERMAXAB RN AEIBZE &
Sl NEVRCHEEELEEREESHFEAENRESEE
Z ANFETE -

"HMIEE, BB E -NEZECDRFER —HSEELZI)N
i BANEAERSBCCHEANBEMEL  HE8UESHBEHRELZ
BRANEm - MERMORANERHEENREEREEFREEK
HEZEMD AN OTRATEBTHEERNYFE N EFEHF -
Marks% A » Bio/Technology 10:779-783 (1992)#:t ¥ fy VH R VLI ik
A E R B ST B o LUT 2K ft CDR R /B0 RS 29 58 5 7 8 s 2&
%% : BarbasZ A > Proc Nat. Acad. Sci, USA 91:3809-3813 (1994) ;
SchierZ A > Gene 169:147-155 (1995) ; YeltonZ A > J. Immunol.
155:1994-2004 (1995) : Jackson % A > J. Immunol. 154(7):3310-9
(1995) : K HawkinsZ A > J. Mol. Biol. 226:889-896 (1992)

"THET D PUEE THIE, MERBINNEBEREESZIEN
EYEERNTIE  BREMABENENHABEEXNZ2HNRNEZ
EVTESE -

"TATH GBI, BRES - BRIEREMS S A LATikZ TAT ik
LEK  TATHR GEERAFEHCHEREXR T EMESRKFERE
AT EE R - TATREERCREBEBEVHSEKRER
HNEEESEDH6-7-8-9-10~111213+14~15+16+ 17 »
1819 +20+21+22+~23+~24+~25+26~27~28-29-30~31" 32~
33+34+35+36~37-38-39-40-41+42 43+ 44+ 45~ 46 ~ 47 ~
48 ~ 49~ 50~ 51~ 52~53+54+55-565758~5960- 61 62 -
63~ 646566676869 707172~73+74~75~76+ 177
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78~79-80-81-82-83-84-85-86-~87-88-89-~90-91-092-
93 +94-95-96+97 98 - 9B I00ME IF R E L » HPZFEERK
RS WEFEEES AR ZTATZ K - TATH & B KA
AR mEFGEERKER - BLILMR > BEE > LESIH
AR EFTREESEAFTREE S S NERLEZERZ B2 Rl
o E B H 5,556,762 5% ~ 555,750,373 5% ~ 554,708,871 5% ~ £
4,833,092 5% - 25 5,223,40955% - 25 5,403,484 5% - 55 5,571,6895% - 5
5,663,143%5% ; PCT/A B &K 5 WO 84/03506%5% 2 25 WO 84/03564 5% |
GeysenZ A s Proc. Natl. Acad. Sci. U.S.A., 81:3998-4002 (1984) ;
GeysenZ: A ° Proc. Natl. Acad. Sci. U.S.A., 82:178-182 (1985) ;
GeysenZ A ° Synthetic Peptides as Antigens, 130-149 (1986) ; Geysen
Z A » J. Immunol. Meth., 102:259-274 (1987) ; SchoofsZ A - J.
Immunol., 140:611-616 (1988) ; Cwirla, S. E.Z A > (1990) Proc. Natl.
Acad. Sci. USA, 87:6378 ; Lowman, H.B.Z A - (1991) Biochemistry,
30:10832 ; Clackson, T.Z8 A - (1991) Nature, 352: 624 ; Marks, J. D.&
A (1991), J. Mol. Biol., 222:581 ; Kang, A.S.Z A - (1991) Proc.
Natl. Acad. Sci. USA, 88:8363 ; k Smith, G. P. (1991) Current Opin.
Biotechnol., 2:668) -
"TATHREGERS T BRANFEERS BREREMES
N TATZ SR BB E AN EE S 7 - TATR G F KT 1
EREM G EEE R KRS R (S RAIAPCTABZEE WO 00/00823
5 & 55 WO 00/395855%) - TATHE & F H0F 2 K/ANVEFE /N #720003E
FIE > BLE /MR FT1500 « 750 ~ 500 ~ 2508 2005EF1E » H S EEH
BE BEREEGESARNATMZTATE R B ¥ S F ol H i
B EERER - SIS - EEE I E B § 2R A R & E R
WEESMBHELZ S FZERS FEEM (2 ROIMPCTARREE

C178142PA doc -54-



201437228

WO 00/008235% K 55 WO 00/395855%) o

TkEG ) MEMETUR(BI IR AR 2 % PR ) P B
NEMERSIFRURHEAMNESEZINEE » UEENE - 2R
HAth 5 B4 T 8 A R HE 1A R R R PR 2 A M B AR R 2 22 T B R /R
ERE A AN EMEOEEELNRE  EZFEHOIT > W8 E
& HH B 53 3 (FACS) 3 #r BN BT BB VL B (RIA)RT I E > B PiiE ~ EBK
EHMARS T "I, ERBEZEAREENRENE - B
HME#K > FHER ERBEEQBE A EGI10% - SHifE - B H M
RS THEESFZ/EME > WE "HESEES ) K THEESH
BOBESHRBESKERE EXHEREETBEERRNIEE R
WHEERANES BFREESSTUPNEREE —ESF2EEH
BMRNEBEsF(—RENEESHEENEUGHE S FICESRERH -
BEIHES > FFEMEEE R EEMUNEE S HRBS T (B8 &R
MR BE)BEFRAE - FRHEBERT  EEECCELREEHZES
EERECIEEHREFIG  AIRPAREEES -  ANFTHCWE &
RGN HESEHY ) FESREEESRER L ZIRRE
HADFIINE B KIBEDHH10° M REEDH10° M~ B E
EAHI0C M- KEELHHI0T M- KEZDH10° M WEE D
10° M- REEDLHI0 M- HBEEDH10"' M- REEL#10 M
HEARE S FRA - E—EEREAIT > WE " HEEES ) RiE—E
DFREERELZHREFESR ECHEAREEMEE LA E ST A H
LR ZRIEREEZHES -

"HIHIRBTATZ R EEMAREERE ) 28 - AR HEMEE
SFE TAEARIG, JiiE  EREEMERS TFEHERRIGEEERR
BETATZR cHEMEEANEUNERNHENNE  EREME S
T c TATZ W BERAENEMERE L BRES R EEMRE
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ERDULZEZIK - HEREEHRE BELARMFENTATIE
HEREHs TR REBETATZ EREMEAE R RKIR20%  BEH
20%E 5750% > H & EFEERKRS0%(HIA05T50%E #7100%) - 3% ¥ 17
MEE B RARATE BEREER TREEZEENR - E—-FH
gl ERMETEMEERY T CARIRERIT0.1E30 pg/mlsg
#70.5 nME200 nMTEH| > R A RIBERBEMAERENRNECR
-IOKEE - mRAEREMECERINE AT U EAXBE  EOT
NEBREMEE PR AN - EREFLATERENG] ngEZ2SLTE
Ef7100 mgfiTATIREAEE XKXEFEGSKREIBRA ~ BEHSK
EIOCRAEREREA/NBEREMEEERY > MIZNEEEERNERSAE
RiM&I1E -

"ERMRAC ), 2E  BERKEMER S TR NFERBE
MEEHVZIES - DNACEH ~ MliEZEHE -  WEMZEIR - MR
B e /B B (7 ' A 9] L2 B2 ) T2 B T B E % 3% W o = A R ST C B9 4T
e EREEMEEERs T MEEERAERRTATZ IRZ MK -
femEREREME Py - 2LE IR -8 - TERE - -
B EE - Bt o TR AT R E A M A CARRE < M =
- BPIME - AJREEBRESGE QRS KE A BEIEEEMRIZERPS)S
fii ; FJ#E EHDNARE KL # {t.(DNA laddering)#f {EiDNAKEIH K A#EH T
—fER MG I AR/ R B B B e DL e DNAET K - 3 2 Ml i
ALl ERKEMEERs TRESEBMESSELESREIF
HYBMEASEORSZPRUEREENRREEMIE CHI2ES0fE
WEKSESOE L REMIOESOFHIIE - FRIEMEHS T -

iEe " IETIRE ) RIEHNE L FCEB(RAFY|FBEIZERKF
Sl ERBFR)SIBCHELEYEN > BHEEIERE ML - HIE
BIETRE < BRI EHE - ClaiE Gt KRB ERBEMEEZNT - FoRBER
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Bl MIERERMEN S CHMEEEADCC) - HWER - MEE
H % 88 (FI 0B ML= #8) 2 T 3{E A kB EE L -

"HIERREEME N B2 MEEE , 3 TADCC  RiE—fE
BEHEN > HffmowclgaNEEMEEEME@mE REF
(NK)YM I - B g mER k EWRME) EFrFEEFcZ 8 (FcR) > 153
SHEEENEMEENREEESREEINRZIZEME - HE%A
MR ERAWMZIEEME - 7188 "ECfE ) MEEEME R LR EES
BEVLERL "TEM, RN EADCCE ¥4 # ig (NKHH g £ 3
FeyRIII - 77 B2 #% #fll i 5% TR FcyRI ~ FeyRII K FeyRIII - 5& M #H il & &
FcRE J5 4 #% fA Ravetch B Kinet, Annu. Rev. Immunol. 9:457-92 (1991)
ZBAAE 2 R3IF - BG5S FHADCCTENY - Al 81T 158 4
ADCCHz#I » FEaNE B E F]555,500,3625% 53¢ 55 5,821,3375% d ff it 7 %
B o P RS 8% <5 A i B R AT A S L 4 1S 8 I R B R A g (PBMIC)
BARFNKMME - BCESE S - 155 FHIADCCIE 4% 7] fA 75 i8
A o BIANAE B ¥) 15 U (B W ClynesZ A (USA) 95:652-656 (1998)dh Fip
WA A -

"FeZHg , B TFeR, Ml ESTBEIFCEMN T - K{EFRE
RAFIIANEEFR » [E4 » B{EFREBFESIgGHBZFRYZHE))EH
f&FcyRI » FeYRIIK FeyRINIEE 3 H 2 288 » BRENEZTB S E K&
RENRXBHERR - FORIZEEIEFyRIIA( " ELZTE | IR
FcyRIIB( " %24 ) HEFFEFEELMBWE S S FREZ ML
ZEWRFY - HEHZHEFYRIACTEMEE ST S EREZEBRIEBE
EEIC(TAM) - {IFHZEFyRIBEEXMRER T EEREZEER
% B £ 3 %] £ 5T (ITIM) » (2 B M.} Daéron, Annu. Rev. Immunol.
15:203-234 (1997)th 7 &3t ) - FcRE&Z it /A Ravetch & Kinet, Annu. Rev.
Immunol. 9:457-492 (1991) : Capel % A » Immunomethods 4:25-34
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(1994) ; K de HaasZ A » J. Lab. Clin. Med. 126:330-41 (1995) 1 « &
fli FcR » WHEANBERFB AN < HEFR  ERER KRN F M58
"FcR, - ZMBROEHRETLXZEFRn HETREERCERERR
53 (GuyerZ A > J. Immunol. 117:587 (1976)KKim% A > J. Immunol.
24:249 (1994)) -

"TANEREME ) BRE -HFEFREATHIEEZH M
B o ZF B ERERE D FeyRILY # 1T ADCCRELIBE - /M &
ADCCz NEHIMEK < B FI 6.4 F 2 MK EZ MK EPBMC) - BRZETF
(NK)# M - Bzl - s ETHEEEREE MR 5 ZHPBMC
R NKAH Ao 4 - 250 M B 7T B 2K 28 2R R (1 40 ML ¥R ) o 43 B

"HEERIKEME SN, T CDC, RIEEMEFE TR
ZIBIR - %ﬁé@%ﬁﬁ%ﬁ%@@%{t%%Hﬂ%ﬁ%%%%fﬁZ%—%ﬁﬁ(Clq)n%é\
PHHEREFENREGECEHETE)VIREMER  BFMEMEEEL
A] ¥ 77§l 40 40 Gazzano-Santoro % A > J. Immunol. Methods 202:163
(1996) fir it .2 CDCHg ] -

firsE "HEE 0 KR TEME L RENELSEEE KRR E MR
ARCHILBMEEZRNR - BECENEBEWERRR)ERE - WHE
B BHEE AERESMREMEEER ZEFECEEBRENE
¥ OBHIRAE AR (B0 b R AR R R ) R (BE /N BE R - 3R/
MR -~ Mz BRI R BN ) - IR - IR  BREE
BBE) BIRE HRBEHEE =58 VEE - FE - Bt
BoRER - R 2E - &EE - ERE - #SBEBE - FE
NIEEET B - BRRE - B8  aiylRE - s BE - FRBRE
HE EEE RBEE BECaEE SRUEETHEERBARMKEE
B - DAIREESERE » RIAEMEER -

firse " MHAMIGIERAE , K "IGVERIE L RIEHEEREECEH
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MG TEARR < IRE - E—EE RO+ > MRS ERESELE
MANFER "EE, RERMENELEEHBE R XI8%HE -
am B SR o DUR FTE Y T R e A R AR -
'HRBRMHMEC , VB ERBEMEES FEESEME
BRIEFENNE  BERIEMEES T - MHRBRRTATS K
AAE > BEEMERABRER C EE ML BERBATATS K2 #
o - TATZMRA BRANRBMERE L BRLRE TS B ERES
KW - MERESEMRE Iz  WE 8§ FERX
B~ HEVRAR - B - B &SEB - FARER - BRIEEOBEM A - SRS A
FE L W] 7E J 4 B S 92 9 200 A R B 195 v T S DA T B T B (R 4B 1 A i
738 2 MM 5 T (ADCC) B #f #2 Ik 78 1% 41 B 3 1% (CDC)FE % <~ M f 3E
- Rt AIEAABENE (THEE#ENER THREERER
FEARREER TRTMESECKRE - B2 ETE  EREEMEES
FTREOHEAFTHMBIET > THERAREEMRFGEEREEZE
ko RSEEEMEZIBRRE DN EE P - # 88 (trypan blue)(Z2 R
MooreZ% A\ > Cytotechnology 17:1-11 (1995))3K7AADZ I I 5K ZF 4 o
REFBMBLC P - BFREEME S T BEPIR K AR F 55
FBTATAMME P PIR KA - EMUEMERS T -
"RBETATZ il , BRAEMBERE L35 W R E AN IR B
LTATZ IR MR - T RETATZ BE , BESHERE LFETATS
AR BEE £ KT I TATS BRES M ME R IE - " RIMTATZ I E | RIBERAE
HMlERE LEE R 2 ZTATS R - DIBUITATHIE - B HEMmAE
BOTHUREXTATS MM BN EEEFREER E5 &6l
o PRITATZ IBIE ) MBENELE LS WEEZTATS K - LIEH
TATHREENBE TR ENZTATSZ K EHZBEERIEEER - 3tk
BME > BB BREFEZER - HiFA - M50 1k B8 5o
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WMZTATE R EAE RS W - " BERR ) TATZ R ZEESERNE
FEIAABIEI CIE MR HEREEREERSIEZTATS IR
EERTWEZFBRSSECTATSRAEE - ZBFERATHERE
I ECFE ARG I ek B EES (RE - FIERZET I EREI T - FEHE
EHHERE L FEAECTATEO BB WM TATEDEZIBENE &
(120 7% B8 %2 7% AH i A 22 ol > L5 A &t ¥ A] 8 A EE A DNARIIT B #R
WETATZ R 2 0 B < BZ BR B4 1Y 43 B 2 TAT % BR B i Y L TATHL B8
FACSHO T EFE)REETATL IKEERE - EWS I 0/ fIAK HE
HREAL LA ENRNRETAT %R BCH B 75 E R B 89
2+ (FISH ; 2 H 19984510 H /ABI 2 WO 98/45479) - Bf 5 221k ~ b5
= BE BUR & B o S FE (PCR) i (B8 2 B FF 8 E PCR(RT-PCR)) & I 4
P RBTATS K2 BB mRNAK & & - JRA] FE B 6E BE R
BECREEREEAEREGEWOIME)F <R KR FRTATS fRE E
EHORS B HIA119905 65 120 i v E B EF]554,933,29458 ; 1991
F£4F 188 A B~ WO 91/05264 : 199543 H 28 H M i v £ B H F)
5,401,638 ; K SiasZ A + J. Immunol. Methods 132:73-80 (1990)) - §&
AR EICAGL - AR EE R A HSEEEARE - B 7
FEREFEAZMBBEENRREDS R T EEE 5 (B a0k 59 14 7 AL F ) E
T2 Pike - Br Bl B/ el S e B BT BB L rl &
BERNMBECRRCERYKTHEEEEANBEMARCHES -
WMAXFIFERCME "REMNRE, ET-REEFEEQ(—E
THEE ) ZHEARENHEREREQ R ES C R ETI RIS &
oF - ERBL REMNEESEAENEEERERCEERFT
(HWIEMBCREHRINEEEMUE  FAIE TE2F ) 9)ERERE
HIEEEBFINMEY  ZEENESFCHERNELLSBERELE
SXEHEECHEEMUENMERERFY - BN EF 2 RIEK
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EREERFIIEBEMRBERED - 38001gG-1 - 1gG-2 ~ 1gG-3
B¢ 1gG-4ma Al ~ IgA(E$EIgA-1 R IgA-2) » IgE ~ IgDE{IgM -

e R EANHARRIEEERMEEARNE - B
REME®S FLUES "B, 8 BERBEMEES FHAE
B EMEEEY - #2508 B AT E B (B 20 75 5 1 B i RAZ R 5
FRRONAEBELNBERLT  IRAZECLGYHEG Y LER
v EBAETEHAR -

AR A iTEE T MM L (RIS HI BB - M Th A
K/SSIEE MBS < Y'E - B 58 B A B S g M A 2 R (Bl 40 o
At211 ~ T131 ~ 1125 Y90 ~ Rel86 - Rel88 + Sm153 ~ Bi212 + P32KLu
BEERAR) EE - BBREFEGEURESER) MERK
BREFEUWINNDTFERUME - BEE - BEYHBYRIEFEZBERE TS
FOEEHERBRR/EBERR TXAB R SETERXITER -
oAl e B VR B AE T a0 o - R e g ) T {5 e eE A B Bk 3 -

"hEBEEE BEARNGEEBEZEY - WEEE B
BIERECE - FEA1ZE B UK (thiotepa) X CYTOXAN®IR B B i © W& &
ke Bs > # 40 5 18 % (busulfan) ~ 3K N &F L (improsulfan) K& Wk /4 &F L
(piposulfan) ; & W IE - 5 20 F /£ % 1 (benzodopa) - F I &R
(carboquone) £ iff % fH (meturedopa) K i #| % i (uredopa) ; {8 Z E i1
R RAEE  BEAFER - ZGHJEER —GHoEBER - =
CIHEMABBEE=RFE=ZREE AB(LEEBEREEZNF
(bullatacin) } 1 % %5 /% 3¢ FH (bullatacinone)) ; 8-9- 79 ¥& & A Jif B} (B &
i B (dronabinol) » MARINOL®) ; B-$7 i il (beta-lapachone) ; 7 Iy iz
(lapachol) ; %k 7K il fift (colchicine) ; ## /K F% (betulinic acid) ; = 1 @
(camptothecin)(fL 15 & B 5 A ¥ 30 A1 85 BR (topotecan)(HYCAMTIN®) -
CPT-11( f# 1L # KF (irinotecan) * CAMPTOSAR®) - Z [ & = #f @
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(acetylcamptothecin) ~ ] & Jf 3K 3¢ (scopolectin) R 9-JE EEH &) + &
¥ 23 3% (bryostatin) ; Bg FIHT 5 7T (callystatin) © CC-1065(H ¥ H [ £ 2K
#7 (adozelesin) ~ K #T 2K ¥ (carzelesin) } L 37 2K #7 (bizelesin) & X 35 X
M) 5 $.F13 & (podophyllotoxin) ; 5 F1 3 & B (podophyllinic acid) ;
% JE H (teniposide) © 7% ER ¥ B IK (cryptophycins) (L H & BR E B K1
KSR EIRAKS) ¢ 18 % 3 E (dolastatin) ;. % K @3 (duocarmycin)(BF
S RAELY 0 KW-2189 K CBI-TMI1) ; 3 #8 % (eleutherobin) ; 7% k£ %%
#7 7T (pancratistatin) : ¥ Bl M1 3 (sarcodictyin) i #7 3% #f T
(spongistatin) ; F*F & » BEWE TEERTT - TR - EWHEEE - HE
&] ] (estramustine) - REBRBEIZ - Ft  BRELERT  XEw
(melphalan) + %7 B |t 8 (novembichin) + % JF i & B2 (phenesterine) ~ 1
JE & F] 7] (prednimustine) ~ ff 1§ B f% (trofosfamide) - BR W% IE 7T F &
(uracil mustard) ; BEfEE MK - 340K & 577 (carmustine) ~ &k 8 &
(chlorozotocin) + 1§ & &] 7] (fotemustine) ~ ¥&% & &) 7] (lomustine) * E&E
&) {T (nimustine) }z %€ JE & &) T (ranimnustine) ; FTA R - FEUME Z R
4 3R (B 20 K FF 8 & (calicheamicin) » LH FRHFWMBYUK R T EE
wll1(2 B fFli0Agnew, Chem Intl. Ed. Engl., 33:183-186 (1994)) ; 1%
8 3 (dynemicin) » WIFE M TR A © T L £ # 3 (esperamicin) 5 LA
EHFMNEFEEDZOEREMOEEDG RN EERAH) - MK
54 K & (aclacinomysins) « JRARE 3 - B3 K E (authramycin) ~ {& & ##
FEBR - T3 #3R (bleomycins) ~ JRARE & C ~ Rtk & (carabicin) ~ ¥
AL f 3 (carminomycin) - K& & & 3% (carzinophilin) + & & # &
(chromomycinis) ~ AR & & D - I8 3 # % (daunorubicin) - ML L &2
(detorubicin) ~ 6-FE FE-5-AIKE-L-1F 5 &k - ADRIAMYCIN®/NAL
HEEBEEBEWRE-IME  fREEBEWME-/NNE  2-HBEE-/INMIERE
S /NfLE) » R KL E (epirubicin) ~ {R & Lk & (esorubicin) - & &
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(idarubicin) - Jifi 75 Z& # 3% (marcellomycin) » UM RBRCZ # A B
F - BB ER - FE N (nogalamycin) ~ HIE 3K (olivomycins) ~ 1%
8 & (peplomycin) - & & 7 @ %R (potfiromycin) - B 2 # &
(puromycin) + fRE& 3R (quelamycin) - #E % [L 2 (rodorubicin) - ## 2
% (streptonigrin) - 8 {& B (streptozocin) - &% &5 1 & & (tubercidin) + &
7K 3£ §) (ubenimex) ~ {8 F) T (zinostatin) » /£ L & (zorubicin) 5 %
o B o FE A0 R RIS K S-@ R MEUE (5-FU) » BEEMUY) > HEER
E (denopterin)  H Jif B iy - #% ¥ 15 (pteropterin) -~ = B #f ¥
(trimetrexate) ; BRI HH LY - 5 20 % 5E fi & (fludarabine) ~ 6- % 14
(mercaptopurine) ~ B BKME 45 (thiamiprine) ~ Fi B E K5 (thioguanine) ; B
e A Y) > &8 W0% P8 fib & (ancitabine) ~ [ %k MU H (azacitidine) ~ 6-F R
 (azauridine) ~ K & & (carmofur) ~ [ §% ffg £ (cytarabine) - & K & IR
F (dideoxyuridine) - % 4 % B ¥ (doxifluridine) - & £ fi &
(enocitabine) + % FR T (floxuridine) ; M WM £ > % 1 £ ¥ 2
(calusterone) ~ N % fiE fi /# Ffl (dromostanolone propionate) - B iR [ B5
(epitiostanol) ~ ZE f# £ (mepitiostane) - £ A f% (testolactone) ; P& LI
* ° &8 0P & K FF (aminoglutethimide) + K #E 3 (mitotane) - ff 7% A48
(trilostane) : ZEER#H ¥ > 7 A0 B2 3£ BR (frolinic acid) ; % %5 B8 Y Fg
(aceglatone) ; [ B i i% /% £ (aldophosphamide glycoside) ; &% Z BN
B . F [ % ¥ (eniluracil) ; & 0 IE (amsacrine) ; H # 17 ¥
(bestrabucil) ; [k 4 #f (bisantrene) ; {# 3£ gf 1l (edatraxate) ; & 55 % BH
(defofamine) ; Fk 7K fll] i% (demecolcine) ; B 0Y g (diaziquone) ; {F 58 [E
3 (elfornithine) ; f&k #|] B &% (elliptinium acetate) ; X % 2 [&
(epothilone) : fRFL 4 & (etoglucid) © FHER K & NEIRE & EiEHHE
(lentinan) ; ¥& J& 3£ % (lonidainine) ; %H 3& & 2 (maytansinoid) » 40 E
2 R (maytansine) & & ¥ K #£ 3 (ansamitocin) ; >k #£ Al %
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(mitoguazone) ; K #L & B (mitoxantrone) ; E I f4 E (mopidanmol) ; [E
il 7 2 (nitraerine) ; & =] ftl T (pentostatin) ; % & & 7% (phenamet) ; [k
% LE 2 (pirarubicin) ; 1% 32 B EE (losoxantrone) ; 2-Z Ef it + PN R 2 i
(procarbazine) ; PSK® % f§ # & % (JHS Natural Products, Eugene,
OR) ; ZE £ 4 (razoxane) ; 1R J& & % (rhizoxin) ; 7§ {% I (sizofiran) ; &
4% % (spirogermanium) + &l %7 $% 71 & 7 B (tenuazonic acid) ; = 25 % g
(triaziquone) ; 2,2'.2"-= & = Z & + B Ui /8 % (trichothecenes)(JG H
T-28 % - M E E A(verracurin A) ~ R AHE F A(roridin A)R & HE
(anguidine)) ; K #7 #H (urethan) ; £ ¥ M 3% (vindesine) (ELDISINE® -
FILDESIN®) ; 3% -k [ 1% (dacarbazine) ; H % % 5] 7T (mannomustine) ;

— ¥ H & B (mitobronitol) : = J& % F EE (mitolactol) ; IR Y & =
(pipobroman) : JI\ 7§ F& I (gacytosine) ; [ fii {H HE #F
(arabinoside)( " Ara-C ;) : ZEHIK  £ZEE  HIWITAXOL®K F ¥
4542 B2 (Bristol-Myers Squibb Oncology, Princeton, N.J.) + £ 75 i 5%
A LIHEBZ ABRAXANETM » KEFECBECRIENTAEZEASRS

K F ZHEZ ¥ (American Pharmaceutical Partners, Schaumberg, Illinois)
TAXOTERE®% 1% 45 #2 B2 (Rhéne-Poulenc Rorer, Antony, France) : 3%
i 3 (chloranbucil) ; 3 74 fit & (gemcitabine)(GEMZAR®) ; 6-F; & 1@
Mo BRI O B REEIG ; 1LY - 3 W0 JE 87 (cisplatin) K F £
(carboplatin) ; & % JE @ (vinblastine)(VELBAN®) ; £ : K ZE % (VP-
16) © £ I B BE % ;5 Kk £ B BE (mitoxantrone) : & F ¥ &
(vincristine)(ONCOVIN®) ; B % 77 9 (oxaliplatin) £ #1 ¥ %
(leucovovin) ; & #& ¥ & (vinorelbine) (NAVELBINE®) : £ & &
(novantrone) ; X Z Hi ¥ (edatrexate) : E 35 f#l & &+ & & & Iy
(aminopterin) ; {# Jf g & B3 (ibandronate) ; 31 £ £ 1% fg #] % & RFS
2000 ZH FEBHEE(DMFO) ; #URERCEREE  REME
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(capecitabine)(XELODA®) ; LAl B2 (W8 EEEL o[ 28 - BEE
TEY IR EMEBHMELL L 2MHE > #E W CHOPEEBEE % ~ /)
fL& ~ & F H i B 5 B BE (prednisolone) C fE SR EZ M B ) K
FOLFOX({# F B2 % /7 $ (oxaliplatin)(ELOXATINTM) i 5-FU K &, 30 %
A EREENESR) -

ZEHZTTEEESRAE - B  HEXUF T REEERES
BRIBEZAFANTBER  ZENBREBEBRAERZ ST
BREIEN - HAREEALS - EOOENMEEREEEHEES
#i5 57 & B (SERM) » A1 #5 51| 4 fth B 75 5 (tamoxifen) (4§ NOLVADEX®
M EFEZY) « EVISTA®E & 78 7 (raloxifene) ~ Ji 1& & %5 (droloxifene) -
4-F8 B Ml = 75 75 (4-hydroxytamoxifen) ~ i Jk & 75 (trioxifene) -~ H % E
> B B& B8 (keoxifene) ~ LY117018 - BX #9 X Ed (onapristone) &
FARESTON®#t ¥ K 75 (toremifene) ; Hi =BG ; MM R Z 8 T FAE
(ERD) : BN BCHI LIV E ZINRERIZER] > Pl H B RN E
(LHRH) fe % % - & 21 LUPRON® K ELIGARD® E§ B 5% 7 i #k
(leuprolide acetate) - B Ef % < 35 Ak (goserelin acetate) ~ [ 5 775 4 B #k
(buserelin acetate) kz g 7 3 #K (tripterelin) ; BT MM B E - #HWHE
fit f% (flutamide) ~ B & K ¥ (nilutamide) & 5 F fill f% (bicalutamide) ; &
MME G BN STERAFRCGFERREAE LRI B EELE)
FEAN4(5)-Bk M« fE 2 K Z IR 1€ B (aminoglutethimide) - MEGASE® it
B H #t Z2 Fi (megestrol acetate) - AROMASIN® & 7§ % iH
(exemestane) -~ #5 >k Hy 3H (formestanie) - ¥ {E ¢ (fadrozole) -
RIVISOR® (X % M (vorozole) - FEMARA® 7k fi ™t (letrozole) K
ARIMIDEX®%f; & f# (anastrozole) - [L4} » (W BIARBICZ EEZBHE ¢
S BE - 30 & JE B BR B (clodronate)( fl 201 » BONEFOS®
OSTAC®) - DIDROCAL® & # i B B (etidronate) + NE- 58095 -
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ZOMETA® M 2k it B% / ™k 2R ff R B - FOSAMAX® [ & i B¢ %8
(alendronate) -+ AREDIA®I K i &% B (pamidronate) + SKELID® % &
Ef B (tiludronate)8{ ACTONEL® /] 2 J B B4 (risedronate) ; [l & i ¥ #t
/& (troxacitabine)(1,3- " & K BEZEHRWEEUY)  RBEEEFE
LEAGHERFHEEE HRIEEMEMcEHREESREFIRANKE
% Bs » EEWPKC-a ~ Raf - H-Rask % 7 4 E & F % % (EGF-R) ;
> % 20 THERATOPE® & i Kk E R 5 R E & - fl 4
ALLOVECTIN® & # - LEUVECTIN® & B K VAXID® & i
LURTOTECAN®E # E 5 1 #1417 : ABARELIX® rmRH ; HiH& B
¥f B 2K fi# BR B (lapatinib ditosylate)(ErbB-2E EGFR — JT B % B% 1 5 /)N
T HEE - IRTBGWST2016) s RIA LE—FBEZBEE LA HZ Y
B BREITAEY) -

"ERMGIH L BEEA P E AR RESE NS00S0
f » TRFATATZCEMEAERCHEYEEEY - it & R
RBEERESHCRBETATZ T S LAV EER - £ RN B H
1] 0, #5 PR A M B HR ER2 (BRSHEA AN C H (U B )2 S5 > SEaNFE E
GUEM KMEIEWZER - REMEBIHEROQERZFHEEST®
RRE®) - B (taxane) R IHE R BIBIHIFI B (EWNSRILE - &
KILE ~ FAME - KT HEREREE) - WEFEGUHERZEHIIR
sl ESHIIFR - BIODNAKR/ARE - FAOMERES - BRE®
(prednisone) * EIFEMEZ ~ & IF - B - FIEUEWS - 5-F R IE K ara-
C - H & A 7] & A The Molecular Basis of Cancer, Mendelsohn &

N

Moo
Bt

Israel f > 55 1 E > MurakamiE A Z fH & ' Cell cycle regulation,

oncogenes, and antineoplastic drugs ; (W.B. Saunders, Philadelphia,

1995) » THEIH - ELRRFPHEELERSTEMBE)BFER LY
BZiEEE - FEBRNEL 227 ME(TAXOTERE®, Rhone-Poulenc

C178142PA doc -66-



201437228

Rorer) (5 KF # 52 &Z B (TAXOL®, Bristol-Myers Squibb)Z 4* & B 3H
Yo RPBFECERSHEMERERESMEED _RBHEERMELE
P IEAERIERMEMERE @ W ERMEE Mo RAH -

"ZERWLE | BEEEREBZRENER  -FMBEIE2LELE
B (8S-JIE)-10-[(3- & £ -2,3,6- = K & -a-L- 7K - N IR B B )& & |-
7,8,9,10-0%E-6,8,11- =R E-8-(REZHE)-1-FHE-5,12-FB_F -

firsE " MMEEE, BH—EAENEERRCESEBRANBIE
HARES—HMBENEEBECERAMNE  ZEFMREEZEFEMER
o ERNEERERSHREE  HEEECEEREE  FWAHE
AREE - N-FHREBEANEEARBERFEREE ) BIFRERE
OFRRFE BRBEBR KREEE S BHE G RHRERE G BELOK
F o IR B (FSH) ~ (€ FIRIRER (TSH) K& B 88 ¥ & (LH) ;
FERKT  BESHRERRT B FE 5 BBEILER S EEET
T-ok EREEILEAT B & ¥E M E Y E (mullerian-inhibiting
substance) | /NERERBEMEMAK  HIHIFR  EHhE S MEANKEE
kAT BEE M/NMREKFE(TPO) : MEERKE T - 8 UINGF-
B M/MRAERRKT A4 KK F(TGF) » # A TGF-a X TGF-B ; B
EXRERATF-IRBERRERAF-II; ALMMERKEEPO): &
FERT TERZ BUTER-o TERPRTEER-y: HEHNY
X+ (CSF) - & 20 E W& Al i -CSF(M-CSF) © ¥ii #H I - B Wt 4 g -CSF(GM-
CSF) ; J % #f g -CSF(G-CSF) : /& (IL) » E#IL-1 ~ IL-1a » IL-
2~ IL-3 ~ IL-4 ~ IL-5 ~ IL-6 ~ IL-7 ~ IL-8 ~ IL-9 ~ IL-11 ~ IL-12 ; JE@ %
BIER F > FEATNF-aB( TNF-B 5 K H fth % BK R F (£ #5 LIF X kitfg i
e (KL)) o 2 30AT A i 7 75 M M i 3R B0 16 2K B R AR 2R R B3k B & 48 A
&Y EOERRARIIMEBEZEMEEERY -

MeE TELRPEE ARNEERCOEREREERCBELE
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P ZHRAE HEFWNEFEAZEREEER TR CEEE - A
®HE RE BRERKEECES

. FABHZHEEURFTE

A. PLTATHL S

FE—EEmA S - AFHEM A AEAR IR R /52 BBl
ZITATY R - PRV EESR - B AL ERBENERE
FiE G P

B2 378 -

LRI B EFE B 2 KRBT (so)BUE IR A (ip) i 59 HH Bl 91 R R &
BlmaAESMEAELE - HFEARECEEERERKEBEENRTR
ECYRTEERERECEDENEAHN - B4ME > SUEAE
HEEREMTERB(PINEREEEERFBEMBBRE T %
FE(REGHEBRBEESES) N-RET _Eo A (R HBEEBRE) -
KB - T ZEEEF - SOCI2E(RIN=C=NR » HFFRERIE T [E i £)FE
ERAABNARELSEKLHE)  MELSEH - FFRBRREOKRER
E B mAIE -

F& R BIA0100 pgBeS pefE HE BAE &Y (59 BT B B/ N E )3
f2 T 75 [K 5 2L Bl (Freund's complete adjuvant)ffl & 3fi 78 % i i Bk 2 A
EHRZEREHYVHEHARE  RERGEEWHTEYRE - 1{E AU
® HASVIEEVSEVIONKREAE S Y RT 2 EEIFEHES E A
PR T EHESYNERE - TE14XR%E > EZEH YA AR M
BLUBRNE EHYNEREEENETRE EEYTUEEAE
MEEEYHFRENERMEYES - FIE > HRUHABRZREREA
218 58 RIE R E -

2. B trpiEe

BEEEPLEE 7] {5 A B KohlerZ A » Nature, 256:495 (1975)8 2R 1k
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ZHEREERMRTIERHEADNAFG K (ERHEF] 5 4,816,5675% )8
fig e

R EREET  WERFRENEREMEERE XY EEWE R
RIELFHEMOME  ZEMRCHREEANEHELBEESEES
MREBFECEHENTE - 2% > TREBIEREHBERE - 2%
R SHMEHE EEEHESHAESHGEURZ ZE)EME M
B EEEMEk# S - B KA S % M i (Goding, Monoclonal
Antibodies: Principles and Practice » %5 59-103 E (Academic Press,
1986)) -

HAELRFECHEEMEEERERNEECEEEY &
BEERESE —RZEIAFIAMEELABHEHRBOIBIERESE
CERNFENYE - BOHME @ EREAEHEHEMEHZEX
o R e R ML 045 g R % 0 9 B2 s (HGPRTECHPRT) - HI B & < R %
HEAEFRUBERERN - BERm KT HATERE) %Y
BH E#RZ HGPRTZ I 4E & -

REMEEEYEHEMARESERAMEG XFMENBELM
RREESEELT R HENHHRMEHAMEEE EEEERE
MERNEHEEME BEFHEMESMERESRENR  BUES
MOPC-21 ;x MPC-11/NE [ HY & B8 e M AR (B B iE e iR SE Be fll o9
Bd 57.(»(Salk Institute Cell Distribution Center), San Diego, California
USA)K SP-2 R fiT £ ¥ > Bl a1X63-Ag8-653 (B EH XM EE R FE R
{»(American Type Culture Collection), Manassas, Virginia, USA) » JRE
m NEERERDNE-ABRER MR E S N BEERA
& (Kozbor, J. Immunol., 133:3001 (1984) ; Brodeur® A > Monoclonal
Antibody Production Techniques and Applications » Z551-63H (Marcel
Dekker, Inc., New York, 1987)) -
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AEHNECERTBEERXRAMEEMBENREFER
BE - - REM FHREUNBRNELHEEN S S RAG U RE
i HI(RIA)EG B Bt 2 R Mt MI(ELISA) R Emt S M FnE £ v &
BRIMBEZHEFEK -

HEEkPiE 2 E S EH A A B 40 MunsontZ A > Anal. Biochem.,
107:220 (1980) 9 Fr it .2 B K & 12 43 177 (Scatchard analysis)ZK #l 7 -

EHEAMFREESE BHENOR/BEECHECRESEMEZ
T ARZEMREHRFERBEFXERE AN AEE FEFREE
E (Goding, Monoclonal Antibodies: Principles and Practice » 559-103
H (Academic Press, 1986)) - & A iX It B B9« 2 B E B #| 21 D-MEM
BRPMI-1640t5 % E - H4 S MR IANERERRNTEHEZSE
MERN/NEEAFEEESY T LUEREEEEREEANEE -

EHRHEMNEMCEFGEURNEMWBNERAEEEAREH
BG-HIEME) B BN - REMIKEEN - BBEWK - BWE)E
RMFF oW BERRPIBBEEREER ~ IR/KME IR SIS & & o B -

fim 5 BB R DUEE < DNA{E F B 5072 7 (B 20 %5 H (5 FH 6E 49 B AR 15 B2
BN BECEEAREC ERABEEE G CERTRESHE S S
WElF - M-SR EZDNAZ B{ERKIRE - DNA— H 43 B Bl 0] iR
ARBREHET  HESEELETRZURGEEMME - JRCOSHM -
HEBINE(CHOMBK AN SHAEANBERECEREMENE *
MEPLEEHE T MR ERERTE BHRNEETRENEZ
DNA iz B # & I B #7 it 3 E H $& Skerra®: A » Curr. Opinion in
Immunol., 5:256-262 (1993) Pliickthun, Immunol. Revs. 130:151-188
(1992) -

EES—EHRAIF o BEREETE R EFR B A McCafferty £
A » Nature, 348:552-554 (1990)H A it . % 1l 2 4= Y $71 98 I B0 95 /& 49
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W o ClacksonZ A - Nature, 352:624-628 (1991)F& MarksZ A » J. Mol.
Biol., 222:581-597 (1991)4> Rl FH WG B 88 B S Bt B8 ;e A BB 3T
B2 o TRAE B FE A 78 B % O HH (Marks&E A » Bio/Technology, 10:779-
783 (1992))LA K #H & RE G fe 5 B8 P B A 1F B M S R K IR 7 B R 2 SR G
(WaterhouseZ: A > Nuc. Acids. Res. 21:2265-2266 (1993))3K & 4 &5
MAOMMEBENDANETE - Bt > ZSERWEAR O HEARBZERK
BMRNERMSERNZAIITERAR -

Al B0 FE B A O B G K R SRR B 3 (CH . CL) = 51 B AR, 8] 13 B8,
YA 5 (E B F)554,816,5675F : K MorrisonZ A » Proc. Natl. Acad.
Sci. USA, 81:6851 (1984)) i35 RIF K ELRIGEFI | HEHIE R ZERE
B % R(RIRS K2 B E B 5 M5 5 B & 2k A4S 8 #R B H1 % Z DNA
DEARSHMENBEINK - FREREAZSKRFIITHNRNEZE
EE G RENARBE —ERARESMNEN T E#RUEL Y &
NEEEREE . —EAEGEEMNERHEIRANEEESESEZE—
BHEES LS REe ZEIE -

B.ABEANEALTE

RBERHCRATATHR T E— S B ENBELTIBRAETE - JEA
HFWMBEENBCANELPABEEREFEAEREREAZED
FINBRERERED  REREHERHE R GETFy
Fab'» F(ab' 2B HMMEE S FFI) - AELEBaEAER
BEHREOEZEVSE) HPEESECHHREBCDRIZEEE
REEMTEREE BN NOEKBRHZENEDEGONE - KEX
RITIR(HERIIR)ZCORMBEES - F—BEFRT > AERERE
HZFvisRBERRHEEEANEREESE - NELNBITEEER
FENEZZENBT IR TEERB ACDREMEFIIh I HE - —
mEe > NEATMEREEEE LMECES —E BB WA &1 -
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HmEREE LHECDREHENIEAERERELD CKECDRE
HAMEREE LAMEFRES A AERERELXFAFIIZHEFRE -
ANEMTMERETLIES T REXRELEER Fc) BERA
MR E M 2 6 E B [JonesZ A » Nature, 321: 522-525 (1986) ;
RiechmannZ A > Nature, 332: 323-329 (1988); R Presta, Curr. Opin.
Struct. Biol., 2: 593-596 (1992)] o

AREFANEREABAMZHERBILERM PR - —#KM
- AEUNEREE —SZEBEFEANERFESIAEFEERBE -
WEEANERERBERERS "@MA, BE  HEFIE "#WA
g o N EAR EIRE Winter f & & < J5 &k [Jones % A
Nature, 321:522-525 (1986) ; RiechmannZ A - Nature, 332:323-327
(1988) ; VerhoeyenZ A » Science, 239:1534-1536 (1988)] » 25 (5 i 32
B B CDRECCDRFFIENA N E TR ZAHIEF TR #01T - FIE > ZF
"ANE MERRENECERERN4,816,5675%)  AFEE L/
MREBANEABBERKEFAEYEIMHERIIIR - EE L AHE
KB EER - LCORBEAR ALY —LFREERKEEEH YN
ie 2 G B BER I NETE -

AR AEATR NE T2 (EEEEE)ERHTE
AN ANBEERARRREEERHAMAR FE(NET/NETUE)M
EMEEE - REMT " RELK, HE - $IHEMNAETREFT
LEBRBEHEBEEPBYNE CTEBEFY CRFEEETY VIR
FPOIRBEAZ NEVERFIIHEARSZ NEBRERFR)S ANELTE
Bt # % (SimsZ A » J. Immunol. 151:2296 (1993) ; ChothiaZ A - J.
Mol. Biol., 196:901 (1987)) o 55— 77 i {# F 2K 5% 85 58 5l BB 9 %5 € oF
BB ANENECHRAFINHESRE - E AR AZLRET
# F &) — ##% Z2 (Carter% A Proc. Natl. Acad. Sci. USA, 89:4285
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(1992) ; PrestaZ A > J. Immunol. 151:2623 (1993)) ¢

FEENE  FMEANEAMREENEZCSEEENIRE
fEMEYEE  BERZEE  REBE-®REHFE - AELIBEAH
FERBEARNENFIC ZHEERSTRAFY RS EHREZ AEL
VI G E RSN - M RIERE QR R A5 B 5 I E i
HARM - AESRPREEMEECEEREREAFTIC U=
BEABNEREN  HZEERIBE O ITEE RS REK
EEHFIIEFRAEETRRENIER > RS MEEERERERELRE
EEVECENINEE - DA TEEZE L@ AFYEEFR
RWELHEZERRAFRIHEGUEESHEIERES > EFuHZEs
MEZHEMNGI - —ME > SEEREEZEBRE LS REE
MRS -

BESEPRX Z NEARTATHE - 841 - AELRNETS
JBE B (FEFab) » HRBEME RS EMEEEEESUELER
EREEY - BE - AEANBSTEBIE  EUTBIgGIIE -

FRANEACRE  TEEAANENE - BOIWMES - BE1H &
EXEEEANRZEREAELAGTAER —HREMEHESL AENES
BERACEHEEZRNGYWGIN/NE) - BHME > CHiHRE RETER
B/ NEFBEEEZFRE(NDHERMME FH LB R A RIS
EXAZTEFE  NEEEAREREDERNEYEBREZELTER
B/ NEPRENEREBECRESE NETE - 2 RHI40JakobovitsZ
A » Proc. Natl. Acad. Sci. USA, 90:2551 (1993) ; JakobovitsZ A -
Nature, 362: 255 (1993) ; BruggermannZ: A > Year in Immunol., 7: 33
(1993) ; ZEE B F£55,545,8065% « 555,569,825%% « 55,591,669% (&
¥R /8 HA GenPharm) ; £55,545,8075% : & WO 97/17852 «

B & 0 Al R B 2 I T McCafferty % A Nature,
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348:552-553 [1990)EARREZEMRELCREREGTE(V)BERERE
BHAEEANENERIERE - RIBIERKI - E50E VIRER R EE
FEEMRBERFEOMBEI) TERREZHEOERF - B LT
REENEFERCERE2RNBERN FCRE L - BREIMIRERLS
AR EERE < HEDNAE AR » ERTBENREEE ZEETREHR
WEZMECEREZEEER T ESEMHE - Fit > WEEEEBME 2 —
R - AURERAPITEBEEER  ZFERAXGFRNL G0
Johnson, Kevin S.J Chiswell, David J., Current Opinion in Structural
Biology 3:564-571 (1993)F - IME B EHRAIFE A E T VE R & B 2K
JE o ClacksonZ A > Nature, 352:624-628 (1991)E JEE @& /NE 2 B
MVERBBE#HES/ NESBED SR ETIERE RS - A#EER
RENEEBCVERNER A HSEEREEEBEEBERFE)ET]
T IBE I E AR F % B MarksZ A > J. Mol. Biol. 222:581-597 (1991)
5 Griffith® A > EMBO J. 12:725-734 (1993)Ffift 2 B 7 56 43 Bk 722
R EAES5,565,33288 K 55,573,9059% -

wERrETEw  NEVBETVHEENEABHEEELEZRER
B §5,567,61085,229,275) -

4. 98 Fr B

EREEFEET  FHAAEFEMEFHAEEAEESER - &
INRINC B AFDEFRAFERHEAETBERE AR -

CHBHAERWMHAREENERE  -BMRL ZFEFRAK
R PME CEQKEBLER (2 RAIWMorimoto%s A > Journal of
Biochemical and Biophysical Methods 24:107-117 (1992) ; J BrennanZ
A » Science, 229:81 (1985)) - A1 » ZFEFEEENHEMAE FHME
EEEXL - Fab  FVRScFVHIBERBREBEURANKBEERE SN B KB
BETSW  RIEEAHFEGMEERERERFR TELXMETHRZ
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HEGHBETOBRAERE - % TEEE KBS HEKFab'-
SHF ¥ B H (L2 4% & ¥ ik F(ab')2 Fr B} (Carter® A > Bio/Technology
10:163-167 (1992)) - 1R 5 — F1% » F(ab )2} By T #2 B S 478 T 48
MmO - EFEEFES,869,0465 F R B H T E » EH A4
HYMFabRFab 2 HESKANBEREEBREY R S8
(salvage receptor) - H ft B 4 U BS 5 BS & BT S B0 ML B R 415 & 77 5
S BT 5 A1 - FEE AT RGBT o PR A S B SEFY B (scFv) -
2 H WO 93/16185 ; E R H F|£55,571,894%5% § 35 B BL FI| 55 5,587,458
B o FVESIVEBH AR EANEMBEEEECWE At - &
BERNROEBANE AN ERREES sPVREE L8 il £
HOFESFVC HERNAERBERRNEETHE 2ME - 2 F Antibody
Engineering, Borrebaecki @ [ b o §7 88 By 75 B Bl 401 55 ) 4] £ B B
FIEE5,641,8708k T st T MEHIES | - BSRMTEE BTEEY
BB B

5. 880 Bt

RSN RO RMERAAERELEEE RS RS
FE - PR R Y AE RS ANt 2 TATE 98 S HE TR
HERERE - HMUZSHETHATATE A NEHE - FEAB &S
(%5 - BUE - JITATE A4S & B M BR b2 M8 38 45 7 (35 40 THH i 2 A8
% T (I 41 CD3) ; B¢ IgG Z Fc % B (FcyR) » 2 1l FeyRI(CD64) -
FcyRII(CD32) K FeyRIII(CD16)) A9 4 & - LU{F 65 A a5 220 4 561 £ o
HEAM R FRILTAT S fIH - %5 80 5138 75 o] A DL AR M 5 1 781 2 A
MERITAT S Mt - WS 5188 BA TATH &8 R/ & (M 3 1 B0 ()
Q10 IH % (saporin) * HTEE-o - EELLEYEH - ERMEZAE - B
EHRREEAMELARICE SRRt ABTUES 2R ®E
B YLHE A B (B A0 F (ab') 2 8 45 B 14 1A% -
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WO 96/16673+ it —TE £E 45 4 JTErbB2/H FeyRIII 82 » H £
H M58 5,837,23455 i — TR 45 E I FLEDB2/JI FeyRIFI 2 - WO
98/02463 1 [/~ EE F B M4 PLErbB2/Feai s - X B B F 55 5,821,3375%
ZURNEFF RS JIEbB2/FICD3 %S -

KRB EMNECHERLERNTEN - 2REFESER
BCEMEERENKARERNEREZRESESE -KEY > HPhHE
B A [E 5 £ M (Millsteing A > Nature 305:537-539 (1983)) - HA
REREOEHIEEIERIEK  LERMESHE(NIFERSEB)EL10
BITRANEsTIEBERSY  HYE-HBESLCHEHFELEEHE -
—RFEEBREMNENSRET I EED TZMMAEEME - EEEK -
HUEFwm R WO 93/08829 K Traunecker® A » EMBO J. 10:3655-
3659 (1991) -

WRIBTRG®  BEMEEERESZVIETERGUE-VIURME
BMPMEEREREARELFY RELGIREE - CH2E
MCHIGZEZEA—HMIoIgEREEHME  REXSFEHEESAT
DHREZUHBNE-—EREERCHNEFEREL —EREYWT - iR
BREREDEHMESY R (L ER)REIRE O 2 DNAKE A B 1L
REFRTHHFABREZFSZEEIMET - EANBECREFLR
L-EZHRERHFFERFREENBIREERN  HBRUAGE
MBI = EZ KA BRCHEELER B RBEIEYE - AT > EFEILRCE
YREZRENRRELASERNNELLRHELATTHASEER
ZEF BAURERERMEZESREIREFIEARE-RAH
‘-

ERZFTEZ—BEREGEH T > ZFUFEAETER-—ETR
R ARG CHEIREREDERER S B R RERE
HEA-EEN@EEF-EEGFETBEK ERRENZERELR
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HEFEN—GFYEFEES FREE —EHEZSEAFR > ST
BEBEEMFEREGMMMCEYHIEEANTBEIREREGEEAESGZ
Tk o LT ER R WO 94/04690 - BN E L SR EM B ZHF
1% » 2 B lf0Suresh® A > Methods in Enzymology 121:210 (1986) -
RIBEBEFES, 73,1685 F ATt v B — F i > A% — H e
DTZENAETREREUFEEAMAREEEY PRk EF _RE
ZHSEERK WEFRAEESCHIBZEA S - L HEF » —
BEE K EHE YD T 2 5 R /) i 5 B 0] 55 A8 0 A I 8% (B 40 -
RS % B B B IR R ) B #L - 38 FH DABR /)N i 25 B (R 3 (1) 200 P e 8 K Bt R )
ERAKRERANE £ MBS F2RE LELS BEFEKAEAER
REUR N HHE ", MREEFREF _REBCZERIENBAHR
A EFECEREYGEMFEIRE ZRE)HIEH -
EREAMTIEBEEERBN " REES ) NUE - BAmS 0 ER
FEReMERACRBER L —EFHFEYREARSG  F—FBHEY
EEG - -BHME  CROZENEFRZERAKHERERIEFREZM
FE (B FE F]54,676,9805%) » H AR IEEHIVEZ (WO 91/00360 »
WO 92/200373 ) EP 03089) - R{F#5 G J188 7/l {F BEMEF L HE A
HEE o ME BB B L E R M A A B 0 B B 2 R AT B Al — R
RN EBEF54,676,98057 F -
XEBFTTEHLENERFRESERERTB I - 246
» A {50 R AL 22 o Bt B i B2 T R % H188 - Brennan®E A > Science, 229:
81 (1985 —EELH KBAMTETNBELEF@2FERIER - &
“HREESR T HERNELET  BRERRRFEUERI _RERE
BEEFEHRSFHRE - BEFEAELZFab FEREASHABE
AHBE(INB)TAEY) -  HEFBHEHARE ZEERE B —fEFab' -TNBHT
AV BERFab -l AN HEEEEER 2 5 —Fab-TNBiTA YR

(]
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LU RERENEVE FMELACEFEENETHFAREEEE
ERgZEH -

THHREREERBERE P EZEEIFab'-SHF EE » 32 F R &
IRCEBSERE R Z M PIHE - ShalabyFE A » J. Exp. Med.
175:217-225 (1992)fEit e 2 NEM CER R EFEF(@b )20 F &
4 o ZRFab' DB XRBEREEF W HARZERNEQDHZESGL
EREREEVNE BHEPRCEREGNEEHAETARERIR
ErbB2%Z R Mk IEH AETHIM » T B8 A EMgEZME
fH ANELFEEREEEESE  fTeHLSEEREEEERE
BYEHERTMEFEETIERERIEWN - 820ME > EFEMHEKE
hfEELETFEEIIRE - KostelnyZF A > J. Immunol., 148 (5):1547-
1553 (1992) - 3 HE AR &K K B FoskJunE H B & H I B 1 §4 Bk &
HEMEARPIIE CFab' By - FEHR#EEEFE TR R IE - RELE K
B HEZFHBSAUPRAERE_RE WAHAERTLTHRE
A BE[E JE = F B2 - Hollinger% A - Proc. Natl. Acad. Sci. USA,
90:6444-6448 (1993)ffaft z " AL ETHEEDIRE ) RIINR A HE R E %
Tl EREHETEAEE  ZSEFEREE VHEEEE M E SR —
EemEScEEAEHERZTFEZEVL - FIL - B —E
L VHR VLI 55— F B B # VL ) VHISEC ¥ - 78 L0 T2 B 8 91 R
fME AR - NEHRBES —TEREHEHEFEFVFY) 2 RERKE 5 &R
EMHNERFRZER - 2 5 Gruber¥® A > J. Immunol., 152:5368
(1994) o

BEEMELLELNFRITEREN - BHME > JHE=FEM%
HiB8 o Tutt¥ A+ J. Immunol. 147:60 (1991) -

6. RIFEHEIIE

REEEVMETEARARACHEBEN  BREESSHEDRELE

C178142PA.doc -78 -
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MEZTEBEK - B20ME  CROXSENBERERFMEERE
Frie < Ml AR [ B H #1355 4,676,9805% ] » H A M1 HEHIVER G [WO
91/00360 ; WO 92/200373 ; EP 03089] - THHAZ S 0 F 15BN F
AERECEABFENZ T EEEY KB B Z55E)8MH - 246
Mg IEA_MERANESFEORMBREREELREEER - &
Rt B B B B B B 8L +5 51 ik B 7 BF B8 (iminothiolate) B B L -4- %
# ] B o B4 BS (methyl-4-mercaptobutyrimidate) kz 4] 41 3& B B F| £
4,676,980%5% th AT @ 7 2 B H

1. ZEPR

ZENMENE BB ERMERANEBESNEZMER
e/ ) ABPCHBAIBEE =R =ML LFREES (2
L ZEIIREIgMER Z SR BINEFE)  SEABTEHE
ARARIBENESREIERESWEL - ZEVBTEE ZRLE
KZEER=E EREEEME RE_RELHEBEEFEXZHEE
(BREEMERK) - FHBERET  fiBKEEE —FERFEBEERKZ =
ER=ZEL EHEREGAUE AP CRESEINBEES=ZEHN
&> BEHEENEREESMTREBEEER) -  ZERBEEED —K
LA GE (B W R 2 IR BE) - H R %5 B8R, 5 W {1 B0 W 18 DA L AT 8 3
BHIME - LR 3 VD1-(X1)n-VD2-(X2)n-Fc » HHVDIBE —
I > VD2R S TR 0 FcRFcl@ 2 — IR Z kS » XIKRX2ER R
EEBKZI > EnRoEl - BAIME > HRET L E VH-CHI-1]
M3 5% F-VH-CHI-Fc & $# 5{ VH-CHI-VH-CHI-FcE §f - A 2 % &
NEREE-FTESEDHWEH RELNE)RFERT B LI - A&
ZEMEUANEESOME RS\ ERET SRS - AXAREZ
WET BRI IRET B HREEE— S HECLE -

8. % FETH RE T2 UE
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EEFEWRNEIRESHARHIE » PIWLLEEEIEC
LR R M MM 8 2 M 5 1 (ADCC) K /3R 7 88 4K 08 1% M i 55 1
(CDC) - WL FEAHB —HEZ EAKREBRNASI ATBE ZFE P RKEZERK -
KBNS A EWEBRBESIAFEY » FLAHFELEFEK
PR M A EACRFE_RNETEAERER CALRE T K/
MeHBENECHRZREABREE MRS EADCC) - 257
CaronZ A - J. Exp. Med. 176:1191-1195 (1992) K Shopes, B. 1.
Immunol. 148:2918-2922 (1992) - EF @M IEREEMHEIEZ R
11 B4 5 1] {5 F 40 Wolff2% A » Cancer Research 53:2560-2565 (1993)Ff it
LHMEERABEREM NE IR UTRKRIEREMEEErFEA
LR B FIG M fiEA K ADCCRE ) - 2 R.Stevenson A » Anti-
Cancer Drug Design 3:219-230 (1989) - BSXEEF B MBELEL > 7
KR ZEESHREREEHANBOERERBE)Y » flI00ER
HFS5,739,277FT5l - AOARZFTA @ sk " R ZEE SRR EE |
Ri81gGor T (Bl A0IgGl ~ 1gG2 ~ 1gG3EkIgG4)Z Felld & IR iR E % -
HEETEgmegCn FEBERNMELEL -

) .RIEREEW

RERITIENBZERSY  ERaGESRHESERGEUtLE
ERE) s ARAEE - FRWIUHE - EE - HYHE Y RKIREZE
RIEMHEREEFEB)SURS R AR RIS EE &Y fiEE -

ENEHBERRELEZZREE ST HEEEL - A H
MEREEERREFEROE  OBAE  OBRBECHEESEER
B N ERAECK B IR R B g (Pseudomonas aeruginosa)) ~ & il
BERAE  MHETERA#E  WHERSELOAE - o-F ¥ E & (alpha-
sarcin) * i #fd (Aleurites fordi) EEH'E - RVBEHE - X IMNEEE
(Phytolaca americana)Z [ E (PAPI - PAPII & PAP-S) + # [l (momordica
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charantia)H[1 %] B - ik J& 18 3 & H (curcin) ~ B 5 # % H (crotin) ~ JEE
£ (sapaonaria officinalis)#I i & - 2 #HAH ¥ 3 3 (gelonin) ~ HH#k 5 R
 (mitogellin) ~ {5 [R 28 & 3 (restrictocin) ~ By # K - FH R R
(enomycin) K % & 75 3 (tricothecene) - LM A EKE AT AN E LK
SIS - EH/EEE212Bi~ 1311~ 131In~ 90Y & 186Re - §i fz £
HREEE G ERASELYEREE0ERASHEIKEN  ZFE
B 18 & Bl 58 a0N-T Bl 5n i B -3-(2- Mk i A — i BF ) N BR s (SPDP) »
TR BEHAT) B RECEERTAEYEEN —aEA =
B RS SHEGNFE BT —EBa ) BGEEWK
B #EBAELAEVENEMEBEEREFTTREC R EER
MEVGENE-HEZEXFHBE)- LK) - ZE&S BEGEEW2,6-—_8
SEBRFRBREEEARLEYENLLS-2"H-2,4-2HER) - BHIW
=S B REHFZ AU VitettaE A » Science, 238: 1098 (1987)fT it £
fif - RIAELRZI-ERAEEFFEI-FEMI =K A LB (MX-
DTPA)E—EANERA S ETRAEATIBE S < REESHE - 2R
WO 94/11026 -

AN NBENBE-—KZIRE NS FER(FUFTTER
(calicheamicin) ~ FHEEZ E - Bl MBERKCCI6SIRLEEFERLZ
BEEBRFEECTTEYICEEY -

EBRHEEXER

E—REERMT  ABHATATHEERRF BB SN —%
LEEXEEST -

HMEZEZRBHEBUGBEEOREGEBEFH G Mo HAH
B o 3B R Ao iR E R I RN 2 E R(Maytenus serrata) sy 8 (3£ B
HAE3,896,1115%) - fErk > RLEKEMEYTELERER  #ENW
EGRERCIZEERGRENE4,151,0425%) - SHEBEREA
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£V REMUTBIRR B0 BI F 728 4,137,23057 - 554,248,8705%
54,256,7465% - 554,260,6085% - 554,265,8145% « 554,294,7575% « &
4,307,016 5% - 554,308,268 5% -« 54,308,269 9% 554,309,428 5% - %
4,313,946 5% - 5£4,315,929%% « 554,317,821 5% - 554,322,34859% - 55
4,331,5985% - 54,361,650 9% - 554,364,866 9% -+ 554,424,219%% - %
4,450,2545% ~ 554,362,6635% K 554,371,5335% o - H 18R 7Y 25 BF HE it
LIBIRZ A AR -

FXBRNBESY

EEAREXEREEXERZHERERT > HHARESE
GEEBMENECNERSS SAEXERZIBALEEYREREA
& 18 7R 5 B A0 S B H FI) 555,208,0205% -+ 555,416,06457 K BX M H A EP 0
425 235 Bloh » HiB RN AABEM L5 A Z T AR H - Livg
A > Proc. Natl. Acad. Sci. USA 93:8618-8623 (1996)% 1t f1, & 38 # = #t
HAEEBEELREIERIEC42ZERER (I L BDM)A RE
Y -  CRAREcYHERECEEEMRESSMEEELER
BAERBERRBTERRIUERE G M - ChariE A > Cancer Research
52:127-131 (199)i RIZHEEY) > RPEXEREHZREERT
HEGABREEEMARKR LELCNENBREREBATRE S > REKES
HER-2/neuFEE R Z 5 —BEBERIIEBTAIE S - HRIHETA -
HEREBRECYH NELEMEKSK-BRI3VMEENE - ZHEKS
B FIRIx10°EHER-2RE IR - EWEEWEREHREXE
REVEUCHESEEEE  SZMEstREEHERENEE RS
FHEEBRSTCHE MG - AT-EEZZRZEEMENBEBARTR
LEzEEMESEMTE -

HATAZ R B-EXBRESWRERESY)

ARHEAEEREANENEXERS TZEYEFENENR
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THNBEUEEXBRS THEEZRUMBREB-EXEEZEEY - F
HERENES FREG-4AEEEZRZES FERREIERIZEMBEZ M
REEZIRMERBIRIARELEAFEE  EFEHNELE
BR/MES TG REREEEBERAEIE  BEXE2EZ5ILE
BAWTRRr Al BB AR E RS E RAKE B - BE& 2
XERBTRROINEBEF]55,208,0205% K& - 3R k2 H A EHF] K IE
HNAHEY BREEXBRBEEZBAEEZTES FZFBEPRE
A ER B RBEENUY  BUSEEXLEER -
FHAELEEBTFENMCHNRMGEIR-EXEZEAYNSEE
EEE - RSP0k B HF] 5 5,208,0205% B EBX N H ] 042523581 ;
Chari%s A+ Cancer Research 52:127-131(1992)K 20044105 8 H H 55
< B H A B i 55 10/960,6025F H TR B SE B EE 0 ZE XL
BB TANERAMEMLASI A MM AR F - 5[4020044 105 8H
e EBEF FEFEEE10/960,6025F H AT R » S A S EETFHE
FSMCCZHIBE-EXEEMGEEY - Ml LERIC HF TR R - i
HEOE ME  HRE BIBEHEER - LTFRBEEEE - KB
AREUHEENEREAREEER  REBMERRRE - Axd
il B B~ EEREAE A R E R EE -
NEEBEESRCEGYAHASEYIRENEBAE®
> ZEECDEBEGHIFEMON-T ZBEfmE-3-2-rE & i) A B
EE(SPDP) ~ T " EEAE A E-4-(N-BREE R REFE)VREC k-1-F M
(SMCC) ~ ER I EMMIBRKZAT) - BB ST EYE TS
AR R E) c mMRGENTE B T T T EiREE) - B
(GEUNX_R) #-BRELEYEHIUE-(HBIZEXFEE)CSZ
iZ) #-BRETEYENE-BHERAERXFERE)-22K) ZE&
REEGGEUIR R 2,6- _RAREBREEEELEWEEN,5-ZF-2,4-
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THER) FHIRELHBESHEEREME SRR CN-T B EE-
3-(2- 4 4 B — B £ ) 75 B¢ BE (SPDP)(Carlsson % A > Biochem. J.
173:723-737 [1978]) ke N-"T" — i on % & -4-(2- Tk nE & Wi &) JX B& BS
(SPP) «

AREZELMEFER FEENEXRERS FZEEAME -
BOME > IREHEAENBES ST ENIER )b - RIETH
AHEEFREZCIMNE - REFEEHMC-144E BREEHZ
C-ISIERBRRELZC20MER - £ —BEHBHIF - #BTE RN
KEEREBEHUDCC3UER

B 5 fth 7T B ¥8 % 5 % (Dolostatin)

E—EETBRAG  REESYESFAZPINBEEBLERIE
RERKEUDERTEY - BEMITES GEREF]E5,635,48355% -
555,780,588%%) - WA BR AR MITEE SR TEMESH NZE - GTP
7K % B ¥ B Al B 4> 2 (WoykeZE A > (2001) Antimicrob. Agents and
Chemother. 45(12):3580-3584) » H E B PLIEIFE M (US 5,663,149 K E
B IE M (PettitZ A 0 (1998) Antimicrob. Agents Chemother. 42:2961-
2965) - R B RN BT EYE o TR EHKEYE S I NRE)R
i B C(F& 2 ) R Ui 5B 2 R 1 HE (WO 02/088172) -

Bl 7= M B B i 7T B Bt /B 4 NOR Ui 2 432 U B9 PR OB BB 7T B2 E0
5> DE K¢ DF(JR EIMMAE K. MMAF) » #57R R 40 R 3ZRKH ¢ SenterE A >
Proceedings of the American Association for Cancer Research, 845
F HEMRP623 > N2004F3H28HEH » AR TIATPEMIU R
SIAZ AR AR S -

R Y8 o3 38 & R 5 B 7E WA B B B DA L R B R R /B BK B
TR T B B 2R B o JtE < R W] B A0 AR 4R K 1k B2 138 R BAAT i MR AE
B2 RE. Schroderk K. Liibke, ™ The Peptides ;» §F 14 » &
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76-136H, 1965, Academic Press)8 i - EIGMIT/IBREREY I W
R TZ 5EE  US 5,635,483 5 US 5,780,588 ; PettitZ A -
(1989) J. Am. Chem. Soc. 111:5463-5465 ; Pettit® A > (1998) Anti-
Cancer Drug Design 13:243-277 ; Pettit, G.R.Z: A -+ Synthesis, 1996,
719-725 ; Pettit® A > (1996) J. Chem. Soc. Perkin Trans. 1 5:859-
3 ; K Doronina (2003) Nat Biotechnol 21(7):778-784 -
RAEBE
B—-HRECREEEYESH —NZEFTTFHMESTHEES N

TATHEE - AR FABERFRERENEEREERETELAE K
DNAF - BN FHBREEECY < 2 REBEENE
5,712,374%% ~ 255,714,586 %% ~ £ 5,739,1165%% ~ 55 5,767,2855%% - &
5,770,701%8 ~ 55,770,710%8 ~ 55,773,0015%% ~ 5 5,877,296%% (39 B i
American Cyanamid Company) - A/ fl i REHMBEZEBEUYEE
(EARBER)YIL ~ 02l ~ a3] ~ N-Z FiE-y1I - PSAGJ 611(HinmanZ A
Cancer Research 53:3336-3342 (1993) ; LodeZ A - Cancer Research
58:2925-2928 (1998) ; J /& A American CyanamidZ Fift ZB EHF]) -
HEIEBEECES —VIEBEYRQFA  ERIMERE - FHHEGERH
QFAMEBHMMAERAMEERNSNEBRER - it - MEKEIE
87N ERBIL SR RIS EMEE R -

. b R He 2

mEAFHTNTATHEGE S EMPTERE R SEBCNU - f#lkik
B ¥ (streptozoticin) ~ & F HT @ K S-F IR IE - £ B H 55,053,394
W% - 555,770,7105% & At 2 2[R F8 B LL-E33288 % & Y Y 2 I &KX & LA
Bz A7 BT 1 8 3% (esperamicins)(3E Bl E 7|55 5,877,29655%)

EANBREEEEEAEFEAEQRAE ABRFERIEE
GEERE ABRAHEERRRERR)  BiisRA# - HEE
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BEXEAE  HERBRAE o FHREE HEEQD  ROHBEQD -
5 Y 78 [2 & 5 (PAPI -~ PAPII K PAP-S) ~ & NN & ~ MEMEZEEH
EEHE&EE - JEEE (sapaonaria officinalis)INH & - BEHEYEE -
FMoHE  RREER  BMER  FHEEREEER - 2R
19934£ 105 28 H A B2 WO 93/21232 -

AERENBENREAGK S BEE < KEY (P01
B ECDNARN YIS » XS EXEEE - DNAR)ZHE K R RIZE
wEY -

REEMENEEE  NMENEISERFEET - SERS
FNERRAREERAEGSIITATH R - Bl EE AL - 1131
1125 » Y90 * Rel86 - Rel88 » Sm153 » Bi212 » P32~ Pb212 % LuZ J&
HHERMNE  EFRAGESYETRZER  HESHARNAEEZRE
TR F 0 BIa0Tc99mE 1123+ B A R B4 i 3£ Hik (NMR) B & (I8 18
B IR G > mri) BEEMEEC » FEAORL-123 & BR-131 ~ §H-111 ~ & -
19 ~ Bx-13 ~ &-15 ~ &-17 ~ gL ~ #HEH -

A UERM AN BRI EEL A MFELHAEEYF - BOIW
B MRAAEYER  HAFEHTFRAS EOANLE-19RREZEE K
HEBAIBRYETHERERSHEKREG K - 38Wtc99ImEI123 - Rel86 -
Rel88RInINZ BE A REMK P2 FHIEBEBEERE - §0-907] K H
oML BR R E E B - 1] £ l IODOGEN /5 % (Fraker % A -+ (1978)
Biochem. Biophys. Res. Commun. 80: 49-57) & & {f K -123 -
" Monoclonal Antibodies in Immunoscintigraphy ; (Chatal, CRC Press
1989) 5% i 3l H fth 5 3% -

MEEMREEE Y ERASEYE R EDEAEEHEIH
W ZEECDEESBEUN-T T EE-3-Q-UEE ZRE)NER
ES(SPDP) ~ T "R aifg B -4-(N- B KR ff B F E )R O fe-1-F BR ES
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(SMCC) ~ SR EB MR KEAT) TR SR EwE TS
T ER R HERE R )  WEEEE (M B T R pRES) - R
FEWMXZRE) - BRECEYMEIEHBEEXREERE)SZ
) - ERBEVAYENE-HEREFTHFEE)-Z2 21 - 82§
BREE(FEAINF R 2,6- “ RERE)REEEELEWEEWL,5-Z F-2,4-
CHRER) - BHIME > EWMEREREE R A0 VitettaZ A > Science,
238:1098 (1987) At AR B 4H - MR 14 2 1-BRMAEEFFHE-3-H
BE_MILZEA ZBBMX-DTPA)R — A N E R TR AT
BZBIRHEEGHE - 27 WO 94/11026 - & 5 F 0] 5 F jA 78 Ml i o 72
MR EEEY c " HBEERET - BHME > UHEABTBENS
BT - KBRS EE T - KA RBEHERT  —HEEETRS
TS SE B F (Chari% A 0 Cancer Research 52:127-131 (1992): £
B F555,208,0205%) -

RFER AL &Y e i (B R BR ) A A0 28 B 1 38 7 B 4 2
ADC : BMPS + EMCS - GMBS - HBVS + LC-SMCC + MBS + MPBH -
SBAP - SIA - SIAB - SMCC + SMPB + SMPH - % 3 -EMCS - % i
F -GMBS - B B2 2 -KMUS - 7 B 2 -MBS - 5 & 2 -SIAB - FE g 5 -
SMCC K fiff g 2 -SMPB e SVSB(T ZEEGE i X -(4- Z M £ 10 ) K B B8
BE) > MBI B & A B 15 /9 (B 2018 & Pierce Biotechnology, Inc.,
Rockford, IL., U.S.A) - 2% K,2003-2004 Applications Handbook and
CatalogZ5467-498F -

B > AP REAKEK A RS E S TITATH B KM
BHRCHMEEHE - DNAURETEERBESYW MBS HE
P& ZFEANEMEASEHRERBE N REEEYIERECEE T
ZE&SE -

ES—HEAT > BT EAREEREEPZ "Z8 ) B
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NMEEHEER)ES HPBNE-ZREEGYRESE B 2HER
FREIGREECEEYWERERMTPBER » HEFREEMARE KT
(B S EZEBRSE SR "B (BINMAEYEED) -

10. REREER

KR TATHE TN RAESREREE®R -"EER . B
HREEYCIEE BER/BGEANEREEZEYEWHIALY A ETE
MRIER </ NUIER - IEERCHEIBEFYVIREEE X HOUNE
YRR BEE Y] - SR TR CIEE 58 B I IE ST A 07 = i - 74
AL R 3B SR ARt ¢ EpsteinZE A+ Proc. Natl. Acad. Sci. USA 82:3688
(1985) ; HwangZ A » Proc. Natl. Acad. Sci. USA 77:4030 (1980) ; 2
B B FI| 55 4,485,0455% | 554,544,54558 ; K 19974E10F 23 H A2 WO
97/38731 - AERFHIER CIEE BB RN EBRFHE5,013,5565FF -

LTHERCEERJHEEORBEHmERER - I&EE KPEGHTAE
ZBIEM LR (PEG-PE)C EEHEY AU MEARERESE - FEE
REEFAEARCEBRBELIUELAEEMFERCIEERR - A%
MEE < Fab' B Al i i E XX EM A& S R W Martin A » ]
Biol. Chem. 257:286-288 (1982)ffit  fEE RE - ZIeERFREN &
EHLEZEEER - 2 K GabizonZ% A - J. National Cancer Inst.
81(19):1484 (1989) -

B. TATHESEK

RBEATATHGERERE G BRERTEMERE S A XAE R TAT
GBI - TATRGERTHEACHNEREG K T ELMEES R AT
AEMAREERMEL TATEEERCEEAERE2VHASEKE
B NEEEEEADFH6-7-8-9-10~11~12~13+14~15+ 16~
17~ 18+~19-20~21+22+23+-24+25-26~27~28-29-30"31-
32+33+34-35-36-37-38-39-40- 414243 4445+ 46 -
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47 ~ 48 ~ 49~ 50~ 51~52~53-54-~55-~56-~57~58-~59-60" 61"
62 -~63-~64~65-~66~67-~68-69-~70~71~~72-~73~74-~75~76~+
77 ~78>~79-~80-~81-~82-~83-84-85-86-~87-88-89-90-091-
92 +93-94-95-96-97-98  9EI00{E X ERE E L » HpFHE
FREHSE - BER EMME S AT Z TATS K - 7] 6 BV A0
iy EEEBEEBRTENTATESEK - BILTH > EBEE > LIEH
M RRMEEEREESEANRREE S SMREECERCHE (&
a0 52 B B FI) 55 5,556,7625% « 555,750,373%5% « £54,708,8715%8 ~ &5
4,833,0925% - £55,223,4095% - 25 5,403,484%5% -~ 2 5,571,689%58 « =5
5,663,1435% ; PCT/N B ZE 55 WO 84/035065% & 558 WO 84/03564 5% ;
GeysenZf A » Proc. Natl. Acad. Sci. U.S.A., 81:3998-4002 (1984) ;
GeysenZ A » Proc. Natl. Acad. Sci. U.S.A., 82:178-182 (1985)
GeysenZE A - Synthetic Peptides as Antigens, 130-149 (1986) ; Geysen
% A ° J. Immunol. Meth., 102:259-274 (1987) ; SchoofsZ A - J.
Immunol., 140:611-616 (1988) ; Cwirla, S. E.Z& A » (1990) Proc. Natl.
Acad. Sci. USA, 87:6378 : Lowman, H.B.Z A > (1991) Biochemistry,
30:10832 ; Clackson, T.Z8 A -+ (1991) Nature, 352: 624 ; Marks, J. D.Z&
A 0 (1991), J. Mol. Biol., 222:581 ; Kang, A.S.Z A » (1991) Proc.
Natl. Acad. Sci. USA, 88:8363 ; & Smith, G. P. (1991) Current Opin.
Biotechnol., 2:668) -

SLitimam - MR EE(EER)E2HB —ERMBRMN - Zaf
EEAREREXREFNRSECENTREESEIRERIKE - BE
EERR-ENMEREEN FRE LERZ2EBSIRBRENEE
HZ @& & B BB (Scott, J.K. K Smith, G. P. (1990) Science 249:
386) c WHEIEERCUHENRLUTEE © Wt HREMEESTFUS
RMAMNEECFIEEEERERECEDE R EB(KEREE Y
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cDNA)Z KERE BB - fk(Cwirla, S. E.ZE A > (1990) Proc.
Natl. Acad. Sci. USA, 87:6378)5( % & & (Lowman, H.B.Z A - (1991)
Biochemistry, 30:10832 ; Clackson, T.Z A » (1991) Nature, 352: 624 ;
Marks, J. D.Z A > (1991), J. Mol. Biol., 222:581 ; Kang, A.S.% A -
(1991) Proc. Natl. Acad. Sci. USA, 88:8363)E v i & & 2R A NE
EHEHESIRRERUESEA TR S ST HER L IKEE K (Smith,
G. P. (1991) Current Opin. Biotechnol., 2:668) 433 [ 5 2 484 B2 - I 1
REFE—TEBEAEEAEZERVIRE - —EHEAZEXECH
MHHERF  K—RBHEEEERERCTE - EBIEF55,223,409
5% - 555,403,4845% - B55,571,6895% K 555,663,1435% -
HMARSZHEBEEER T EEEAMREERE - BB XAME R
BB 2 AM(WO 95/34683; U.S. 5,627,024) - T4 E B2 2R A %
(Ren% A : Gene, 215: 439 (1998) ; Zhu% A - Cancer Research,
58(15): 3209-3214 (1998) : Jiang<F A - Infection & Immunity, 65(11):
4770-4777 (1997) ; Ren% A > Gene, 195(2):303-311 (1997) ; Ren,
Protein Sci., 5: 1833 (1996) ; EfimovZ A : Virus Genes, 10: 173
(1995)) K T7Wk & 5 £ I R # (Smith &z Scott, Methods in Enzymology,
217: 228-257 (1993) ; U.S. 5,766,905) -
REHZBEAREEERMISICHF S HMBERENL - ZEK
EEHERRAMAESESEs FEHEREREREFRAAFRE
EZEFEENECEBRENINEEDENGE T - CHEARNBEEER
KIEZHENXEFEBE(WO 98/14277) - B B AW & 48 2 R E 717 &
ZEHIE S T HEEER(WO 98/20169 : WO 98/20159) 5 iR il 42 /i€ Bk i 1%
B (WO 98/20036) - WO 97/35196f it —FE 7 B A1 ST ORI fe 2 J5 3
EEZTEY  WEEEHEREEMCESEaERES T —EBERAR
MAORMERNEERESTFIE_BTREBLLEEESBES SE AL
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B2 o WO 97/46251H5 5t — AR OMA N BEYE BT EEL
HEAERSBMESKELR @ HEXBEAMIRILSBESHO DS S K
FHEMEZEAREN S TCHEFHASECHEREELEAE
EBERMESLIZE A > (1998) Mol Biotech., 9:187) « WO 97/47314%% 31k
XEREEEHEATRREBERECHGEESBREEZH
® - -FEHEEEEREEESANBERB P B FEHELRWO
97/09446 - EEREMESEOEZHEM HFEF RN EBEEFE
5,498,5385% ~ £55,432,018%% &, WO 98/15833 1 o

EEAMERGEZFTEZLAETBRAREBEEF] 5,723,286
BE . 555,432,0189% ~ 5 5,580,717%5 « £ 5,427,908%% - 55,498,530
BE - 555,770,4345% - 555,734,0189% - 55,698,426%% ~ 555,763,19258
B 555,723,32359% 5 -

C. TATHEGERST

TATHEE WD TREUANMERGES  BREFEEEAGEA
Frii S TATS IR BRI U N ER S TF - IEFAEN FEEE
AR BERTATH G EHS T (B RAIMPCTAREE WO 00/00823
5 B 5 WO 00/395855%) » TATAE & B H S T2 K/ANEE /INAR#200038
FE > BCE/NRFI1500 ~ 750 ~ 500 ~ 2508200 EHIH > P EaEs
faE o BEREMEE SRR TATS K2 B 85 F 65 /A BN i
ANEAEEREIATER - SLILEIM S - FE ¥ B L E ST B B A0 EF R A
WEEIRBEEC T ER S FENEN(ZRAFWOPCTARESE
WO 00/00823%% K 55 WO 00/39585%%) - TATHE & 5 ¥4 F 0] B 1 41 8
M oBE - -BE -BE - FFEE - FB - —&E - ZH&E - =%
g~ N-EUAOHF - BRAHZE - BR2E - BRE - BB - TR - —m4w - #&
B2 ~ BefH - MRMGE - IR - WHERERE  WREE - R BERE -
HEEE - WidERE - FEN - FEMBEEE i REEBE - SRLE
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V) MRS - FIE - BE - RE - TEBEE - RERE > mk - o
DROHE - MEDROE - BEVRI - KRIZ - BEEERE - REMAY  ANIE - RERK
e~ & EELEY  BREMLYNEELY -

D &REFMBRUEZITATHE - TATESER K TATH G H
i
ENEHMREEBESTATZ R IR - BEREE®RS F 2Bl -
Rk E-SREFERFGREELEYRBCNE  BERREMERKS

3

REFPLZTITATHEE - BIRSREME S T o9& RIS/ A ] 7
HEESWMFEMZHE > SIAEAANERRTATS RN EELE
TATERZ BRRRTATZ REVHIIEEF (5 - BOIME > THAZIEREZ
ARFEHFITATERGIE BRREME RS TREHEE B HRERK
MAATATZ MR RBIN2-7K) > HABEREMITRERHES
—ItERHE O -  EERECS - HERBERILBRETREAREH
ZOUTATHUEE  TATR G EMRKTATHE S E RO THFER AT EHE MR
ZI3H-BER - BHEZR  WEMARLENRTFBESFEEHA
DNARZ JRE VS B - @ E M 3 IR AL HE A B An#0 ) Frd /i Mk
ERCERMEIERERERMBEER - EENEBEMR & RG]
DESMPEMcZEANAE - BEARERESBERRTATS
R AR - BEEM > E—EEES P > £470.5E30 ng/mlZ HEBIRE
T HEEBERREHEEBEME  FITATHE - TATH S ERHTATHE &
B o 1 15 8RS B TE A2 PO HI R 3R 3R TAT & & 768 il g B9l M 3 T sz 4
25-100% » BE{E£930-100% > HE R F(E#950-100%5,70-100% - A 7F
M 'Y PAEFI0.5E30 pg/mlE#I0.5 nME200 nMZ FIEIRE T &
AERME  ERFAERNFEERMARZFENRERI-IOREE -

REFNTREM] pEELATEENI00 mgiTATHE » EE KK

e

ﬁﬁ
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BB GESKEIEEM - BEGSKEI0RM » - A NE/IR
TR R TR o RIS AR T B Py B A R A -

BRI TSI E 2 FUTATHU B - TATHE & Ik R TATHE &
B 5> T o TR B O AL T A A0 1 A K P 4 (PY) - B EE S TAAD
O UL B 6 5T o7 B 52 B 48 2 - PR 0 i L T 7 4 M R R 96 4K E A
B TS IR BT - BB B R L B0 S 5 W BT TAT HU B (B 414 10
ng/ml) « TATHS & B BK S TATE: & G M T 2 35 5 B — 15 5 KB TAT
SRk BRI - BT IR R - SREE % - M
BZHM35 mmiBi BE 212758 T (GE] ml - 55 EE3E)0
BRI E 5T - R & B ULPI(10 pg/ml) - T { F FACSCAN®¥: 2 4
f 1% ’ FACSCONVERT® CellQuest#X #& (Becton Dickinson)3 #7454
T S 42 PR UK R R B B P EE S 2 MMIE O 6 S HUTAT
oS - TATHE & B KB TATHE & B 845 T 16 5 55 3 M 76 (- 2 Hi TAT
B8 - TATHE S BB TATEE & B 4 T -

B 67 358 46 4 0 FEL I 970 B A S R TAT % Bk b 2 B v 5 S
BB R E MRS T THTEE R L EE R 2
Antibodies, A Laboratory Manual, Cold Spring Harbor Laboratory,
Harlow kz David Lanef (1988) 5 A it &2 #% ] 5% 4% 1 7] B 72 41 58 B &
FEE - B S TR S R TATH: 88 45 & 48 F {1 26 3K 51
B E S o BB o T HE L E R P B AT T T R R
HER - BHITES > 7B P IR R A S R R R L
BIEMIRE - BAHRESAEHSMAB SRR HRES -
ER—FET TEENRAERENRERLECEMRE MR
R T B B O B B U o O S E A TAT 45 iR 272 R [ I B K -

E.  GESMREMEE /82 51 %R (ADEPT)

A 55 5 7 7 B 7 DB O AR R I BT S (B A AR AL R
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Bl - 2R WO 81/01145) B B EHNEE A EFELENAR
ADEPTth - 2 B F|#1WO 88/07378 K £ R H FI/554,975,2785E -
REGEEYWHEANADEPTZ BT BERHLL—E HAEH
PRETEDEREESCEEEBEE CMBEE L N EAE -
BHANAFEHGECHOFECEN R SRR - HaEaARE
SHBREREBARFEREY  FERKER  EEANESHREE
A ZE L Ry B 229 © MM e R IZES - Ho@ AN KR = 5- 5 Mg e
R TEES-RREIE s EHl  ZEUWERBELOR BAEEH
By - MESEEOR  ZERBAEBEOBRGUEMRELDBEBR
L) HEANK SRS RIFREEY  D-NEEEAERE - X
BHHNEBASED-RERNAREZEE WK EYRER  FEWB-
TR MRIRERTE - HE R R0 & LR 58 1 5 I Bl 52
Y o B-WHER GBS - E 8 B R RE A B- P9 B R T AR i B ) AL R i ek 5
Y O REEEREE  FUNFHEVERBNSTHECHIZE - HE
ARBEAS IR EEEZBENFEZBENTE T EY LB
ZY BB EAEEREEECHEFELERMFINEIE "6
MR VR AR AT EE L B IR BEE £ 22 (2 R Bl 2 Massey, Nature
328:457-458 (1987)) - YA -PLAS EE 45 & ¥ 7] 404X 3 iy it 84 4 LA s 1 8
BS{EE 2 fERE A f B -
RERCHBAFEHLEERMR R KM GENER L #EEE
RERXBABELESSRIITATHE - FE > AIFEALEERTF AR
B fH DNAK fiff (2 & il i1 Neuberger A > Nature 312:604-608 (1984))
BEASABHINBCEVTNEGECREENEAEAR < ED —EI)
REEESINHEELDE -
F. 2 ETAT% K
REHNREBEFEN RSB CRBERFFEFBETATE R S
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MEZEEBRFY - FEZ CBEIIRISEREBSETATS K Z
cDNA D RER) > I TXEHFEFHFMMLBR -

MTRXEFPFBER > ZEDNAF AT FENATCC - H%E 4
R BT BT 5 AT HH B L TE R 90 R P R S TE AT T 2 R
AEHEFFLMANFINE HHMFEE - THEEREREFS o A% H
FEZLRERFIEE -  HNAXFARZTATS I R wmE &R - £
—EFERT  HEEBEEENEBRERYURERTAZFIEARESE
Bl BRE AR -

G.ILTATH RS R TATS ik 8 R

FRAZCRT Il < FUTATIHE R 2R RAFIITATS LA > REE
JITATHURE R TATZ BR8 RS vl iS4 - PITATHBE R TATZ ik 2 8
A FEEREE R E BT AMRIEDNAT K /8035 G AT T P B
Z IR B - BB L TE BT TR % o B B B L T U L TAT 48
HTATZ R SRR RN T » 38 a0 058 8 2 Ab (7 B 2 B0 B B4 1B B ol
IR E R

BT E > 76 A G403 B HF] 5 5,364,9345% o Frilt 2 A
B PR 5F B R AR ~F 28 88 L BT B 46 R B4R AR AT & $U TAT 148 B TAT
LR B - BRI BREABBA —HSERBHNENS R
BT ZFBAMESAERSIRERNRRAFIINEBRSI - K
BRFF YR E 8L - BURBENBETTATH B RTATS K2 — 2 % [
PR EMEERINAED —ERER - JEHRILEIITATH S
KTATZ R P EFEFEENEL S F2FY B E S RE S E AT E
FEERFYBUCBBER/NMRBEMEETHEA - B BE L [ fE
MEREBEEMAGAFMEERFEENRD - HEBRNRTBEHAS
— BB EUGERE KB B M B B o — (AR B B (G 0 A A B
MEREKE  THRTEERERVER - SARBRLTRER
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FEAINESEBERGEEN - AFCBAETREAUTEE  RKMERF
FIFEA - BRARBNAERER  RARMEZEBIHERIAHRRK
AFIIFTRIRZIEMNE -

ANEEATATHERTATS KR - ZERFROINEHEEZRER
ADURE B E B B LE B 7] 7R NOR Ui 80 COR U BE #8878 B T ik 2k (N BB 5%
B FRERFKRZHNTATREKTATS IR Z A EEWEE L IELE
oY BE 2= B SR A

MTATHIER R TATZ KA R ATHE TE MM P £ — Bk
fif ~ FTBEIMKABRAMMESHK - BREFSZSREHBEBLELENS
KERAE > PIMEHACHER T EEERBERE 2SR N
EHENBEEECE  NEHAES ZIRHIE B DNAR S BAE
FrE e B—BEZEME RO BRBAFEIBRHS KA B ZDNAR B
HFEBARCHEKEPCRIENE - FPCRPES RIFIFERARE
DNARF B TR R IR F L E B - TITATHIEE K TATS K B ER 8K 4 £
AYFFIBRZ RARATATHBERTATS KA EZEEL —BEYR/HRE
EE -

EREERAID  HERIRFENAURERERNRBRNES
e ERFMNAGIEEYEREL  AUSIAESEEEZMLEEIF
BIEBIRIERA - R TR EEERENE—SHMR)  HEEE
7 -
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=1
N ANl LIES
FREEUX X
Ala (A) Val ; Leu : lle Val
Arg (R) Lys ; Gln ; Asn Lys
Asn (N) Gln ; His ; Asp ; Lys : Arg GIn
Asp (D) Glu ; Asn Glu
Cys (C) Ser ; Ala Ser
Gln (Q) Asn ; Glu Asn
Glu (E) Asp ; Gln Asp
Gly (G) Pro ; Ala Ala
His (H) Asn ; GIn ; Lys ; Arg Arg
Ie (I) Leu : Val ; Met ; Ala; Phe ; Leu A=l
Leu (L) ERMEES 5 Tle 5 Val ; Ile
Met ; Ala : Phe

Lys (K) Arg : Gln : Asn Arg
Met (M) Leu ; Phe : Ile Leu
Phe (F) Trp ; Leu : Val ; Ile ; Ala; Tyr Leu
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val ; Ser Ser
Trp (W) Tyr ; Phe Tyr
Tyr (Y) Trp ; Phe ; Thr ; Ser Phe
Val (V) Ile ; Leu : Met ; Phe ; Leu

Ala ; TEERERE
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HEHEENNERET FWEBVITATIRE SRR REERE -
M ZENREEEHEFUTZERAEEEARAR  9RNREFS
RERCEBGINEFEFBURERET)  O)FEAMARE S FRERK
BRAKME » Bl R/ - ATERERAEFEFERREECEE
ol

(1) BikM : IFEEEEE - Met ~ Ala~ Val ~ Leu ~ lle ;

(2) A  Cys -~ Ser~ Thr ~ Asn ~ Gln ;

(3) &% : Asp -~ Glu;

(4) ®ETE : His -~ Lys  Arg;

(5) EEIAHEE  Gly ~ Pro: &

(6) B & : Trp ~ Tyr » Phe o

FRTFEMAREFTEFLSEEIN P —FBIREBRK S —HE
Bl o el ERMACEBES ARTFERAMAEFHEES AHKER
GERSFMELLBE -

ZEBAAFEALERMNFEHNCFEFEUEEEBNEZ(E
Fh)ZREEEE B - IAER IR i R PCRZEBEEE ) 1T - 7] ¥ EJE 2 DNAJE
1T € Bh 28 % 55 2% [Carter % A+ Nucl. Acids Res., 13:4331 (1986) ;
Zoller% A - Nucl. Acids Res., 10:6487 (1987)] - ¢ 5l & z¢ % 5 %%
[WellsE A > Gene, 34:315 (1985)] ~ R il 38 12 S8 B G5 3 [Wells % A -

" Philos. Trans. R. Soc. London SerA, 317:415 (1986)]5¢ X ftt & 40 ffif &
BLETITATHURS BUTAT % k4 2 45 DNA -

A RAmERERS T IBERFIEN NS EEER - &
EmEEERBENE NP ERER  ZERERCENERE - Hi%
B - MRIKER R FREIZEE - EUtEF - WHEREE BRERWIKER
REEERBBEKECHAEIETNTRTRUERERB I THEER
[Cunningham} Wells, Science, 244:1081-1085 (1989)] - 7 iz B i & 7R
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B ABESREABER - I EEREERERKRBEUE

i [Creighton, The Proteins, (W.H. Freeman & Co., N.Y.) ; Chothia, J.
Mol. Biol., 150:1 (1976)] - NN KREELEEES R > T
EAETFFREEER -

— fi% 7% ] R A A R I A T B A R U TATHUBS S TAT S Bk 2 &
BUERNEREBEBELNE S F2RAMBE M R R E R -
M AR BB AN I ENTATHIE N TATS K LI R HiE
EHEEHEENBEEWFVE R B -

TERECNABEEEUY RINAEATE GO AELIA
FiR)c —HZEeREaRE - — KNS ZEARE-—SWHEZ
FIe2AREEUYNELARECBHATNBEERURCEYREE - BEL
ZENMRBRERBCEHE N ESREAGCEBER CEMN LR - S
Z o o B = R & oL BE (B an6-T{E L Bh ) Ze AN B AL B IR E A PR A 1
REZIEEINA - FrELECHBEEBUEEFADMEEHENEHE
P eMBZERINEYBREHEXEMREEEEMLZH - B
MANFriE RS HEEREWBINES RN NG EREE LR SR
i - BEAANREHCBRESBENS  TTETRIERIFHEEER
DENEZETPRNAEECSBEREE - HEBEHBH SR
NMEESYCAERBUENNBHE NETATS R MM EmEa S
ARty  ZEERBERPOIBESARBRBA PR HATEAAL
MEEY  EEERFBRER  UAXFTEHBREHESETEH
#o HiE—HLZEMEMRAPEEEEEBERECNBRANE—S
WE9E -

WIS TATIRE C RERFI S EB I ZB S FHRAELERTE
MG - ZFEANEEFEETRRMN)B XA KIE S H(E XK
FEZEERFIISREZENT)  HHFE ARG JITATH S 2 #
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ERIGFEERBPANERLRETEN B (S ER)#FEH - PCREEE
BRI SREFHEME -

H. EHiPi TATH 88 e TAT% K

ARBHCHBEANDELEEHATATHE RTATS K - —EEA
LEEEHMEEENRTATHE RTATS IR ZE R EE BB EEEHAT
£ B FE > BB AT 4 B RE %0 BL HT TAT 5T 8 B0 TAT 25 R o B 32 R $8 B¢
NARIRERCR IR E N IE - ¥ ERERI T4 E AR BIAE R TATH B S
TATZ AR BN K AN B X EEERNREUARM AT TATIE 2 /A
% ARZITR - ERXBEEEANL-EERELBE)2-FE
e IR B  N-FRET BRI IEES - Bl 4-BREKBBRERZ
Be ' M ERMIIGE  BE T MR ZW33-ZHAEYE
(WBR'T —Eioof4BR) c S EEIET & B ik - ZW%-N-IE T % Z B
oo EE-1,8-F A 0 KT E--[(HBEREFE) T HE N KB
L AHE -

HMEHuE sl EMAmER RS BEEEBEEEZ L
AR FERA R e e R & PR BR A (0 Ff PR B e e R B S B qL - (AR BRI
HOR LM R R R (FRERRER - FEIR e A R B (6
o- i & B E {k [T.E. Creighton, Proteins: Structure and Molecular
Properties, W.H. Freeman & Co., San Francisco > %579-86E (1983)] » {#
NZK Ui % Z B {6 B 38 (R AT CoR i ¥ B i1k -

ABEREHBNFIEEZINTATIHE R TATS ke 5 —EiLEE
MBENERERNSER I RABEEMESX - HRA B > " e
RABEMAEN ) ERXEBRERRF I A TATH B B TATS BK F Fr
FEZL KL ERAKCEYH T GEERBRREBEBEMMBREHL
BRI RE TG ARAEEMR/HRNIN—H L ERAFTIFITATHL B
HTATZ RPN EFEECERELAE - B4 BAEBEERAEAEZ

C178142PA doc - 100 -



201437228

V8 2= {LHY 12 B 8 L (qualitative change) » WRFIFHEZ S ER AL G
YER oy 2 M E K LR A -

MR EMERCEEABENEZRNOERZR - NEZA(R
ARSI B R LR BE ZAIEEE - ZKFEII KRB -
X- ik B B e K 2 Tl - X - B I IR (3 R XOBSS R R B DA 9L o2 (T B R R )
B /KL & YD BB 43 B K & B e (I S8 AR R B B 3 AU R %1 - RG> %Rk
TE-REFE=ZRFICEEEEBEBEEAIE - OF 2R 5K LR
EEN-CEEEST AR - PEBRAE P —HEBRE R
B H R MR IE B B IR BR 0 1N 8 IR AT {5 5- % iR i B B 5 - AR L i
%

HEBRERERFIUEEEE LR =ZKFI P RS H
7 1 TATHU RS2 B TAT % K o 778 068 2 1k (67 B (B 72 NGB 332 B 0 2 10 7 26
M) o 78 H#E B — Bk 2 {8 h i B Bk P BR T8 B VS I B SR IR JLTATHL
R TATZ K2 P H B 3% — 0% B A I B BRI B B B B R 14
FUTATHUHE SR TAT % ik 2 Fp 51| 2R A 17 o 8 (T 1S O JEE ¢ 21U 8 B b L Bh T
5)  TUTATHUER B TAT % B fE 2 B 15 7)) W i 1% 0 4% EH DN A J& [ 2 % {L
e o U 58 H 5 #R 1B DU TATH 8 B TAT % ik .2 DNATE 788 i 5 58
RELFELAEEEMFRERCEBT -

IR TATIE R TATZ K E2 KL EWH LB E 2B — AR
REHEBELENHREEENZIK - ZFEHEMmALERMG S
BN 1987FE9IF 11 H A B2 WO 87/05330 ; K Aplin & Wriston, CRC
Crit. Rev. Biochem. » £5259-306F(1981)

AL RE TS ERHEENAEBE R EEEMIZE %
EREENEB T RERATATHRENTATS K EMEEZRKLE
ME sy  CWEEEEARWBLERGRATE > B &R 6|
Hakimuddin A > Arch. Biochem. Biophys., 259:52 (1987)k Edge%

C178142PA doc -101 -



201437228

A > Anal. Biochem., 118:131 (1981)ch o &] 25 {8 F % %& 4l Thotakura
Z AN » Meth. Enzymol., 138:350 (1987)f 2 W Y] K 44 U BE & ES Bg (&
HREZR E 2K EWER S -

MTATHERTATZ e S — A EEH O S HE B RS IREE
B % FI 55 4,640,8355% « 554,496,6895% « 554,301,1445% « 554,670,417
5 B54,791,19258 855 4,179,33 755 R Frat « FEBN S EIHEE L
HREVMWPIWRZL _EPEG) - RA_EBEXREMEKE)Fc—E -
MBERZRAITEERFNEHEREMRERAER S ® F < MB
AP FEBEZRUBESNHABHUMBERR-(FERNEEF
EE)VMBE )Y BENBREYEERAR(BIWOREER - B E LMK
B2 WELE - RARTFRRABERE)T  BEREILRTF - ZER
{17 $% 7k > Remington's Pharmaceutical Sciences » & 1655 * Osol, A.{&
(1980)cfF -

AHAZTITATH B R TATS KR A A EE A X EH U R ES
MTATHRERTATZ M EN S —BRESZREERFIICB®RE 7
{F— °

FE—EERAF - ZRE ST EEVITATH IS B TAT % BK B 4% 4
ZMRCEEY  ZERESHRERAEENETEEREAINERE
2 -VMEREEFEE —MENRNTATHREKTATEZ K2 EERNKER
b o AIE AT H RS R B EBFITATHERTATS R ZE
FREEZLCKANEE  REAFRREEEBETLFEESNTATIE
HTATH RGeS A St FERBERN M ER N EENERESNER
EERBEC S —HEHHRAMODEEMNNL SEELSIREEZBNES
T £ T B 3R A0 - B BB 5 IR R BR (poly-his) B 3R - #H % &% - H 1% %
(poly-his-gly)fE % : flu HAKE S % Bk B E H 8% 12CAS[FieldZ A+ Mol.
Cell. Biol., 8:2159-2165 (1988)] ; c-myciZ % F H 8F9 « 3C7 - 6E10 -
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G4 ~ BT} 9E10 471 # [EvanZ A > Molecular and Cellular Biology,
5:3610-3616 (1985)]) ; R EMME LK BHEADED)ER K L HE
[PaborskyZ A - Protein Engineering, 3 (6):547-553 (1990)] - E 1 Z %
% BK 42 $5 Flag- ik [Hopp% A ° BioTechnology, 6:1204-1210 (1988)] ;
KT3#{ J5 5k 58 L K [MartinZE A > Science, 255:192-194 (1992)] : a-f4%&
% P P E 5 Bk [SkinnerZ A > J. Biol. Chem., 266:15163-15166
(1991)] ; RT7TEHKI10E H B KAE % [Lutz-FreyermuthZ A > Proc. Natl.
Acad. Sci. USA, 87:6393-6397 (1990)] -

E—BAEERY T - &REHSFAIEETITATH 8 5 TAT % Bk £
REREANREREOCREBZMEY - HRRESTFZZEFW
NOFES T REFWNE ) ZMETBIgCH FZFE - g &R
2B 5 DA AT 1 (95 B 3 Bk 2 B0 2k T ) T2 =X 2 51 TAT 5T 8 B TAT % ik BY
RIgp FTHRHZED—EAJEE - E—LEEHA+F > REREQRS
YIEIEIGGl ) T2 KHME - CH2 R CH3IE B ## & - CHI - CH2F
CH3E - N B EREOMEMCESLE » TMBRI1995F6H 27H HH i
2 ERHEF|E5,428,1308% -

I 3 TATH 88 R TATS K

ML FERNEEERCSEARBATATHE RTATS K2
1% B i BB B8 10 B0 e ny M I R BUE PLTAT S R TATZ B - B R
FEHA G IR BT R AT AR 2 B A T R R A A B R JT TATHU B8 ) TAT %
BR - BBIME > @8 MR 55 5= 884 7] #5 B 60 A (& A8 #2915 1 #% K
B R E A4 [ 2 R B4l StewartZ A 0 Solid-Phase Peptide Synthesis,
W.H. Freeman Co., San Francisco, CA (1969) ; Merrifield, J. Am. Chem.
Soc., 85:2149-2154 (1963)] - A& Fl F I M B FE HH B L IERE I &
TTEHBESG M - 7 HI40{# F Applied Biosystemsfik & % & (Foster City,
CAERAHREBBZRVUSEFHMEGRK - NTATH B TATS K 2 & &8
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DRI DA REEREERCERBRAEEEGUEEMFINTATHE
B TAT% BX -

1. BERR IS PUTATHI#E B TAT % ik Z DNA

w15 DU TATURE B TAT % Ik < DNAT] B Bl {5 B B i TATHL 8 B TAT
% BkmRNA B DL A]{E#] & & R I X FITATHI 88 B TAT % fkmRNA Z #H &
Zifl < cDNAEER - Fit - AEATATHEHNTATSZ IKDNAE B H A
BB < DNABEERR - RIBVITATHR K TATS K2 ER IR B
ERNHEESHEHCHNEeRERFBINE B LEESR)ER -

B AR UENEARERNZERMRFEEZE QBN ES
(FWMEEELVH0-80EBECELETER )G E - AT AEW
SambrookZ A > Molecular Cloning : A Laboratory Manual(New York:
Cold Spring Harbor Laboratory Press, 1989)ch Ffsift 7 1 #£ #2 FF L FF 38
PREHEf B cDNABLEEEHE - S BRBE VI TATIE R TATS k2 E K
Hy & X 75 2\ & £ A§ PCRJ5 ¥ [Sambrook % A » [F] £ : Dieffenbach %
A > PCR Primer: A Laboratory Manual (Cold Spring Harbor Laboratory
Press, 1995)] o

B cDNAB C KT B UL ER AT AA - EEEREH CEKTE
MEFYIEEERWKE B 2 481 DUE RS 4 (false positives)jil £ &
K BREERRESELUEETERLTRAEEZESR ZDNAZ K
AEE - BE S EBLEBAT A - B EEEARSEERL - R
32PIZEC Z ATP ~ )R BB IEEC - Sambrook$ A » [F] b A H2 ft 5
KRt BEFBEREERSBEE -

REERENEMEND CFITTHEFEAREE L ABAERE
(58 20 GenBank) B ELfth AL N 51 BRI EERY KM E 501 F 5 L8 K L ¥ -
AEALEERTFERNRANFEZ AEAES FIREEANEBEZ
REVIZCFY - HE(RERBZEEEHR) -
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A FEHET R AT EDNARERERE - AR E XIB R & K%
HBFY - HXER > {# HlSambrookZ A » F LAt 2 Z 508 ] F i€
{2 7 DA ) 5] B8 1 BE 3 88 &k 5 cDNA 2 mRNAW §i7 & % K i T = F
VERERSEEELEREBEFI KB -

QBT EE REE

DR R A TATHI R BCTATS BRE £ At 2 RILEGEEH B
WMANENETHE  EEMBEARCEANESBEEE T EEUTH
BET  EZEREEHIBNBEERBAEFIICER - FUOKEE - B
B~ pHIE B H R PG 4 o 55 8 15 14 7T | B L TE 10 38 A N 1T 38
EEETEE RS CHREEBEYCEENRANER - AR
K B A £ fir ] ® # Mammalian Cell Biotechnology: a Practical
Approach, M. Butlerfz (IRL Press, 1991) % SambrookZ A+ [G] F b o

EMMELRFEEMREI Y 8 —REMmER - Fla
CaCl, ~ CaPO,~ [EEBENEREZE. - RATABIMEME - FHE
REXF MM R E R SR Y o 4R B & 1L 85 2 85 5% 3 (20 Sambrook &
AN BIEfIOREEFE—RANREZEY - HRURE LHER
(Agrobacterium tumefacien) /& 4e 17 JE LEAE Y M D ' 88 &Y » f1Shaw
A » Gene, 23:315 (1983)K 19894E 6 5 29H ANBI~ WO 89/05859FF it o
HNEZFMEE WL EYMIE > 7R A Graham & van der Eb,
Virology, 52:456-457 (1978)Z WaE& 5 k&% - HELBIV WM IETE £ 24t
WL AMNEBREHLNEREF E4,399,2165% F - & & R 1% Van
Solingen%: A - J. Bact., 130:946 (1977)% Hsiao% A > Proc. Natl. Acad.
Sci. (USA), 76:3829 (1979 Z FEHEAREER G - i > RE] A #
DNAS| AMIlER c HM 54 » BENFEREHES - BEEfLE - FHH
FAERETBHMEME RGBT (HI0 &R (polybrene)
R B IR & (polyornithine)) - B N BRI ML B WM 2 SEH M
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% H KeownZ A Methods in Enzymology, 185:527-537(1990) &
Mansour& A » Nature, 336:348-352 (1988) -
HANREREXRAANEEIDNANE TMBEEFEESLEY

MEREREZEDHE FESCEZEVBFEERRMEMSE -
78 0 % B@ IX B2 7% (Gram-negative) B 18 B KX [% 4 (Gram-positive) 4 %)
B > BIU085 N E £l (Enterobacteriaceae) » A KGR H (E. coli) - &f&
REREERUTLHERS » W KEBREKI2ZE % MM294(ATCC
31,446) ; KIEBEEX1776(ATCC 31,537); KIGEEEHEW3110(ATCC
27,325) kK5 772(ATCC 53,635) - EMiE & Z RiE EMEEEE N
Bt o W3R 7 K & (Escherichia) » Pl KRERE BEH
(Enterobacter) » BX 3 [K & (Erwinia) » 3¢ & 10 K & (Klebsiella) » 817
Bl (Proteus) : ¥ K12 & (Salmonella) » 120 B %5 32 ) KR & (Salmonella
typhimurium) : ¥ & K & (Serratia) - f 21 %5 B ¥ F K & (Serratia
marcescans) ;2 & 5 K & (Shigella) ; DLk 3 15 & (Bacilli) » A0 E
R & (B. subtilis) & #1K ZF AR & (B. licheniformis)(F 4l » 19894
4R 12H A DD 266,710 fi g R Z MK F IR E41P) - BRERE
(Pseudomonas) - 3£ 0 # BR 42 & (P. aeruginosa) : K ## f#l
(Streptomyces) o [t B B G R ERY M FERIER) - BERW31108—
BMAEEITHRAE T DR HEREHDNAEY BB CEABIH
e BEMERESWHBLECEH/KER - B401ME - EKW3LI0
RARUERBEIAFRGEEEBECERTEREHEE  ZEHE
FXEABEERIBGERWIIO0OEKIA2  HEFTEEKHtonA ; K
BREEW3III0ERIE4 - HEFTEBEK I tonA ptr3 5 KIGEHE
W3 1108 Bk 27CT(ATCC 55,244) » H B 4552 8 £ K % tonA ptr3 phoA
E15(argF-lac)169 degP ompT kanr ; KISI2 B W3110&#:37D6 » K B
5= B tonA ptr3 phoA E15(argF-lac)169 degP ompT rbs7 ilvG
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kanr ; KI5 12 B W3110 [F ¥k 40B4 - H & H F I £ Hf 8 & (non-
kanamycin)$i 4 degPifk 5 28 8 Z E#R37D6 ; K 199048 H 7H i 2 3£
B EF) 54,946,783 i B A RBEAEEHB I KGREEK -
HFE > BFINPCREHMEMREBRIECEBNEELTEREEH -
RMETEASZRAE NBFEERAEMSERE > LH
TR R FRIETHRER > B EBEABESNHEREER
BlinER)LREESYEER IHEBEMARZIERER - 2R
BEERETEERAGLEY ARBEREEFELAERAEEMRAR
R -BHREHBAPREAREFERZK > 2 1 60 US.
5,648,237(Carter & A ) -~ U.S. 5,789,199(Joly % A ) K U.S.
5,840,523(Simmons%E A )(E # it # 3 ¥ 24 & (TIR) K (R 3R K 70 Wb i
EAZERFY)  LEEFDUFIHZHTABHARF - RER - 7
PS8 KI5 AR B M MR AR Y mTs E0 43 R 4 B HL R i 5] U E AR el
W% QB ARGE MM AL - o7 EE LU 5 #1072 51 20 CHOM g o R 3R
L VIR 7 B R T B R AL -
fREEEYLN > BUMKEESEECERMEYRESH
MBI TATHI B KTATS ke BB BENRFAEE - BEBER
(Saccharomyces cerevisiae) B # HIKHKEMBE EMEY - EMEEE
J ZY 5 B &} (Schizosaccharomyces pombe)(Beach 2 Nurse, (1981)
Nature, 290: 140[1981]; 1985458 2H A Z EP 139,383) ; % & HEH7
(Kluyveromyces) & ¥ (% B = F] £ 4,943,529 %5 ; Fleer & A >
Bio/Technology, 9:968-975(1991)) - 3 21 2L B& %] & # I B & (K.
lactis)(MW98-8C - CBS683 - CBS4574 ; Louvencourt & A - J.
Bacterid., 154(2):737-742)[1983]) -~ M B %] & # i B & (K.
fragilis)(ATCC 12,424) - {F 407/ 5 5 % % 57 B2 & (K. bulgaricus)(ATCC
16,045) ~ i K 75 & HE 7 B2 £ (K. wickeramii)(ATCC 24,178) - )k K&
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oL B B (K. waltii)(ATCC 56,500) -~ R #f = & 7 & 8 &8 (K.
drosophilarum)(ATCC 36,906 ; Van den BergZ A : Bio/Technology,
8:135(1990)) ; [ 24 55 & HE 7/ B% R (K. thermotolerans) K B 77 8 50 & HE
17 B & (K. marxianus) ; Hf K B2 &f (yarrowia)(EP 402,226) ; HER K
(Pichia pastoris)(EP 183,070 ; SreekrishnaZ A - J. Basic Microbiol.,
28:265-278[1988]) ; 15 #k B2 & (Candida) : B JX A& % (Trichoderma
reesia)(EP 244,234) ; $H 5% Ik f4 & (Neurospora crassa)(CaseZ: A » Proc.
Natl. Acad. Sci. USA, 76:5259-5263[1979]) : ¥ Kf B
(Schwanniomyces) » 3 20 ¥ H ZF L B (Schwanniomyces
occidentalis)(EP 394,538 » 19904E 10831 H /AR IR EE - 40
ik 2 (Neurospora) ~ H & (Penicillium) ~ 2 Z§
(Tolypocladium)(WO 91/00357 » 1991 1 8 10 H 2 B ) k. #

(Aspergillus) 5 * - 2% 20 18 3 % 8 (A. nidulans) (Ballance % A
Biochem. Biophys. Res. Commun., 112:284-289[1983] ; TilburnZ A

I

Gene, 26:205-221[1983] ; YeltonZ A Proc. Natl. Acad. Sci. USA, 81:
1470-1474[1984)) B B4 B (A niger)(Kelly &z Hynes, EMBO 1., 4:475-
479[1985])) - EHEESAEARAXNFEESHN BEBEUERRR)IGEHE
FELERCGEBHUTHEMCBYEER © E#HRE S (Hansenula) ~ &
BRE - U #) 3 B & (Kloeckera) - &# 7R X B & (Pichia) - BE AL &
(Saccharomyces) * Ef % B% &} (Torulopsis) & 4T B £F (Rhodotorula) « f§ii 5%
LR B T EMERE E 7] RRC. Anthony, The Biochemistry of
Methylotrophs, 269 (1982)th o
BEHANRKRABEMATATHERTATZ KB T MEIEE 2 Ml
EYE  EEMBYVHKBECELBEER &M GEW RS2 k& i
SO KRTEY) M GEURTE - RE - BEHE - KE > BES - BHOK
REZHEERY) CEINZEERFERREBERBURKEEN
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B i 55 £ (Spodoptera frugiperda)(F #2) ~ 3R K il (Aedes aegypti)(#X
T )~ B I (Aedes albopictus)(# 7 ) ~ & & R ¥ (Droso-phila
melanogaster)((R #E) &% K E (Bombyx mori)Z 18 FTHIMEEFF T B &8 £
A ARERISERFREERLOHRTE  PIUERE Y BUKRH
(Autographa californica)NPVZ L-1%# & 8 K 52 B NPV 2 Bm-55% 5 I -
HIRBABRPZERBUAFANFP2HE LEANELEME 2
AL -

R > BHEIYMBEEZHE  BEEHEYHENEEZEYGES
EEYTCEEERE —EESAER  #EHAWLEBYE ZHERLZ
E WS ARSVAEE A 7 R E CVIAE R (COS-7 » ATCC CRL 1651): A
MR BEMAEKRQBMME KSR EEUSERFERZEYFER 293
Ml > GrahamZ A » J. Gen Virol. 36:59 (1977)) ; %8 E B I i8
(BHK » ATCC CCL 10) ; 1B & B UJ £ 4 g /-DHFR(CHO > Urlaub%
A » Proc. Natl. Acad. Sci. USA 77:4216 (1980)) : /NE /& M I (TM4 >
Mather, Biol. Reprod. 23:243-251 (1980)) : J& B g M M2 (CV1 ATCC
CCL 70) ; 3E W &% J& B i 41 s (VERO-76 » ATCC CRL-1587); A\¥E'H
%F 4% 4 g (HELA » ATCC CCL 2) 5 K ¥ 41 fir (MDCK » ATCC CCL
34) ; 771 B K BT #1 g (buffalo rat liver cell » BRL 3A » ATCC CRL
1442) ; N\ MEH K (W138 » ATCC CCL 75) : A ZEHF#H M (Hep G2 >
HB 8065) ; /NE 3L FE & & (MMT 060562 » ATCC CCL51) ; TRIfH 8
(MatherZ: A > Annals N.Y. Acad. Sci. 383:44-68 (1982)) ; MRC 5#H
g FS4MHME R AN ER R (Hep G2)

AL AREERTATHEBHTATS R RE SGREHEENE
THE BEMBREUTEE 7 EEHLUGRIEERENTR
Tl ERNENEREEBREFESR

3AENRECEERER
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B % 4 05 PLTATHL S B TAT % IR 2 £ BR (B 20 cDNABK 4t (2 75 #H
DNA)#R A R EIE(EEDNA) AN R TR HEE P - T A
EGEEAUE HEUPUELEE MEE WENTHRE®EFP
N HEHZEEFHEEZRFIEAGRES - —KmME - AL
IR MR ER M EDNABA B E R EZBAN VBB - &
EES —REBERRR)—HZEUTE : E5F5] - HRELE -
— KL ERECER - EETTH - B FREERLEFY - 8F &
ZELEFHSCESHBEBERAAELIEENEE M EEE#E
T

TATNMEREREMESLS  MARFRERFESREEMESE
£ ZEFESRARERFIINEXAELERSERINKIGEEF R
EUERBAUBIEMBIK - —RME @ BRFIAREHEZES »
HuSEARE R ZRBIVITATH B B TATS K Z DNAK) — & 5 - (5
e 51 BT RSB B B0 L ER B - 7 (3R BB (penicillinase) ~ IppE(EA
REBERIFEFI CHNEZEMGERFY - HRNEBEZSW >
SR RAINEEAEEFS  cATHEFI(BEEEER
REENEATFRIEFS] > RFE RGN EBIFEF55,010,1825% )5
BRPEEERBE AT E /73] - B BRI E (C. albicans)® B B A H 7 5
(1990 F 4 H4H AN B Z EP 362,179)8,1990F 11 H 15 H A B 2 WO
90/13646 1 it < E 5% - LB MM REF > TEHAMALEYE
RFSIEZR T WERE - #HUKE EESRMEEYE S WS REIE 5
7 5 LA e 97 25 93 W BT3B 7 31 -

RAWEEHES S ESEENE NS EMEETMEF
BHNERFY] - AAARZEME  BORFEIZERY - kE
B ¥ pBR322Z B BE 7Y K #0405 B K /2 7% #Hl & (Gram-negative
bacteria) > 2pE LB EANER > HXERELE(SV40 - LK
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2 W E - VSVEGBPV)@E H R AR 2L 8 ¥ M b R iE kA -

RERZBEHREEE KA EEBEER > THEMEELEY - #
MERZERNFHELUTELE  @QEFRANAETHEMBZRBIOZLE
78 K (ampicillin) ~ #7 % % (neomycin) + FF £ BE 14 (methotrexate) 5% PU 2
F (tetracycline)) % » (b)FHFTE B B BRFEERZ » B(c)BEIE T W] B & H15
BETEICHEZE  IUEGREERBD-NEBERBZER -

WY CES A ERLYNE B ESRAE BT
KW HLTAT TS SR TATS BR#R B % B < M MR IR 0 Y - S W0DHFRE g
B 3B - &R A% 4 5 DHFREY » 8 & 18 F # it 5 Sk Z DHFRIE 4 2
CHO #f Mg #% - E 20 Urlaub % A > Proc. Natl. Acad. Sci. USA,
77:4216(1980) ATl 245 K %0 - HAN BB EEERNEFAENRER
B B YRp7 % By trpl £ (8] [Stinchcomb#: A > Nature, 282:39 (1979) ;
KingsmanZE A+ Gene, 7:141 (1979) : TschemperZ A > Gene, 10:157
(1980)] - trp 1 BE [NI£2 it Al PR 72 €0 B BE R & 4 = RE 7 Y B 155 28 88 ik (B
U1 ATCC # 5% 44076 B, PEP4-1) 7 % #2 & 52 ¥ [Jones, Genetics, 85:12
(1977)] -

KO KGETEEEE B E 28 7] 5 (F 8 52 4R 15 JT TAT P B2 5 TAT
LR F YR E) 7 LIS EmRNAG 3 - PRI S E 718 £
MR B8+ - BANEZE X2 EE FEER-NEEIZE & 2L &
é)j%,%%}i[Chang%)\ . Nature, 275:615 (1978) ; Goeddel= A » Nature,
281:544 (1979)] ~ W M BEBE BY - 0 % BZ (trp) & B) F % #% [Goeddel,
Nucleic Acids Res., 8:4057 (1980) ; EP 36,776} # %X F &) F » £ flltac
P& B T [deBoer% A -+ Proc. Natl. Acad. Sci. USA, 80:21-25 (1983)] -
FRAE R B F IR E & 8 7] # (F 8 2 1A 4R 15 BT TAT T 88 5 TAT
% ik 2 DNAR 75 #K-3% £ 3% (Shine-Dalgarno » S.D)FEF| o

HARERE X ZEBFYICEGIEIE R R 3-5 5 H W EE e
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[HitzemanZ A - J. Biol. Chem., 255:2073 (1980)]8 LA T =2 H it 5 B i
fl§ [Hess % A -+ J. Adv. Enzyme Reg., 7:149 (1968) : Holland,
Biochemistry, 17:4900 (1978)18Y/E B : B GEEEE - HHE-3-B B
EZElE  CHEME - WHREBEZAE  WMERBEE  #EE- -3k
REEE - 3-HBR H B 2 (7 B8 (mutase) - NEABL AR  BIEEIPEE B
By - BiER AR 0E RS KX B M8 IR -

BEEERZERGHEN CHMESCFTEAUZY FHIEME
BESHFEARULTZEHFE  BEEX8H2 EMEGERC - BiE
BEEeES - BMARFMEBACREER  <BRE0 - HHE3-BEES
Bk aERFHEFPIARBIEAZCE - BANEORACEBREH T
HE— S HEAMFAEP 73,6575 -

LB YE MG B &SP TATHU S B TAT % K Bl 20
EEBUTZES Y WEGUZHEREE  BEREN9I8IFETAS
HZA B UK 2,211,504) ~ IRmEGEMNRFEE?2) - F9=RKEHRS -
BHEANERE  EMERE NESFE BINKKBERERKS
40(SVA0))w ZERH BB+ - EFEHABYES FBIUNEERZE
TR EREOZFHFORMKREESGF > AEZSEEHTFHEBEE
M RFEE -

FH 5 MR B R A W Bk A 1S DU TATHL B8 B TAT % ik .2 DNA ] B 38 54
TRy ASEFIgM - 188 FHDNAZIEXERATH - BEBMHI0
2300 bp FEAINEE FLUGHMEES - HRICHHF L RKEHILEY
ZR(MIKED - BHEELR  HEH oBREAKRER)ZIERET
Byl R BEABEEARESELERFAEZ 0BT - BHEEE
WL B ZSVA0E5E T (bp 100-270) - EMifE 5 F & & 71854
T BERNEERAZCESEREEE TFRBFEEIGET - 898 Fa5i#&
REIE P TATH I R TATS KRG R 52 S' 83 M B » EImEMRE
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BT 2 5B -

AREXELTHRERS - EE - BE& Y - 81w - AEIK
BEMSMEEYBCERMCRAEBIEEXRLIEHREETE
mRNAFT LTI Y - IWEFIEE A B B 5% B DNAZ CDNAZS'
HEFIFHEZFEES HEEEEEEBERBITATH K TATS
MR mRNAYZ FFEEM S P o RIBFBRILFBROEEB & -

ERARKEWELGEEEE SIS MEEEY & R TATH
2 B TAT 25 BR B9 HoAt 05 v - &0 88 & 78 £ M MO 4 3 72 Gething S A >
Nature, 293:620-625 (1981) ; Mantei% A > Nature, 281:40-46 (1979) ;
EP 117,060 EP 117,058 o

4B BREEMRE

HNEZSEERBETEBEANRESL AFA T TATH B K TATS ik
fE £ - TESERE  BEKFI0(Ham's F10 > Sigma) « &K
15 55 ¥ % 2 (MEM)(Sigma) + RPMI-1640(Sigma) § kB 5] ok 5 # (7
8 B K B & 2 (Dulbecco's Modified Eagle's Medium
DMEM)(Sigma) » AR B & E FMIE - 54 > Ham%E A > Meth. Enz.
58:44 (1979) ; BarnesZ: A > Anal. Biochem. 102:255 (1980) ; % B B #|
554,767,7045% - 554,657,866%5 « £54,927,76258 « 554,560,65558 5 5
5,122,469%% ; WO 90/03430 ; WO 87/001955 B B f|Re. 30,985 ff ik
ZIEMEEESTHFHREEIHBCEER  TMEESEEELE
AR R/REMERATF(EURER - E8EORELRAE
RAET) BEFEWEAMH - 85 SERBERE) - {828 (3 W HEPES)
HEBGEWRE KMWE) - 514EFE(FEWNGENTAMYCIN™EEY)) « 7Rt
TR(EERERLEY  BFEUEMEBEHEACRREEELE )R
HEERFRREFE - T AEAERERTECNEE BENTM
HMLFERATE - S&GRGGENRE - pHIE K EELUEE)S S hl s
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BMETRACE XM ANEE - HBAE ILERMEFTRE -

5. I B R 530 /R B

F] B 40 %5 B3 % K1 #7528 B ¥k (Southern blotting) ~ 4G J7 28 B %
(Northern blotting)%E & mRNA 2 ## $% [Thomas, Proc. Natl. Acad. Sci.
USA, 77:5201-5205 (1980)] ~ BhijE 2 5 (DNASMT)ER A7 §E 722 » (F A

HERLCLEHENANBRIFIIEEEINRLF 2 EREG K/
R - HF > TRAEBIEEEYEE(DEDNAZEE - RNA
S N DNA-RNA R S E K DNA-E N EEEE)ZHE - fii8
N #EITHER - BAlEfT/ME > HPEEEESNERE > FENEKRE
FERkEEE R AIEAIGEENEEB I NBNEE -

HE ERNXRETHEOAREZESEGEUHARBEBY R 2 R2%
HBRCERaRHREREYRERCREENDNEZEEEREY
KRR - -HANRNKERRECREABRLERAOR/EBANTNETS
BREESHKRNE A EEAHILBYEFEE -  fIBEEHHXAF
FITATZ R » 0SS E R AR CDNAF I & A > HEt B E
IRTAT DNAHRIER R ENRREEC/HEFIIE fHE -

6. FLALPLTATHL8E ;X TAT% K

EEEENE THREEY R EKRFITATH 8 K TATS k2 &
B - FEEES - BIE#EHE S EEBENE K (B0 Triton-X 100)5
FEHMEXRBEEERFTER - TFEHSEYERCE FARERT

RTATHUBS R TATS BKFr A Al HEHRENEMER B E
o B~ R R B B A AR
ArEAFLEZEEMAMEEDENS KM LA TATHE K TATS AL -
UTHERFRYIREECMARER  FRHEFXBERTSH8 0 2B
B WAHHPLC » Z & kBI5GBt T R #u48 fs GE A DEAE) &4 5 AT
JR%  SDS-PAGE ; WiEASZ LR © 5 A Bl a0Sephadex G-75H# 1T 2 &t B
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IR EREAFEREEN  UBRENIGZBERY 0 &S PITAT
NMERTATZRCRARRAEEEL I EANESBESERE - TRHA
SEEOEMMA LS  HEZEHEEERTT S B8 B #50R 6
4 Deutscher, Methods in Enzymology, 182 (1990) ; Scopes, Protein
Purification: Principles and Practice, Springer-Verlag, New York(1982)
oo FEMATRERGNFTBEE FECHEERMESLCHEN
TATHRE B TATZ KT € -

EEMHEESWE  MBETRMEN  AEERBRTELS NE #
TWREEREF ERERMENES > AESE -8 > FlER
MONEBREREIMEKCEBFRZENBRE © Carter®E A
Bio/Technology 10:163-167 (1992)ff it 53 B 73 b B KGR & < B E [
PR CHBERER - B8 < K300 8EE 2 M (pH 3.5) » EDTARK
AEREBEBRERCPMSHZEE T EMBBAARYEER - TFEBHE LR
RS -  EVBESWESBEYZEBERT  E¥EAFEATEE
H B R AE i Y8 85 (B 20 Amicon B Millipore PelliconiB J& B 7T ) I 47 1L 5
KERMC LER - EEMAETP R P ] BEFEWPMSFZ E Q5D
FIRLNE EE RS > B EERERUBLEARSEYLEE -

HEFMRmEHcNEEEYTERAURBKEREIT - &
BEK - ENEEMNER R > RSB S®EMLEN - &
HEAFBRMEMECEAERYERFEERTE b & (TR EK
BEHFEHERME - EAEATHRMAEN AEyL » y25y45E 5
2 P88 (LindmarkZ A > J. Immunol. Meth. 62:1-13 (1983)) » ¥ F7 7 /1
BRAERKNEY3IME » #EZEHE GGuss® A > EMBO 1.
5:15671575(1986)) - s AN BT EZECEERE REERE - H
WA AEMEE @  MABEETERC RE ER KRR MAELL - %
MREHEEEFEUTEAERERREZHEZZHEER)E) R ER
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FRAOGEERMEES - P8 E & CH3E » Bakerbond ABX™HH A5
(J. T. Baker, Phillipsburg, NJ)# R #E4L - 78 0T 78 a4k B 2 P g
E o NMAEMANRERBEM AN FWHFREREES 578 - 2
EEUL# ~ HAHHPLC ~ Z &AW @M - HFE/EHT - SEPHAROSE™[2
TG FRAEEGURRLBEEBRERE)ER - B RE - SDS-
PAGE J Tt B S 14 & -

AL T R % - " A pHIE R #92.5-4.5 2 R A9 4 B
EEBRHEIEBACIERGTRYCESYETEKpHER K EMEE
ER@EH > BBEREEREBIWF50-0.25 ME) T £1T -

) REBHEEY

MBAZHER ZPTATHE  TATE S B - TATE S B #5
TRIMTATEZ R ZIGEALMEHBEEEMEMEZTE - 2K - &
RRERE R FH AR ELE P2 8B - MPE SR EENERES
i B R 52 38 BC ¥ B 7K ¥ ¥R T2 20 LA #E 138 2 (Remington's Pharmaceutical
Sciences, 2516k > Osol, A.#7(1980)) - Al ##52  &Al - ML B E
BIfEFrABERBRE THESERSE  LOERER > FWLHKE -
Tris - BiERHEE - BERE R HEMEREK  VIE4H > SEAENERK
R iR E(ENEN T/ \E_FEERESE  &LAKE
#% 0 BAFEF L - F 107K F K % (benzethonium chloride) ; FKEp - T
FEEAEFE YR PR AR - 300 R 5 B 5 S B 1R OK g
AlE ARE ME_ZR BCE 3-XE > KEFER) BEHFE
UNRRFIT0ERE)LSH s E0E > BUMEBEHEH - BBRRRAZEKRE
B BAEREY > BURZIGEMISIER  BER  FUHES -
Blglils - K2R - fHIZEE - RBIRBESCBEREE > BHRE - SR HAu
oK EY > BEEHERE - HERESONE S Z4% » 3AEDTA; E
JIFRETHE] > HUBEE L&A R FE > EWER - HERE  BEE
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B BUMERSE C SREGEMR - BORIUAERE  EMANE T 0 FEW
o eBSESYWNE-EQBEEEY)  K/SEREF R EE %
) > ZZANITWEEN® - PLURONICS®E R Z “FE(PEG) - MK EES
EEHS5-20 mg/ml ~ #8{£10-100 mg/mlZ HH -

AN ZRAEMA T EE —BULAERECEEHAEEMLEN
EEAESY BEBEEHHRIEANFZECAMEENEELE
Y- BEIME > BRLTATHE ~ TATHR S BERETATHE & B K2 T LU
S E—EFARYFIRERFTELE S —IE  PINESTATZ K EZ
AETMRREENE “NTATRERSHES S e iB@FE N E
BEBELARZCERET) B > HEYE B
MR - MEEER - MEESE - ERIHEE - PUEER R/ER L
2o YESTHEHABUESERFERENCEHGEFE -

NABIMNFEHEREMEFERNERE R EER D BN AR
B > PIIREREMERNABHMBEIR-(FERNKERTE)
MESVEANBREYE SRR WIWEER BEEHMKE - M
AW BAERNERABE)FHNELRT - ZFHWHE SRR
Remington's Pharmaceutical Sciences, %516k  Osol, A.#5(1980) -

TREFEBRGAE FHEEBREBICESENOE SR NE
ZEBRAKERGYNFBEREE  ZSFEEENRYY &P IR
KMBEEH - FEEBREECEMNBERE  KEB@IOR(WE
RIEEE2- R BB R(ZHEER)) - RARXERGEREHZE3,773,9195%)
L-B BB L- B BV R HRY) - NIRRT LG- 2B I %EE
A [ R PLER - ZEE R L R Y) (BE A0LUPRON DEPOT®(H 2LEE - 2 FE Bk
$ R V) B E AR (leuprolide acetate) i ik & AJ vE 5 S EKH8)) e IR -D-(-)-
3-FRETER -

HAREBEAREZARYLARE - A5 SMEDRKHE

If
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B R R EE R E B -

K. HITATHE - TATR G ERKTATHE EER > FRET RIGHK

BEETATEBRERCRE  TTAAKEZEHRE - £—EEE
Pl > TREBERZEEABCEAHOSMTATS IKEREKRIE - KEEH
ERZEABEEEEY R TETHCRE BB TTATELRE
Gy 58 AR E

0-KREEILE » HAORI0%EGME PR ERaE .

1+53 - E 10% @R MM R E R B R/ s r] B ELE - &
HHllE R e -

2+ -EBEI0%ERME P EEIMBHETE T BERE -

3+r-EBEI0NERMEFTHREITEESE T BERE -

TATS MR ERBE BRI+ EEBERBAIRBEIFEERR
TAT » M2+ B3+ R EFEEBE A RE S BERITAT -

EE S o A E AR M (formalin) & 7E ~ 5 85 A 2 JE 8 A A
¥ 1T FISH & ¥ - 3£ £ INFORM®( F§ Ventana, Arizona 4 & ) &%
PATHVISION®(Vysis, Illinois) » LA EfEBEFTATBE R ZEEGE
FHE) -

TAT:BERBFBIEE A FEAEEAZE R > fINEEREES
AEE S BERE T EARE B RH ERE A RBEAER)Z S
FEEWME  BERIERS, F)AANN TR EE &R E M KRTF
ity

MR - RBHAZIATATHE - EREKERS FEBSSEIERE
REER  ABPIHITATHE  BEREER>TERNRZEH RS
HIRHETATZ K BE (BPIMEBRS REGTF) - g - BEREEBS T
IR G TATZ IR B MM M (L B R L 1S R SME | & 2 & TAT
LK (BI20 HELISABE F 2 Bhi%) » ERMAEMMAET — @5 RS
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RE MR K ER R TAT Z A -

ERl WMEBESBHmE > BERFREEUTHEERZ —F M
T FMBEREEES  RERERMERE - FITATHE - FKE
E*ﬁ%%?f?&?j‘ﬁ GHRARER MM R CERE B EKEIE
AZEHEE RS REREEERMACEBIERR - LHER K
ZPNTATHRE - BR R AR FTHEANRERER RV ZE R BER
AR ES RIRTATZ I -~ NG RIER - JITATH B - B Rk E0E B
DFRIREHEA - KGR - FLNE & R SR RS
PIECEL FT ~ 5 R MBI R R C S BOEE A - JLTATHIEE -
BREAERy TR UTHEEME N BB RS S (B AR %
M FENEREECARIR)REAE - L 2HREEYW(EFW
TAXOTERE®(% P ftfl I ) ~ TAXOL®(K FH ELEE) - Mt E =T Kk
FREE)AREREE - LHERERR (good risk) B F ZBIE - 7E AT
LA BRBGR B EN ARG E S A S E R E R G TATH R -
GIREAERS THA -KSEAR R EREEERES - #5200 &
ZEHRXRPERCERCEHUTEYMCEHEEREE (2 RO WEP
0600517) - FITATHLRE * FIREA #7271 Bya A B & 2 (L B E
—BHRHE - ER—HES T PITATHEE - EREERS F R EE
BRACKREDNRSMERERNGIMRFRELE)ZEE R -
Physicians' Desk Reference(PDR)# 7 i 5 8 Bl i 7Y V8 FR &% TE 8 0iE 2 B
= o IbF Lt 25 B EEY) 16 B A WG 505 & KB & B BRI AT A
BCTFERE - FRCEERAERERMCBMAM EMmERE
o] B AT XE

E—REERAIT MEEREGSHTATIE  ERIEES
THHREEEEREACEEY  BENTATEQBEZREZEAYEE
WA MR BIESEYREEREEZEMEZIEEY

C178142PA doc -119-



201437228

W E—BEERAOIF  HESERERNTEREEBY KR - &%
SFHREER BN LTt EBEEXER - FHHE - ZEKR
fs & DNAKZBE A Y B -

WRBERNGE » BAWLAGIAM R ABIT AKFFIR A% E > HFEH
R —ERFEEERE > FHILAA - BEA - KEHEN - KT - BE
W EEA -8R 80 Bk ARK  BITATHE - ZiK -
RS THEEEEECYREANERE  REFIRNBE THRER
& BREERST -

HMEEEEEBRERTATHE - BREEE> 78S - HE
REAFELRE  FREBHEKYEEREREY  KRATAIERF
ERERE HPREFAE—FRABE  LERMBEETE)EEEE R
FFRELLEYENE ZHSREREEEWHEIEEER -

A EHSTTATYE BREEE S FIREMEG HES EEE
MRS — BRI TIEE R 1% 22

EHE—EAIF  KRBHZIEBEEIERE T EY RES % EFITAT
MR ETE)  BERBERS FR—HSEERSEREIHIE
EHREENFEMEREICESY - WBEREBERBEESTT - B
RETT B - S-FIRWIE - XiEm > BUEE  BREREEECK
FEUNARTFTHEECERZEME) N/ REEBENEE - AIIRIBHEER
LRAE MR EER BRI K EAZENEGESE 8
Bl K o BERF IR - B2 b BB R B I 4G 22 77 R IR 3t iR Chemotherapy
Service, M.C. Perry#f * Williams & Wilkins, Baltimore, MD (1992)r o

Jiie BMREERSFITHEHOTRERMLEWES  Fluit
BEAEY  HUMEESZ 5 VIESBER  EWOEINEE(ZREP 616
812) ' ERITIEME > EMEMIZ  HEEBZELS TFZCHBE -
RERRIERBSEIFMEBEEEE > MEERHAETHHBERE
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% REREAKENRBEHERCR  THEEREFTATHE - B
SR B T (R A0 A SR ate i 15 10 588 A o2 EL A 2 ) -

B B E R ER ORGSR A e B2 0L
MEEE B — R EM BB AR IR EFIAY o B L6 R EEL
BANFEDRE  BEREAERS FREZH - BRHZBETHEE
7 2R B MO R /B B Bk o Bl R R B i F — RS
ERBERMFTHABE B RAZERERTATHE - BRI ERS T2 M
& 1E R (5 R 78 R B AE -

BV BIGRER - R EER 8 i = FE i B8 AT AR 45 O A0 1 HE
o ERKERSTCHEEREHRUL TERME @ KIGEEK
WZBBAEFRER) KRZBEERKE - 5718  ERREHS
FRENEGEINRZ e REENHRE - LRiEE - BEZBKRRKE
REJUE BREE TZREL R EEEAT 228 - 788 - Bk
HKED THENR—REBRE-RINEEREEE - §ils - FERBEH
DTEERBFIKANR TR TENRE - BERIEYE R EEMEM
o BWmPINER -—HEREPREERFREEREIRE SO0
BEML ngEHI50 mg(Plal - BEIFATHI0.1-15 me) i ] 5 M &
ERECRVRRTE - HESETEEHREHI meg/kgfITATHIHE 2
RYIEIBEE > A2 me/kgATATHIC BB FEEIE - KW H
fife A XA REMAN - R EERFEmME  BAHBEHE TS
ng/kgE 100 mg/kgesl ES - HNKHRANELRNHMEEREMS »
WA E > FFREREELBRHRRERZAFNFSIE - EEZ
ERUHEHENAERBA LENBMBCAE L ERTCEMAED
I REER Z s Bl -

frRABEREFEESEDSN > FREFENTREFREREE
REPE RRERBIECKBRERL " REEEAERNE TS
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WE - HNERERGEREEMBATE  2RAM1996F3F 14
HAB << WO 96/07321 -
FEMEBEEZBRRBELENBEEN)EABREHRYZITES
o EEARER HREEAEERE BEEFERRIUEERX
MEZETHNREZRED - HNEEERE  BREZHEE BB AL
FoMiieT B EEHERERRERE  NOMBHNEARE
2L ILEAN (2 R PIa0 5% B F F] 55 4,892,5385% K 55 5,283,1875%) -
LSBT ANRZERS I AEMIE S 2Bl - 3% 5 B 7 ik A % B S i
NEBEERMRTEEEENEEERNBE I CHEFMARE - #
AREENEEZBRNH ISR o RiTaEEREER &%
fL - BEES - MRS - DEAE-RA&EHE - BIRELRES - BB
HEERZEARBERRERREEHE -
ENBRECERACRERRTEERFREHBEEURKBE
FPEMARESRRERRE) RENEEZRRCGERAREENEZ
EREENEERFIDOTMA « DOPER DC-Cho )B4 - R & HIE
A B RRR k ERFEE T EAEEL - 2 7 Anderson® A » Science
256:808-813 (1992) - 7R22 R WO 93/25673 x H 5| & ZZ k-
ABHIPTATHENERX | "Hiff  CERFMBENTEAR
N W NIREEERNEENE  HEBEFER  RAFIIESRE
ERERE  ANELAE RENEXIHENE REESYEEDY
REFE - EREMET  NEFIIMENRERSKFY - FLE A fEFc
B AR B LR Fr B B ThRE - WA N Z IO P EFEMAL » EF
EEEFCRIERT » HENRMERE < HE I8 ]I a048 B 5l k8
T it A i B 25 £ (ADCC) Bk 38 H (E f BS #l C e IR B M fE B M B 3
—HRAFRAMEEE - NE - EFERRIRD WED 5 UEFEE
TERSERMHRERER/  AIATERELEHMFCE -
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E—EERYF MEHEFUSEREE LS EARHIE
MEZMERERE - FERBEEAARBERTATIHE Z EWFHAYIT
i ZELEVR DRSS A E R 17 K 0] A iR 48 5iE 1 ) S
Mo R G-

EA BPile TR R A

RBPFTATHE - EREER S THEANRGER LY Z KA
TATZ BE B ES BE & — R AEAR - R EBEAYIREE - KRB
B M LR R R ONEE o EXEFISIRRERE - BAIEE
TGS E G IR~ AR - SRR K IR R - EEBRELTMA
Rt & & CERBEEE - 1ile  BREERS TREAGEERILHY
FREATATS RRZ RN EL -8 - E—BEEEI+ > JiE
ERBERS FEEERIBEEN  EHGHELZTATEZRZR
ERRE SRR BERATATC BEEMARSAFZEFEEEHERER - &
BOERATATHIREREENEMER) - EFMEEERMEE K
R M 2 BRYURE 7T 55 51 A M M 25 1 ) DA 8 L 2 R RO B T
FE AT B - AT FE B A0 (6 ST RS B M I B 1 B A S LUE BN SR it &2 32
EAE ST TR TATHU R M i = (B 1E - AL 55 P 5 B A& &= 0D A1
RER/NTTF -  BUFHFEEREXZRAEEUIRTEYNER
WAE -

AZARE—EHESY  HESABPIATATIE - ERKEEAE
o FRER - EREREBECHY  AJAFEXBRIBZRER
&Y HPZHESYNEE RSB ERBREMGYIRITER K
HIPITATHEG - £ —HEST > HeWTESLFNE - BFKEA
o FHREEMEREIGAHEEEERRERINGE > BELBIGE
ENEE - ABRAMERFREY > HESARHZIITATIIRE - FEKEK
EROFRER - E-HERLIT  HAEVERIBEZ LARZZ
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HER B EARY -

RBEPHZ S —EGRBEBENTATHEZ 7L - BERBH
ELEN LHEZEREIKR REBERAFIINEURBEELZ
W RZUIRE B R ANEAR K -

A5 B IR FE S PTG AR T AL B ) i R TAT S IR I 98 JiE BUAR AT
REEL —REEEMRNTE > Z A EESAHLBYIREE RSN
BEZNTATHE - BRRKEKS T - VIR - EREERS> TIERERES
VIR A B AN AT e B M ) B R BB H AR i B - IR (AN SRR
TATZ R IR ER MR BEZ MR Z T -

AFRATRBEERRS  EESED-BRTATHE - R
BHO T -  SENTATIE - EREE Ko 72 =8 7 BRI 20 TAT
AR AL R B - B IE AR IR LR TATZ K - BHIME - B o
KAACTAT - EH 7] 3 F 18 & R ERAL (B 2038 5 B8 3R KAL) < JT TAT#L
B2 ERERERS T  TRENTEME > ES28ARESMELISAK
AR ETERAEINREETATHYE ERIEESF - 328
AREAZTE  BEREHRs T ERRNE N RBH R
=

L. HEakEM

AREBRZ F—EHPIR —EETEANRNBERANTATIEELZ
MERHRD ZRLEBEIESREZER LM ESEN 2 EEK
BEEE  BEELEGEEOWMRT - /ML EHEE -  FHETHE
IRER BB EEM PR - ZBSENHIGRBERNE R M
EMHUTESERACOABINZESURES A H K TSRz
LETHFIRANBEREZSNG) HEVPZEI -EEERREAH
HZTATHEE - EREER S T - BRI EBEEREERZEEYH
RIGEREE SERXEREEEE-DESARERERENE - B
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REERS FHEYZHRHEE - WH > HETE-PEESBE_Fa
ZEROLBHEE LR CRES > BUOHE % EH AK
(BWFI) - BHERER AR &7« £ H REIIK - A% K E B (Ringer's solution) &z
LREBEEER HUBZNEEREEREAZRMEMEMF LMY
B EEEMEER - WL - BEes - st hEHS -

MM EANEEENZEM - B0 5 R E TATZ /1l Il &% i@
Bl - FRTATS IR B M AL BRI, - ¥R TAT S R 7 Bl e il
- EH T EBES RN (B 2038 IE MR AL Z U TATHUER « FIKEL
o+ - AIREHEHSHE AN MFEELISABPE )7 2 Bl vk P iEie /ME
B R EETATS REIPIE ~ EREERLS THEME - IRE&—1%
FZEHBEEGRER LENRERHENCERIEEREE - F8F
MEBERBHLED-BERTATHE  ERXERD TZHED - A
BESHEVNFHERLEER  HRABCEMES - BEKIEEE
Hu Rt &9 il LUk R kG g2 4t 2 i g I ER BA -

M. TATZ K RRBTATS K ZEBREIH &

RIBTATZ MR R EBRFY (B EMFIDEST TEDER MG
BEREER  BEREERES  ARRCEREREMT AR
B N B RNAK DNARE gt o TATHR B #% BR IR @ A IR Al AR 3Rt &2
B AR R T L6 TAT % K - H 1% F TAT Z IR AT A R 1) 20 5 s A5 3 Al e
Z PLTATHLEE »

ERAARFIITATEF B E I 7] A 1F A i cDNAE 2 JE AR §F
LL4> B 2 R TAT cDNAS O BB A g m < KA TATR I EHFTH
7 51— Btk A9 H il cDNA (B 20 #m %5 2K B E A 278 2 TATE TATZ K 2%
FUEREREB I DNA) - FH I RERFRERT20EFTS0EmE -
TR TNFEEERRAAGERFIZEVHE 2 HALE - HPHKEF
EAAREEERIIEESREBERAFIITATZ KT - 85T
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THEERAETFCERERFY - BEIMES @ &% %K ESE A E4DNA
FFo & mAT40ME i 5 <R BRS K DB TATER CRIBE - TS
RS EELERL > BEREERETER - FI032PE35S 5 BUEE & &
i PIUNIRENEYRER/AVMEBESRAMBENETS B
By - BEEFIEAFHITATER Z FY AR REEL < HEt AR
B 3# A\ ZHcDNA ~ E X #H DNABmRNA & DL 7 $F $1 82 3% 55 i '« f L&
REFER - XM EFMEAR TXE S - KHEFRBRZE
{ATESTF? 31 | 5 I 25 3 Py $8 7 o2 05 B BE A3t R PR 88 81 -

TATIRIBERBRCEMEAFROUERENEEZERETR B8
REF9 45 & MR $ETAT mRNA(H 2 ) TAT DNA(K #)F 5 2 B R EE
FFPI(RNABKDNA) - IRIBAFH C X EHE FF X H B S S TAT DNA
KimEBZFE ZRBRAFER-—RESEDOVEZERE  WEHI4E
30ME X EHER - ENMIBEREELE L DNARIIMERBEHNEEZE K
T BZ BY BE JJ #E uf 7 1 40 Stein iz Cohen(Cancer Res. 48:2659, 1988) K van
der KrolZ A (BioTechniques 6:958, 1988)t

REXBEEGEFTREZEERFIICE ST R EIERESR K
HRHEBELS R —EEEZEFIICESRNEE X5 HEEE
IR R e AR - BT LSRR EM TR - ARPEE
ZENE HAUEKEBEEERTANEEBRTATEEEZRE -
FTATEOE W ENRHWABYIFAREEFEFR REXNEEEK
FRANESEAREHE-BHER R EMERE - WO
91/06629 1 Fr it Z HER B ) B HE - H E P E BRI H IR
NBREBEEIE ZFERENMEEENRIERTERREREAREN
(RBIEESA BB (e[ f8)  EREENESHIERTRFIICFIIEE
M e

R&EE S BEERA GRS S #H 2K < 5K 28 # (ORF)
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L B FREIRENS T (5'-AUG/S'-ATG)E & (L B HE F (5'-UAA ~ 5'-UAGK
5-UGA/5'-TAA ~ 5'-TAGRS'-TGA)Z & - ZF BRI EHELIABKL
BB FZE—AEOREISE3) LR EH LS EHSOERMERETR
mRNAKERX 2 —#57 - NEESCHMBEERE - & T+ 4 E
T OARETHEFEES BANESLREG FrEEEREFEBT
TR BB E M 22 (ORF)H " RIS & L mRNAZS'IE - BH#K
S-S =B EE N mMRNAZ S KL H B EWNTHELLEFRE
HEESEEBRSURBEZE CESOEZER © SIEEBES
UTR) > mRNAZ BB IR FEBE F 25" Hm EEs > BRI EESE
UE EImRNAY R EFEB F BN ZEBRER L HEZE
B%  K3'FEEEEE (3" UTR) » mRNAZ BERIR L BB F 23" H A LS
7 AR EFEEER EFEEFEnRNALZ 3 bW M EBRER
FEERLE R -
HRARHMHBHTATEHEC RN BRERBLCEYW I EBEF LT
SEKEHEHNIERALEARRNESETR - AEREHEIHES
BENEROEIHPREBEFCEKETREAIEPIAERETZ
BENEHR HRARPECEHNRERELBERMPRER  ZHME
MO TEABME T REMBEETRAVEIBEELT - RELE
SEBRIHEAEHNEREE3-S' R M AR - WEMER
RBEEREE - R ABEERES - BiER =08 - EREBMB =R FE R
il e 2= P BR B (L FE 3" - R e ER B S - S e B U BR B R ) 5 14 B Bt
FE) ~ WEEREE - B EE ML BR (EOHE 3'- R 2 M R R BR R R A BB R
%) A EEIZEE - A R ERE - MRS EEE =R - WA
BREE R AU BRER - H2'-S'#MEMYAEERBHEE > Eh—=%
EREREFEBR3-3 - S-5S'E2 28 - AANBECREELH
BRA-RZUEETHRMBRELSE -3 3EHOrNE - XS H

C178142PA doc -127 -



201437228
BE) HUEANRBEREEERBGERENR) - FEESER
BeBRERFHEEI - ZUrneBH CHMIONAREXRENEE
({ERFRFA) % B B 7] 553,687,8085% « £54,469,86355 + £54,476,3015%
5,023,24355 - 555,177,1965F - 555,188,89755 - £55,264,4235% - %

5,276,0195% ~ 255,278,302 5% ~ 25 5,286,7175% ~ £ 5,321,131 5% ~ &8
5,399,67655% - 25 5,405,9395% « 255,453,496 5% ~ 555,455,233 5% - &5
5,466,677 5% ~ 25 5,476,9255% ~ 555,519,126 5% - 555,536,821 5% ~ 2
5,541,30655% - 28 5,550,111 5% - 25 5,563,253 5% -« 255,571,7995% ~ 25
5,587,361 5% ~ 255,194,59958% - 25 5,565,5555% - 25 5,527,8995% - 2

5,721,2185% ~
A3 -
FEFEBRERE T CRELEHE LT R EE R BT 8 KE R
FeEZEMRY - EEeMRE T ANERRREZ TR - —H%
EEEER TR TR PR EHE LEVMEEREREBELUT
ZE C (N-IBEME)RBER 0 BREZEMR B - &b E 8
Fife? - mRkEESE  FEHIBEMMAFHBIBELE DR E
FEECHEAMAFRIBE TS  BEIBETE s FHRZE
P MEEBREE T UTREDEE R FEE T EEREE R
FEEEE E0E  BRIZ 88 0 RKERBEAN O SkCHBEER 73 2 H A

Tl BAREERECHMOARERBENEE(EDNRR)EE
B OFI 555,034,506 5% - 555,166,3155% 55 5,185,4445% « 55,214,134

555,672,69758 B 555,625,050%8 » {2 LIB|HZ FXMHA

%}éb N
- 55 5,405,9385% « &

Sk Sk Sk Sw
L.

J

255,216,141 5% ~

25 5,489,677 5% ~
25 5,602,2405% -~ 2
+ 555,610,2895% - 5

C178142PA.doc

255,235,033 5% -
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5,434,257 5% -

5,610,289 5% -
5,618,704 5% -

255,264,562 5% -
25 5,466,677 5% -
25 5,561,2255% -
255,602,240 5% -
55 5,623,070 5% -

25 5,264,564
25 5,470,967
255,596,086
25 5,608,046
25 5,663,312
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BE . 555,633,36058 - 555,677,4375%% - 55,792,608%% ~ 55 5,646,2695%
K 555,677,4395% » £ LA HZ AAH AR H -
FEMBRERBEZTED - &% BH T o5 i M #5 (R RN
FEIRHEEER REBEETHEHAIEGBELLEYER -
—RBERERLEY  CETREFEREXFTUELEXETRERYE
KL EE (PNA) - fEPNALEYH  BRETRIBIERESHIEZZ
FoE  HECHREZETHEIHEESR - ZmERYE HEZSHEES
BNEECBEHRICRBERR T - ZRPNALEY B HRIREN
EHEMNEBEEDSRML)ZREFEF]SES5,539,0825% - 555,714,3315% K 55
5,719,2625% » ZLAGIRAZ ARH AR S - PNAKEY) Z B Z IR A]
H A NielsenZ A > Science, 1991, 254, 1497-1500 o
RERBEEXETHRSHAERAMEBE EHK/BMETFE# - B
FEZBU LR K ERENES,489,6775% F At & -CH2-NH-O-
CH2- + -CH2-N(CH3)-O-CH2-[ 8 % 52 ¥ & (1 & 5f i £ ) BCMMI £
4% ] - -CH2-O-N(CH3)-CH2- - -CH2-N(CH3)-N(CH3)-CH2- & -O-
N(CH3)-CH2-CH2-[ H 1 K 44 B % — B8 £ # % n 5 -0-P-0-CH2-] » &
FREZEBREAES 60224058 BT c WESBLU LRRCE
B A 5E5,034,50655 2 EEN-IEMEFHEEB I NEELZTER -
REMELZETERIATEE — XL ERNAEL D  BWEEXHE
BfE2' M ERESE —ELLTE  OH; Fi O-fifk, S-LEEBN-fif |
O-fH & ~ S-IMEEBIN-MEE © O- R E - S-HREBN-HRE § HO-FH-O-
ek Hofi & - BERREVERKERABR KA CIECIO L
EHC2ECIOEERRE - L £ 5 O(CH2)nO]mCH3 -
O(CH2)nOCH3 - O(CH2)nNH2 - O(CH2)nCH3 - O(CH2)nONH2 }
O(CH2)nON[(CH2)nCH3)]2 » HfinkmB1E#10 - HMBWEREE
BEBREMNERDS — ML TE  CLECIOEMRKEE - REUEIK
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fede ~ fEE  RE - IREE - FhRE - Ot FEO-FEE - SH
SCH3 - OCN -~ Cl » Br ~ CN -~ CF3 » OCF3 - SOCH3 - SO2 CH3 -
ONO2 » NO2 ~ N3~ NH2 ~ SR - MR FE - KERERE -
S EIRE - RERWEEE - RNAZZE - B EE - R AE WR
EREBRIEVNHNERECER BHURERETRCOENEREZ
EE KkEFHEUFRECHEMEAE REECHOEL-FEELEE
(2'-0-CH2CH20CHS3 » JRFBE2'-0-(2-F & & Z &) 2'-MOE)(Martin%
A Helv. Chim. Acta, 1995, 78, 486-504) » JRENIE S g - H—
BRECHIBEL-—_FEKRESE LS E > J7FEIO(CH2)20N(CH3)2 »
TR 2'-DMAOE » i N X B F it » R2-ZHFEREEZEEZE
EUEFWRIAEE2-0O-Z“FEKE Z 8 E ZE52'-DMAEOE) » 7R
BN2'-0-CH2-0-CH2-N(CH2) -

—REBHMEEEZEOLNA) > ER2-REEENER 3K
AHRE T WM REREL D - ZEPRESFE 2GR FHEIBRE
TR R HE(-CH2-)nE B » HfnfB 182 - LNA K H 55 # i 1A
WO 98/39352F WO 99/14226t -

Hfth B £ 2 B AL #5 2'- & £ (2'-0-CH3) ~ 2- [ E W & & (2'-
OCH2CH2CH2NH2) - 2'-%% N £ (2'-CH2-CH=CH2) - 2'-O-# N £ (2'-0-
CH2-CH=CH2) } 2'- % (2'-F) - 2'-{& &ff 7] i i3 B 57 {8 8 ()AL 3B B0 8%
(PILE - WE2-FIREREEMB2-F - BUBMITTEESZETRZ
HMMAEET  LHIRFEZEFE ER2-SBHCEEFRTELZS
MNERSKIGZERZSAE - BEERIAABEEYGEURT E
) BRKIREREERE B EREMEEB I R HEIARMES
BEMNEEWEDRRR)EBEFE4,981,9575%  55,118,8005% + 2§
5,319,080 5% - 555,359,044 5% - 555,393,878 5% -« %5 5,446,1375 « &
5,466,786 %% ~ 55 5,514,785%% ~ #5,519,134%5 - 55,567,811 % - &

C178142PA doc -130 -



201437228

5,576,4275%% ~ 555,591,722%% ~ & 5,597,9095%8 « £ 5,610,300%% «
5,627,053 55 - 55,639,873 5% - %5,646,265%}2 . 5 5,658,87358% - &
5,670,6335% ~ 555,792,7475% K 55 5,700,9208% - £ L2 X B AHZ AR
AR H -

ENERILVEOEZBEMERTTREEBEES THE ) B
BCEU - WA A T RGBS, T RKA, BREEEEN g
ERZEE (AR EZEM(G) » B W IE iR B M W% UE (T) ~ fg W nE (C) K R Mg
E(U) - BB EREEMERERAZBE > 3E005-H & mw
IE(5-me-C) + S-FEEHELfEMENE - HIEK - REEK - 2-FERE
fREmkBEmZ6-REREMBEETEY - IRER R EERZ2-H
EREMBEENTEY - 2-FLREIE - 2-5i B9 AR W 0E K 2-Fi g 5
5] bR W e e fL M I ~ 5- P Rk (-C=C-CH3 B -CH2-C=CH) R W& IiE . g 5
IE S W IE i B 2 LR EANTAEY) ~ 6-BEIRVEIE ~ MW IE K Mg IR 1
WE ~ 5-PRVEIE (R IR WEIE) ~ 4-BRIRWENE ~ 8-59 - 8-RL % - 8-FiFE - 8-
e B - 8-FREL R ELfh 8-EUAUAR B 0s R B NG ~ S-B(LHES5-1R) ~ 5-= &
HHE R M S-EUR R e R B0 ~ 7-FR B B G0y R 7- B L IR I gy
2-F-BRIEMG ~ 2-fE EL-BRIENG - 8-FHE B EM RS-F MRS - 7-K &
BEmET-ERREWRI-AZRBSEIGK3-ERRER « H AR5
e B TR BRI 0 B 0k U 18R i (1H-ME I H [5,4-b][1,4] 7 FIE
i -2(3H)-Hd ) - Wk M B i H (1H-9% 1€ H [5,4-b][1,4] 3 H- 1 1 -2(3H)-
) - G-$HARY - 35 a0 A8 B A Wk e 0 i (B a0 9-(2- 5 & Z & 3 )-H-1%
UE # [5,4-b][1,4]5% H & 1R -2(3H)-FH ) ~ R " 8 ¥ (2H- %% 1€ 3 [4,5-b]15]
R -2-Md ) ~ O 0 5F 05] R e B (H-TEG o 3 [3,2":4, 5] i i o [2,3-d ] W g -2-
B) - Iz @A EEEWREEEECLMERER @
o Pl7T-EZ8-RER - 7-ER2 BT - 2-IEEME K2-IiE R - Hib
% BB RS 2 B H A 58 3,687,808 5% B AT R & i% W £~ 7E The

C178142PA doc - 131 -



201437228

Concise Encyclopedia Of Polymer Science And Engineering, %5858-859
H  Kroschwitz, J. 1.8 > John Wiley & Sons, 199051 F7 8 7~ 2 ¥ i@
# - K fE EnglischZ A > Angewandte Chemie, International Edition,
1991, 30, 613 RGN IR A - ZERBEF LN HBEANE
NMABRACERUEY CESEHNN - KEBETES-BRBEE - 6-
BFEMIE N-2 ~ N-6 X O-6EL XA EIs - BiFE2-RERNERZER - 5-F
JR Bk PR TE B S-P R B BB 0 o 5- B L W nE B B BN 38 N A% BR
58 BB E M ZF 0.6-1.2°C(Sanghvi ¥ A - Antisense Research and
Applications, CRC Press, Boca Raton, 1993, 2£276-278H) » H B#{E
REEINMA EHEZ-O-REEZAREHESHEELEEE - HUr
Rt RBEIRREERENCEETRR)EREF
3,687,808 5 LA & E B M) 25 4,845,205 5% ~ %5 5,130,302 3% -« 5
5,134,066 5% - 255,175,273 5% ~ 555,367,066 5% ~ 555,432,272 5% « 5
5,457,187 5% ~ 25 5,459,2555% ~ 255,484,908 5% ~ 55 5,502,1775%% « =5
5,525,7115% ~ 885,552,5405% -~ 555,587,4695% ~ 55,594,121, 5,596,091
% - 55 5,614,6175%F ~ 25 5,645,9855% ~ 255,830,653 5% - &5 5,763,588
3%~ 556,005,0965% - £55,681,9415% & 555,750,6925% » R PIBIHEZH
AHARF -

REBREBRCS—EMBHEIGREXRTHRIESE - MESHK
MEFEN L —RZEBIHEEY N EEENELERE - ABHZA
EYNEERXERSEN—RRBRER ZHARECERENEESE - K
BACESEAERAL - HESF - K - REER -  RZ2-8 R
B - BB RYCERERFECEBRICHERY CEYE 2%
LER -  BEESEAERER - BE - GBEFEE - B - B
THE  AYE - L - RS - WhE o BEE - WIiE - BAE - B
Al BERKEA - BRENBRECEAEAZHACER TEEXK
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RERVEI - 188 E RY)E BT K /3038 58 E RNAFF 5] %7 2 1% 5
RHEE - QREYE NERMCEEBEARAFZHZER TEERRE
RYFE - o - AHRFEECEE - FEH D BEEARRR)IEE
B4y 0 B0 IE [E B EL 4> (Letsinger¥: A > Proc. Natl. Acad. Sci. USA,
1989, 86, 6553-6556) - J& B (ManoharanZ A - Bioorg. Med. Chem.
Let., 1994, 4, 1053-1060) - Fi Bt » @ 20 & & -S- = 7K BB E if B
(Manoharan % A - Ann. N.Y. Acad. Sci., 1992, 660, 306-309 :
ManoharanZ A Bioorg. Med. Chem. Let., 1993, 3, 2765-2770) * HifX
W& g B5 (Oberhausers$ A » Nucl. Acids Res., 1992, 20, 533-538) ~ A8
g o Pl Z ke B T ER B0+ T be £ 78 & (Saison-Behmoaras E A
EMBO J., 1991, 10, 1111-1118 ; KabanovZ A » FEBS Lett., 1990, 259,
327-330 ; SvinarchukZ A ' Biochimie, 1993, 75, 49-54) « BEfi5 - @40
Tt ARk E rac-HME = 2 E-8£1,2- 7 -0O-F A b H -rac-H 1 -3-H-
B% fig (ManoharanZt A > Tetrahedron Lett., 1995, 36, 3651-3654 ; Shea%s
A Nucl. Acids Res., 1990, 18, 3777-3783) - RIRH R L 5 4
(ManoharanZ A > Nucleosides & Nucleotides, 1995, 14, 969-973)8( &
i 42 Z B8 (ManoharanZ A -+ Tetrahedron Lett., 1995, 36, 3651-3654) -
FENE & 3849 (MishraZg A > Biochim. Biophys. Acta, 1995, 1264, 229-
3N A\ EERCEEE-RE-RIEEES D  ABHICELEH
BN ERVE YW E R & 0 B 200 & WL A (aspirin) ~ FE & A
(warfarin) ~ XE T &8 * f51& % (ibuprofen) ~ & & 25 (suprofen) « 251/
Z% (fenbufen) - fi £ 7 & %5 (ketoprofen) ~ (S)-(+)-F £ & % ((S)-(+)-
pranoprofen) -~ K ¥ Z¥ (carprofen) - e B OE AL MR BR
(dansylsarcosine) ~ 2,3,5-=Ht 75 FH g - & 75 B0 BE (flufenamic acid) ~ 52
#E % (folinic acid) ~ 7 W& — [ - & W & (chlorothiazide) + — & IF
(diazepine) ~ 5| ¢ 3& 3 (indomethicin) ~ B2 bL &2 BE B8 (barbiturate) ~ 5 ff4

-+

7
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B 3 (cephalosporin)  f# % Z& (sulfa drug) ~ P RBEEE « HiM & B
MER  BENETR-EZVESYREREHEANRAT S - ZBEEFH
i 2 5509/334,1305% (19994 6 H 15 H FAFH ) F 3 Bl B 71 55 4,828,9795% -
25 4,948,8825% - 555,218,105%5% ~ 255,525,4655% ~ 55,541,3135% - &
5,545,7308% - 255,552,5385% ~ 555,578,717, 5,580,7315% « 25,580,731

oE s
« 285,414,077 5% -

S NS S NS NS
c c c c c

25 5,591,584 5% ~

+ 285,608,046 5% -
- 584,762,779 5% -
- 25 4,876,3355% -
~ 255,112,963 5% -
- 555,214,136 5% -
© 555,262,536 5% -

25,109,124 5% ~
255,486,603 5% ~
25 4,587,044 5% ~
25 4,789,737 5% ~
25 4,904,582 5% ~
25,214,136 5% -
255,245,022 5% ~

285,272,250 5%

5 5,118,80258 -
55,512,439 5% -
5 4,605,7355% -
55 4,824,94158 -
4,958,013 58 -
% 5,082,830 5% -
55,254,469 58 -
- 555,292,873 5%

25 5,138,045
25,578,718
25 4,667,025
25 4,835,263
25 5,082,830
255,112,963
25 5,258,506
% 5,317,098

e~ 25 5,371,2415% ~ 585,391,7235% ~ 25,416,203, 5,451,4635% ~ 25
5,510,4755% ~ 25 5,512,6675% « 25 5,514,7855% ~ 555,565,552 5% « &5

5,567,8105% ~ 25 5,574,1425% ~ 255,585,481 5% ~ 255,587,3715% - 25
5,595,726 5% ~ 255,597,696 5% ~ 555,599,923 5% - 555,599,928 5% K 2
5,688,9415% » K LIS Z M ARG -
FALBENXNEGHDT I BEMNESS L Es - HEE L —@E
AR e Al AR — L EWTREEZEREFRACE -KEF -
ABPTELERRELEYIRELEY - THRE ) RELSYH
"HREE . EABRHCER TRERELSY  LEHEKER  2FW
B EL L2 LRHRHNE  SEES —EEEEITE - REE
EREFRUGUZBRTRETR ZFESXTREESHES —@E
BB RS E0 <& IR FEAZ T BRIG I A2 R [ M2 i - 18
AR EE R /R IREEBRZGMZESHN] -  BEEETRCS —
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& 1] A FEe I X i RNADNAS(RNARNAR B Vi 28 - 24|
5 ° RNase HE A fi#ERNA:DNA%E 12 [z 48 2 RNASER M N YD 1% BE Bl -
KL » RNase HZ /G0 5[ BERNASEEE SR - 8T R RIS E L F B
HIERRREZHE WL - EFARGELERE - HHETHERIZE
B iAMBEEEEZETRELL  REEKEREE TEES LS
R AXBHCRMENBLAEY ARG W LA W E S EL EE
NER SCEMEKER BEEEFR/BIEEEBREREYIESHE
B BREREREBBERTEEIREEHEZS —E2BHEEKES
2'-0-(CH2)2-O-CH3) IR FIZERES P11 - KRB EDMENZ22-HEZE
L& T RNase HYEE - ZF M EVERERMTSH ISR ERIES
Y)(gapmer) - MEWEVMHEREL —ESEL4ERE2-HHE 2 &R
3R Je SR Uik BB 2B B E 2 & (8K £ 5 2'-0-(CH2)2-0-CH3) A #%
EEHAERABEE THEEN - ZRESREREBEHEI RS
BEMOFEWERRR) EREFE5,013,8305%  555,149,7975% ~
5,220,007 5% -~ 555,256,775 + 555,366,878 %% 55,403,711 %% ~
5,491,133 8% - 555,565,350 88 ~ %55,623,065%% « %5 5,652,355%% « &
5,652,356%% ;¢ 555,700,9225% » KR UEBXFIHZHFAH ALK F -
RBAZAERAZXELEY K H R E S RS F
HEEHAHEE FANZEERCRMHETHEFEE » 8FE6Wm
Applied Biosystems(Foster City, Calif.) > 8{ % 853 4% » TR B HIE R
MPERMCHAREZESR A EM G2 - IRV F 58 L5 i 2k 5
HEREE  EWRABBERIIEATEY - KBHZALEYWIRT
BE B BEEFEREMS T 2 FREEBHLEYZREY
GlanfeEdE - ZHEELSF - Ok - B - REXEMARY - UE
BN ~ o3 M R /BRI o BN BN - o e Ko/ BRI M2 SR T
R RE AR EEZBIEFNBEETRRR)EBREFZS5,108,9215

C178142PA doc -135-

L



201437228

55 5,354,8445% - 55,416,0165% ~ 555,459,1275% ~ 55,521,2915% - 25
5,543,1585% ~ 255,547,932 5% - 25 5,583,0205% - 555,591,721 5% ~ 8
4,426,330 5% - 25 4,534,8995% - 255,013,556 5% 255,108,921 8% - 2
5,213,804 5% ~ 25 5,227,1705% ~ 555,264,221 5% -~ 255,356,633 5% - 5
5,395,6195% - 25 5,416,016%5% - 255,417,978 5% -~ 55 5,462,854 5% - 5
5,469,854 5% ~ 555,512,2955% ~ 555,527,528 5% - 55 5,534,2595% - £

5,543,1528% ~ 555,556,948%% - 555,580,5759% & 555,595,756 9% » & LA
SIRZAAGFAR S -

FERUARBERTFRCAMENBERXEERNRERE D ZE
EE > WO 90/10048m R Frilt M HER + MIGIMEZEREE
ERBRFICHEMONEMEL D - FEOR-(L-BERER) - 5H5b > BB
5181 i (ellipticine) 2 HE A BI R AL B & B4 & W T B BN A B R
HEGERLUEHINENTREERERERERERFIICES TR
% -

A AT AERESE > BEFIMCaPO, T H ZDNAE L - B2
FLECHE B A& N8R # R (5 403K -8 = K J§ i (Epstein-Barr
virus)) ' BN ERZBEZEFRIIIASHEREZRFIIZMET - £
—REEFD XEXNFEEXETREASSHREHREEET
EREAKHEREES T EERRFIICHREEANERRERER
e BN REHRREHEEE(ERRR)EE BERXKE &K EM-
MuLVZ & #8 ~ N2(—EFEREM-MuULVZ RE %K E) - HIEER
DCT5A « DCTSBR DCTSCZ 4 # Z< & B (2 K, WO 90/13641) -

FEIARZEN TR IUTEHARUES S TEREEY T
ASHBEKTFRFY MG » 20WO0 91/0475351 Fraft - @ & #I I
UERESTEFESRMMEREERZE - £RAF - HMHEE
ZRRNEEHRRERECEMEUE KUEESS FIRERER
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FEATERUBEGS THREEMES TREENRIHHEFE
AREBEGEBRREE SR EAMBERN -

HE - ARUAREBRBEGERUTEAYRERETR-FEES TSI
ASHIBREEZERFYMIEF - 21WO 90/10448th Tt - 5 K K &
S ER-IEEESYWBREEN IR AR i R -

N#EHH ZERNAYDNALG T RE—RBELHSELETRE » =
EREBELH6-T7-8-9-10~11-12+13+14~15-16~ 17
1819~20~21+22+23+24+25-26-27~28~29~30~35-40"
455055606570~ 75~8085~90~95+ 100+ 105+ 110 -
115~ 120+ 125+ 130~ 135~ 140 ~ 145~ 150 ~ 155~ 160 ~ 165 » 170 -
175~ 180 ~ 185~ 190 + 195~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 + 260 -
270 -~ 280 ~ 290 ~ 300 ~ 310 ~ 320 ~ 330 ~ 340 ~ 350 ~ 360 - 370 ~ 380 -
390 - 400 ~ 410 -+ 420 ~ 430 ~ 440 ~ 450 ~ 460 ~ 470 ~ 480 ~ 490 ~ 500 -
510 ~ 520 ~ 530 ~ 540 ~ 550 ~ 560 ~ 570 ~ 580 ~ 590 ~ 600 - 610 ~ 620 -
630 ~ 640 + 650 + 660 ~ 670 ~ 680 ~ 690 ~ 700 ~ 710 + 720 ~ 730 ~ 740 -
750 ~ 760 ~ 770 ~ 780 ~ 790 ~ 800 ~ 810 - 820 + 830 ~ 840 - 850 ~ 860
870 - 880 ~ 890 ~ 900 ~ 910 » 920 ~ 930 ~ 940 + 950 ~ 960 + 970 ~ 980
990 1000 E B » HPAEWLBRT » MzE "#7, EFSERTR
FIIREMSBEZEREZ10% -

BR &1 75 AT A R PCREL Al o 2R 2 4 85 5l & V) AH B TATHR B8 7 51 2 57
ki

i 5 TAT Z B BR PP 7R Al R R S A R JE (L AR BB B4 TAT 2 B K
B B R o3 A8 R AE (B 2 < RE R BR 81 - ARt - B 7 51 7 6 A
BIANR AL RS ~ St HENMROBETYCEES MR EEC#TZ
ERZMEMRROTENROEZRHRELER -

ETATZ i FIImB S —E0ECE0ER B - ETAT
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BRER) TATHRRENY REEHEEFRACEMERERS T
WPl - FIRAZEAE  TEIZR/ECEESHEEIER I
Bl - WREEFAEHARACESETITARE ERSHEEER K
B/ TN B B AR 3R] - X 0 R B TATH] A 7 BEAH R EC A2 88 - B
FE AR AT AL B BT A IR B R RTATH TAT R 82 .2 £ W& R AT E AL
Y  ZEEERAFEEENSEEGH ELEELMEELCHER
% Bl /Ny TR EY B - FRiRE /N0 T EES A S
*“E? - AU ERNET  BFEEHE-EREREERE - £
DR EERE - BERAAKENRHERZRE  EELEXGFER
TERE -

B TATSEEHMP N CRBRITANRELBEERSG YN " &
KAk B9 BRFBHYNXATANRMER KEERRE EARORA - &
EERBY(PIA/NEARAKB)VBRE SR BEER CHENEY » &
WIEERNEGHYLERGIOREE S A REH L - BEE
ANEBcRELBEERNIY < MEZEREANEIDNA - 1£—EF it
Bl MeiE TATZ cDNAR] (i ARG e SR M EIE R TATZ R A
DNA > BEZERBEFIIATARELE S H RBERFETATZ DNAZ #l i 5y
BMIEERNHY  ELBEERNHY LHAWNBERKREZEHWZ S
HBEMERMEXRBENN » HEmR OB HEF54,736,8665% K&
554,870,0095% 1 - 7 %€ A M@ H A AAME TATHEJE B K & (5 M 8 5
EMIEET BERBSIARKBEY < £ER P Z TATZ #5E 5K
HY AR N B B BB B R B 7 AT R R i 2 AR B TAT .2 DNA 2 3R 3538 i 9 1F
A - B FENYA RFRE S W T R 5 £F A9 DA Lb B 40 B 5 5% 3 A A
ZREERR BB BRI E Y - RIBABIHCIREE - FZABIE
HEY HEESEEENIREHEGYMEILREER R FEER
B SENREERRZBEEEERETHE -
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E - AEATATZIE NERFEYEETAT "TE/H% , &89
ZEYERRIBETATC RIRE R E 5| A B & I M B 7 B9 5% 5 TAT 2
SR B £ K # DNA 2 [ 2% 4 [F] VR B 4 T BB 4R 15 TAT 2 R B8 2 IR 5 2 8f
ERE - BEIME > fREETATZ cDNAT] A AR 18 58 35 5 17 S8 58 45 78 TAT
Z EKHDNA - RIS TATZ KR HDNAZ — & 73 0l ik 2k S48 55 — & K
B EUWFEBETRANENBESCEEECYWER - B > &8
o B 3 R 0% B 52 DNA(S Wi B2 3" ) iz S50 1 e 255 [ 174 [ R 2 4 3 B
Z G+ 2 B30 Thomas i Capecchi, Cell, 51:503 (1987)] - 45| A
s MR (BIA0FE R B2 FL)h - A EE 5| A ZDNAE A JF £ DNA
[EVREAH 2 MR [Z REIIILIZ A > Cell, 69:915 (1992)] - FE 1% & e
MEEABYWBINEBRKRE)ERUERREREGE(2 R AW
Bradley, Teratocarcinomas and Embryonic Stem Cells: A Practical
Approach, E. J. Robertsonffi » (IRL, Oxford, 1987), 5 113-152H] - k&
rEABRELEABGNREZEEEEHYT > BERBERZE
BREL "ERGIR ) B§Y - £EMAETEERIFEEMLADNAZ KA #E
HIEER &N B AREE2 MY &H RIEEMZDNAZ &)
Y o ZRGIBRENY) < B BT R R G0 H AR B R e R 2 R R B T K
Kk Z TAT % BR T 3% /8 i B 29 AR -

MIBTATZ R B IRT] AN ERE ST - EERBEEEA G
RERGIAMES  DUEBERNERAINARERRIEEERZEER
BMUEEREY -"BEEFEE ) OEENEREE  EPHEHE - BE
HWRFRER B RERBEERERE > HP R —XHEREEEERN
= DNAB(mRNA - 7 #Z%RNA K DNAT] F{E[HET X EREFEEARIR
ZIEEE c ERTEREBZEZERRE L7 E 106 B0 ol A i
B1 {5 L BR] A e R P 250 BRI 0 A T 38 BOME L P B FE R (K © (Zamecnik
% A » Proc. Natl. Acad. Sci. USA, 83:4143-4146 [1986]) - % E R A

C178142PA doc -139 -

L



201437228

RS Ef LA 5 E R Y > BIANFE I EE BN E T 2 E K —
% °

FEZEIANRBEEZES| AGEME S 2 &7 - 3% %8R &
REEENEEEEBEMET EREENEE EHNA B CMEFm
AE - BREEN BB EHIABYHEACRNTEEFEARESR
Be ~ BEEIL - B s - #iERtS - DEAE-F R - BB 85 10 %
Z - HRIREZLEENERNERRNEERRE(EE Y ESREH)H
EELANREHED-BFEENE B8 4 (Dzau% A » Trends in
Biotechnology 11, 205-210 [1993]) - FEXEIFR T » AIgEHR EM KB
FRAEAE LA 2R > FUNHAEREEEL S EEMEE
EREECTE  FEMR ENTECENES  ERAKBE®R » Al
ARG HENRERAMEMNMEREEESECERERARER &/
REERBH NS S EMBEENESMEc RBREDEREFE > &
BEETIREBEANCHNESBE TS EEMBEAEMEEHREERNELE
HeEHE ZENECHRBFERACERMHBRRFILD WuE A > T
Biol. Chem. 262, 4429-4432 (1987) : J WagnerZ A » Proc. Natl. Acad.
Sci. USA 87, 3410-3414 (1990) - BN ERERL R ERFEE A EIFE
st > 2% H Anderson® A > Science 256:808-813 (1992) -

ATl TATE R E AR By FEAN LB E
Al - Bt - AETRRENHTARCEIRLY  BRENERFS
B HETATACLAEBELHABEERD - KFHZ K TATE S
T REREBEERY -

RBHCTATSZ K RGBS TR E2EH EARNEZKS R > K
REHZTATZ AN — BB P < REAARES—HBEEZE » W
REFREBFCRFEMAREBELCEFHABEEZER - TATEE S
¥ 7] FH RS E 4 A R PCR ~ 46 75 43 #7 (Northern analysis) ~ & /5 53 A7
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(Southern analysis)} 7§ /5 5> 7 (Western analysis)Z B4} -

ABPEBEBERLCESYLUE R EETATS K2t &Y (8 3 BB
[EEETATZ K2 EANEME BN HE - GE2E VBRI EYiEE
Y i B AR B BT DU B B AR a7 8 Bl Y 2 B R P 8 1S 2 TAT % K S & 8K
HEe HUEMAXTERESZREXMERESECHEAEER (B
ERIMHHEI TATZ BRE RN EY - ZFEGHERAEEEER
SERRECEERMEECEENEN Ny FEYEREY A -

MEITT U ZEEAET  BEEQE-EQEAEGRA - £91k
LEERE - RERBEENRME CGE - EELRERTFE RS
%ﬁ o

FRIEENBCRAINERCEENEFEFEY REYHE AR

ERH BRI TATZ IRERUAFEMELE S HEFRAZ &
ESA SIS

EEERET  HEFRBESETHBERNEAREESYF
FIERCBEESY  TE—REERA T » BAXEN L EE T RS
TAT % K 2K 22 ¥ 1% 32 ¥ #5 Hh 3 8 B0 2 8 3 82 & 2 72 (& AR (B 20 1 & ¥
EAR) L o FE L E B H — M FE B A TAT 2 BK 2 8 VR 1 i & B2 3% 1 311 5z
REH - 80 > W{H HHAEE 2 TATS ik BB 2 MY E E i ds (B
MBI TATL RR# E N E R RE - 3B v & a = EAE S
DSz RkKEERTRMEBEHSPIUZEREEME T CEMRE
ED)ETHRE - ERETHRE > PIFEEEREBRRNEHED - &
EHHENEBRALCEESY - ERVIREEHELSTHA{EAETC
B EHEEERERE LLCELRAREES - ERVIREEMHST T
HEERE U UERATFAREEECEECE S YRIELPIER
HHES -

ERELSYHATEN L ERFAFERE 2R ETATS IKAEEE
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AETHES  AHEZSHRCHEFATHRNAREINELE-E
HEMAFERCHERE - ZERAEEERTE > BUORH - £8
EhBESESEREREESLML - 54 EEE-EQEMEEE
FH ] 25 | 55 F Fields B [8] 22 (Fields }z Song, Nature (London), 340:245-
246 (1989) ; ChienZ A - Proc. Natl. Acad. Sci. USA, 88:9578-9582
(1991)) At 2 21X B% &) 2 38 {8 3 4 40 Chevray } Nathans, Proc. Natl.
Acad. Sci. USA, 89: 5789-5793 (1991)FT#8 R ES | - 3F % SR
GAL4 .z 88 &5 75 10 7 bo W (B ¥ 3 B Bl B AH fp s 5 > — (B 78 & DNA
mEE > BZETEESKE I - A ARE R AT BRI AR
CEERE T#HTAR ,O)IAZGEEERAWNERTEDE  £—
EP IR EHEHGALAZDNAK S EEE - BES —EFEEFL
EHEHEEMEAS - EGALATE L E B FH#H T GALl-lacZ#i E &
R REFREKENRGALAEEREELDE-E0BMHEERACZER - A
B-FAMEMBROTEHANSEHEFRASMCHE - BFHERE
MR WMENME EENECHNEHE - EHEMHEEFRAC R
£ 1 (MATCHMAKERTM) ] B 5 Clontech - 5% R #i J1 °] &8 18 |& DL %E i1
ZHBAGENEMRAFRACEREBUKREHEEMNEZEEEIER
MEMBECIEEREBE -

T8 A S B 2 AR S TAT 25 iR oz B R B il 7 A 79 B30 e 4 48
SHEAEFRCEY TN TR - BEEFEEREY R MR SHME
NS HEERREESGREREM T 8HSE S WEE YK IE
BEY  BARERECESYHREEGCE  EEEBHALCLEYEF
ETETRIE - B AIBLREBRNEE=ZREREEGYFTLUREE
M HRAE o 20 B FT BR IR &Y T AT R AR 2 IR b S ) B A P B¢
MENEDCHNEES(EEDER) - HRXEMEXNESY - BHE
FHRMEMINREREEMREKESY  KRHEBEHLEY T EHR
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WEYEEREREEYMCHEEER -

Bl EPE - I TATS RRE RS M EE SR EZhEaY —
EARMEMEG  BETATZREE TZU S WREs G R E M E
HEZMEYRBTATS R CETE - BE > WHEHETATS I R BER
MBI EEEETATS R ZENEATBEEERETHEETRSN
i R ARSI - TATZ R O E RS EEZEE  UER A
BENRZEITATSZ RS FHERUEBEENB ZERE - REZ
B ERNTHAERERMEC N ZEREER - F0E 17 188
R FACS4» 3% - ColiganZ A » Current Protocols in Immun., 1(2): 2552
(1991) - BEHRA R ENE > ETHETATSHREAEE X EM 2 M8
T RAREER L RNA » HIGHIERNAE £ Z cDNAE S - H AR g
COSHUMEER M TATS AN E R FEM C MMl - MR HEEs LA E
LELHRRBENERL ZTATS K - TATZ RT3 B 5B HAERE »
BEBARKOECESENEDERMB CHEZIMNE  EElEEY
% HEAETESRABGSN - EEHEEALRMHEEME > BEA
A AER A E G (sub-pooling) R BEIE A EFEYL  EREARD
HEZHEIBE—MR -

ERZEENCERGTE  AIEELCTATSRERFEZE ST
Z M IR B R BN S A E B - FEHHPAGEBM XYW E » HE 8
RXE B (X-ray film) - A[YIREBERBIEZRCEESY > BT
MAE  HETEOBEHMENR FEREEBRENFZEKERFTY
AT — MG H B TERES G EDNAERE R RBHEEZEBZE
o

FEEBE S —wBEld  EEEVEYEETBEREZB W
FEYVHRRIERBEREL CTATS R —EEE - BER UL EaY
e B HET A B E A 2 B
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BEEVNBECER EEVEEESREREQHETATE R ZME
YHBEKER  BLHEHSV®E  BFEETSRMISEREKEHRIE R
AR HEPE MERNERERZENERFBRIKREHANEL
R UERANERERFERE - B&  BEETERABEUEME
H'E - PIAITATS R S Al Z 88BN B /M - €1 8 1% 41 il TAT
SR TERM BB -

5—BIETATS BRiE PUEI B K8 £l 206 < L ZRNAB(DNA
M S - FlA1 X FERNABDNASG F 2 {F F7E R 35 H B 4
FMmRNAFERZ HPFEEH EEEE EEE mRNAZ B - B A]
TR =R e 2 BB Z DNABCRNARE HI B R R IR - BT 7351
ENREEFBEREDNAKRNALZ S - BHIME » #HRE AL Z KA
TATZ IR RIEEFBRFIIZS'RIBE 7 8 5t K B B9 10 E 401E @ & ¥
ZXERNABKEEK - DNAEM TR ALK TUHEB REHRCERZ
EHMH(ZEfE-2 RLeeZ A » Nucl. Acids Res., 6:3073 (1979) ;
Cooney % A > Science, 241: 456 (1988) : DervanZ A - Science,
251:1360 (1991)) - TG 1L TATZ PREE Sk K B 4E - RBERNAE L FH R
{EHE N EEmRNAZEZZ H [H B mRNA > 7 8 32 £ TAT % Kk (X £ - Okano,
Neurochem., 56:560 (1991); Oligodeoxynucleotides as Antisense
Inhibitors of Gene Expression (CRC Press: Boca Raton, FL, 1988)) - |

tt A% H B N RT3 22 M M CABE S Z RNABKDNA B i 88 P9 3% 31 DA #1141
TATZ R EXE - AKX EDNAK » (8 #0560 FIMER
MEREEBRFTIZH-10E+10EBENEEEEBEETRBKE -

BEENRBEREN T EEeNRTATZIRZIE AR - Z8EE
BUMKERRTREMMERASS AR > RMEETATZ R EH 4
TiEE - N T ZEE %(15TBEﬁA)/J\HtjzHM%%?(@{%%T?@'I‘E
Ok & RIERETRRERLESY -
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EGRE R ARNAC R EH AR B IRRNASF - &%
VERZBRER A A O R SERNAFR S RF R - BE ANV TR AE
RIETEA - BERNAZEEA 2K R IE LRI 2R B n #E B e A

BB o BR HMEFETE © 2 R flalRossi, Current Biology, 4:469-

471 (1994) » BPCTABIZEE WO 97/3355158 (1997495 18 H N Bl o

ARAHEG e —EREER P ES, FEESERAEHEE
BEBRBA - BF B % B A BR 5 5 LUE R HH Hoogsteen i 3
Aic #f %L fll (Hoogsteen base pairing rule){E i =R K » LS HAI—
fir BRAEEIRER < — & L H M E KR S 38 0E B o B EE
& Z2REIMPCTAREEWO 97/335515% - & L -

ZF/ND TR FER £ GR A (A — B % TR A AR K/ EE
N ML TE BT BN R AR S R A Ak R

73 Wl AR S TAT 2 BK (K% B 78 A 20 o a] A3 A58 A Ik T8 65 4 o 30 A
FARSLF 2 TR B EAETATS K - X 0 FrE 4 2 TATS K8 A
BR8P IEG TE BT R 3R R0 B A SR il 37 9 2R E A U TATHL B8 -

ALUBEESM A RERREESATE R Z TATS KB
RUKFER LB A EERBIAMENNEMS FLULEESER
iE > BIEEE -

ETATZREMBEA B ERTBABFESIMNGEE > MRLIE®R
R N EREEEELENEEREIERIBRREEE
Mg - EEARERFE  IFEEEANEEEAECHASHNR
NFEIE R ERBE - BOIMS > ERVBCABEFRY > IR HRYE
EEEEERERIIZCE IR F - ZERTHESKEZ R/
FEHEADNAR T E 4 - 2 R4 - MarascoZ: A » Proc. Natl. Acad.
Sci. USA 90, 7889-7893 (1993)

AN P ZHREWIRF &F — @ L5 G R 25 E 8 FEE AT
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FLERLEY REREAETEHRREETFHEEZEMELEW
EEAEY KBRS HEYAESEBEINE R - MM
MEE g -~ HREE  LEERBRERNGE - ZESTFHEHELUT
FHMERTEHENCEESHEE -

RELDLTEOERNRRPCEN EXRERU LA S IR 6 A 2
HE  #ilE -

RBRASEFFGIBCHEENRZENRMBEUZXEHZ AR
AR -

=g

RIESNET > CHEAFRERCTEARBRRBREFT SR
HEFEM - EUTEO P REBEREEFLUATCCHFFRKIZERZ
1% %5 M M A9 2R R B 2 # £k F & /[ (American Type Culture
Collection, Manassas, VA) o
T BI1 : B F GeneExpress®iE 7 45 #% R IR B R 147

THEeEERKREAERAZEE LK E (GeneExpress® » Gene
Logic Inc., Gaithersburg, MD) LA [ # 71 82 75 Bt A\ 25 JE 88 K /SR IE &
ANEHEEGEPHEL BERFAEHEHBASR EAEERER T BEHERT(E
Al ERRARZ IR(RERIBEEEE) - 2 S < ' 7 B Gene Logic
Inc., Gaithersburg, MDJ&%G H 7] fff GeneExpress®%& ¥} [E {# ff 2 #K88
1£ Genentech, Inc.## % K (5 H 7] #t GeneExpress®@E | EF i v K /B
B2 2K 73 1T GeneExpress® & K} « 434 1.2 [5G M dy F R A F R ARE R
HTRE BEMANEBEREE BEERENE  KREEERR/EH
EEGEMABPCRAEE - HAZMRNARBE S ITHE » ERMEEE
W ABKEEBPEL 0 RIBTAT419% 2 mRNABEZE # - 0 3 b
RAEAMEBERENAEEREEARZT -
BH2: FAER
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FAHN#EZRBS—EARENREMAMBGEBEBANCKEFT
IR N RS RABZEM - Er @ ARG E N EERBEAE - 547
B EBOM > B REMAETRGE  EBHR R EmRNAS R 2B
R B REEEN -

BB Lu Gillett, Cell Vision 1:169-176 (1994)2 75 KHIE (LR A
{FRPCRE A ZER VP B FEHETREMER - B2 » BiCE
Btk (formalin) & & R R A EE 2 NEMABY F - ZHE > 7£37C

THEBHBEKQR g¢/m)FEERBE15758# » HALukGillett, [& LA
St — S M T ETRMELR - HPCREWESERP-UTPZ K%
FHEBR S HAESSC TR - B# IR E N Kodak NTB2AZ 1R #f 2L
B (nuclear track emulsion)d fi 5 % 438

TP RS A& K

| A OH 75 B 0 %2 %% = (Speed Vac) 82 #% 6.0 ul(125 mCi)™*P-
UTP(Amersham BF 1002 » SA<2000 Ci/mmol) - [@ & & 4 85 1% 2 *°P-
UTPZ B R IILA T RS> ¢ 2.0 pl SxEEgRER @ ¥R « 1.0 pl DTT(100
mM) » 2.0 pul NTPEES ¥ (2.5 mM:10 p; %10 mM GTP - CTP &
ATP+10 pl H,0) ~ 1.0 pl UTP(50 uM) ~ 1.0 ul Rnasin + 1.0 ul DNAEY
(1 pg)~ 1.0 pl H,O ~ 1.0 pl RNAR A (PCRE ¥ 38 ¥ 5 T3=AS -
T7=8) -

£3TCTEEEE /N - J01.0 pl RQL DNase » #EFETE3TTC
TEEBE 15438 - 7090 pl TE(10 mM Tris pH 7.6/1 mM EDTA pH
8.0) HIRAY IR EDESIK b - % R &R ¥4 #& 4% # ¥ Microcon-50
HEETTH > BEAEXNIEE(678) -  KRARETHERE &
FEFEAEREEQCH#E)  EEKHEWRE# R » AI0100 ul
TE - #1 pli R EY B W EDESIAK £ - H 126 ml Biofluor IIFHETE -

PRETETBE/FREZERE LB - 3 plERESEE®RPHRML-3 plEg
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$18¢S pl RNA Mrk 11T - 7E9SCANZASE L N33 881% - LRI HREE
MRk E - BB > HEAEL > BE180-250R K T HRB45H
# o FEBUENSaranlEEF - HE-T0CHERTRENAEFIE
R ZXARK /N ERRERK -

PP-RER

A HRESBHEUR

BWmEEELEE  BRRESRE BAEZEBRTHRESHE - &
BEBRNSSCTHEIBAEPSHELUR B E - BEFEBEMFEKE
RA%=ZFREABHEE1058 > BEZIR THRO.5xSSCH LIS (25
ml 20xSSC+975 ml SQ H20) - #£37°C F/*0.5 png/mlE [ EEK(12.5 pl
10 mg/mlf2250 mlfQFHEN - MERNaseZ RNAsefE & % 51 B £ i 1) h &=
FEHEI05#EE » EER TRO05xSSCHEHTIF 1038 - R70%
95% ~ 100% Z B HE Y IRK » &2508 -

B. HREKOEGEZYA

e EAE 0 BRPSQ H20% » HEEE R T HR2xSSCH & it
MR > BRST#E - Y1 R20 pg/mlE HEEK(S00 pl 10 mg/ml » A
250 mlffERNaseZ RNasefRE R+ 5 37C » 1598)- N EREHIxEH
BgK(100 ul » 2250 ml RnasefR &K » 37°C » 303 8)-BEMMEBZ T =
EHE - FEERN0.5xSSCHES » B0 LA ETHRK -

C. WHHER

8BS B H RS Box#R B (4<SSC > 50% F B i ) B Fl 2 IR AR 2 28
BrFEFRER -

D. H¥%®

WA E F1.0x10° cpm¥#EST 1.0 pl tRNA(50 mg/mlfEE i 8 )7E95C
NInE3o s - Ak AlE R 0 BB RN48 pEERIEET - €18
fEt > MEA E2 S0 WA FAHMSO pl PPREEY - 7E55TC T
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B R -

E. %

£ ZE B T A 2xSSC - EDTA¥E # 2% » 8 R 10 53 # (400 ml
20xSSC+16 ml 0.25 M EDTA » Vf=4L) » #:Z 7£37°C T # {7 RNase A
FH30434%(500 pl 10 mg/ml > 12250 ml RnaseiE @& H =20 pg/ml) o 7£
Z B T F2xSSC - EDTAYEWRE 2R » ER1043 8 - Br& kR4 a0
T : 55C F2/Ef > 0.1xSSC » EDTA(20 ml 20xSSC+16 ml EDTA >
Vf=4L) -

F. HE#&ZTR

HAXMB R SEDNAFIIETRERASN - EBHAREZFES
M Bk BR DA B QNI B A s 2 B B (B EL B M P 5 B A -

G #EE

B TAT419 » FEFTEIE 2 K& > IE & M P B2 5] 55 R BE
AEHMEIMRIA - KX AR RE S ALE R F 5 M kA&
o BIRIREE T EEEHRNTAT4I9RH -
BH3: HEEEER T TATS Kz LR HE 5] o 47

BESEBTERFPY < KEMEYEANENEEREHEY
ML BRESTEERFAZCER - FIRAZERMES] - & 2K 8 835 &
U A 48 B b o2 B B B ¥ TR mRIN AR 5 30 B8 &% oIt /F #5250 DL EE 4 cDNA
et - BER{H DNABKSH X NEENERXEY L 2 MBS - &
FIRMENENRBICEREBZCFIIAMERSTHY - BHME > B
MAEFSEBREBTRAZ -RIIAEERAEVIEGRE XEY L -
RiEL v FHH R EMI R ECERERNZFSMEE <R REZ
ERE - FHREEE(EREBSR R CES L ER RN KEHBOE
EHEBEACHESCHERET  ENDNEREBTEERR CE
- HERER BFRMABTEERECEOENEEAFRERREMN
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FIE L BT REL Y T L R 9 S S AR 2 A

I B 0 50 7 R 1) B A B BB R B A - FE AR )
FoOETAMEBR R 2R - B R R RN
2001 FE3 A30H e v PCTEF|EHF XK FEPCT/US01/104825Fh » HE%
SEEPEILPYEC IS SR |

AR B o o A B R A6 AL O R R 9 1
JERE > FRESSEAEERZSHEYY LHHERRSR - LI
HEENEREEEETBERB LS - EX LR HEH
FAEAER Y B A SRR SRR KE R
—BELAHFTATS KKE « B4 > BRKESERANBEL P2
F— % B i e AN AL L R R RS T - R 2 O
B b2 S BT R R TEA L R RS - SR
G LA ML RNAR RS £ BT LA G RRERE
ML RAY o L HR T P S LB b IR 2 R R
RENBEREHEY - WEREOHEESZ METIRLER 7
O 65 53 0 o 2 AR AR VEIE © BV 08 W 00 47 P 25 45 2 AR RV R AR
& HBPZ LT BEEH) - R LRE AR KELE
3 A 4 08 30 2 B R L 2 R M Cclustering) « BRI » R 00 7B FI B
R B TE T B B SR L P R M AR S R R R TE - T
T #F A B BB B B 5 4R L

TEARE B o o R ARSI R T TAT % Bk 2 14 B 7 51 601
MRS AR T BB 0 B IR S A A RNABLZ 3% - 3
BRRIELE - FRICELEHEES B (cutoff ratio) - HeH
PARBLE e BB R T B4R P S R A 2 S B
EEELROBE L BB S B B L L L AR
%M R/ BB A IE S b A8 B S B AL 0 B I
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A EERTCERER - D FAEFSEBEBEER L HEEEE
KR ERWIERF2ERAEFARAE  EEES - lHIELZ T » DL
REOEEXHEFARNAHB ML CHRBER S > SRNBFMEERS
NERECER  FEZEIZIEREEZ/NN1.8FE - (LR > HN1.8
R EBHAGE  ArHHMEZEICI3EBRE R FHE
XA AOMEMERIEGCHRANEE - [ EHE B EHE

ZEEBCEREH HEENHEANEEBRHERE/EES
FEE - RS RAMABLL > TAT419% BREEZE b ~ AI{EEIM B Al E 3
MEERANANEEZREERERRATENMERT - 20 BTl - 3%
FEREH ABIPAZTATAIIOL RN EEAEANE L — S EE T
B EENZEERZY  METRERRREBRBERTITAT419%
IR & 95 14 HE T B Y AR R B -
HH4: REAESRTAT419% IKZ P

I BT 151 26 BE ] B A S TAT419,7 Bk Be ny Bl i o

ELEKRPIBCRMALBEREMN LARE 80 B # ki) f a0
Goding[d L/ - AR A RIBER BEMAZLTAT - S ETATZC MG &
HE -~ kiR E FREEHTATZ A - 2% F 7 B 205 b 18 7 i
ERTFAEEEAIREE -

ARER2HE KERRIMICTATRER » EHK8E THERRA
B 1-10088 78 &2 & 2R /N B (& W Balb/c) & & - B ¥ > f£EMPL-TDM
{74 (Ribi Immunochemical Research, Hamilton, MT)th 3L {k. % 5% & H %
BEREmgE et  ZEXHACEmMmELRF A CENRERFEZ
B /NBMEREIOE12R L E o IR 0] 84 2% 3 59 B 2R (3 2%
LNBEIRBIEETE - HEENmERREERNB/NEESIE
i DA FEELIS AR I FR I 3 - R M H B PLTATHIES -
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EEAEEESZREE R > 7T TAT &M 5 Ik A 5 B 2K E
HEFREE "B, 28 - E3X4RE > BIL/NE LSRR -
fE 1% (E IR M B R S (E R 3S%RZ BN EE & M ERGEW
P3X63AgU.1 > AJ & 5 ATCC > #m5TCRL 1597) - R &%) & £ &l = & M
B EUBREMNSFHAT(RER R - BERWMFE)IEREZ
S6FLAHME BN P LA RSN - BRBEEXY KR Y
ZI8YE

R FEELISAT L 8t ¥ TATZ K FE L ER R B S AT - B 72wt
WTATZ iR B Ee "G BSREMREEBR L ER K
A

AR EEBalb/c/NEFHEBENEHGERMSEBHREELESER
TATERUEE Z BE7K » B0E - W i S Ja il B 7 A A8 55 8 1B i B R A
AR o ATKIR (5 FE B BR 87 w0 B s B 6 B ok PHL 8 AT vk 2R AL R K R A
EEZBERYE HEF > TRAERTIEEENRESEANEHEG
ARG -

FEALEEN  CEELASERILABFNMESEMENK £
EHRENTATAVZ IR BRE - HZERABEMEMELCH
MRIEZINEER ' EEARANERERRACERNETEHLATZERN
TATAI9Z K » X FEMAI WA 5 £ Bk - ELISAZ A - R
TAT419% BK & Al M (RS 8 L 1M SR 3 TATA 192 R HS M A 5% T 2 i g B 5%
RTATA19Z K2 F 2 N 28 2B 32 8 flll JE AR W & ) K FACS 73 338 93 A7t B /B¢
R EBEDT -

BTHIS : SITATA9E FHERIBSEIC WA R E (K T B R w2
HE)HN 2 T #HE

MEREEEZHTATAVEREERTARVE —EAXAXFTHRELR

5E9 - B2 BBl it BRI TAT41 9B AR JIBE SE9 L A 8 & .2 cDNA Y
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FHIBE - BTEPCRE| FREEFTUAENHEEHFEHEEEKRIIESEIZ
VIEViBEZ EEFBFIINELFEBZCmRNARER RN - ATES| T&
RETUENRESEIENRIGRER R ZHURENER T RBHEXR
PCR5[F -

AR TAT4I9E E E R PIEE Bl & B Ml FE/F & 7192 mRNA
DIE ERBEZEFBES F K - 5 A B Chomczynski jz Sachhi 1987
Anal. Biochem. 162:156% 3t 2 #2 FF B 1> 10%& 41 g & 4> B L #ERNA -
FIIFART-PCR . bt B NoR I 5| F LA R AR G M A BN E R EF S
FERSFHYIE E RS (CL) KA EE#B 1I(CHD)F BB RES| F 2K
fE e Ty A A G (V)i R T B EE A (V) -

RIES FHV RVIBZNRIREEBRFIIESRFEME - LCKHC

B FoRlRRErMEENESEYES S ERTHVE E E#I5(CL)
KA EEFERKI(CH)R Z &S - FIRAE R 7R EEAY I RZ
HEBFY - BESEIEM(RNEBC EREHFE(SEQ ID NO:3) k2 K H#
(SEQ ID NO:A)FFI B R E3IRE4F - BESEIEKRIELZ
VL(SEQ ID NO:5)K Vu(SEQ ID NO:6)f% E B Fr 51l 7R 77 A & 7R iR [l 3 &%
B4 - ZERERFIZE— D REERDUT R B EJTAT419
SE9 B # 1 ¥ 2 % (@ CDR & B 8 2 B F % : CDR-
L1(KSSQSLLDSDGKTYLN ; SEQ ID NO:7) + CDR-L2(LVSKLDS ;
SEQ ID NO:8) - CDR-L3(WQGTHFPYT ; SEQ ID NO:9) - CDR-
H1(GYTFTSYWMQ ; SEQ ID NO:10) . CDR-
H2(TIYPGDGDTSYAQKFKG : SEQ ID NO:11) K CDR-
H3(WGYAYDIDN ; SEQ ID NO:12) ¢

[ 7% 16 1 e S B I B B AT P IE Y VLR Vi cDNAGE JE 2 pRKIE 2,
B4 M MR IR K A b o (ShieldsZ A » 2000 J. Biol. Chem. 276:659-
604) - Fl| FJEcoRV & KpnliZ £i7 B - & FriEIG Ay A[ B ECHE V. cDNAESH
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e B ANE«E E B ZpRKKE 2L 8% MK R HE S E
(pRK.LPG3.HumanKappa ; Genentech, South San Francisco, CA)H -
FABsiWIK Apal Z (i BE » G FTiBIQRI AT EHVy cDNABARB R K
AN 8 IgGl 1§ = B < pRK 1 %L B % M K ® R & £
(pRK.LPG4.HumanHC : Genentech)d -
BHHl6: REMEBLELSN

A0 b Frat Y 6 £ T TAT419% Rz e - BAI TRARRBEMAB L
BoW BEABEBUFEERAR/ZECHEINKAE/EE)HS
8 o RBMNPBSHERYIF - BERANAEYMEE D KA E (Vector
kit)fEIET - &£ 10538 » HFNPBSH LK - FER F 10%IM0 75 FE BT ¥ 7 ¢
2008 > MERBEHEHUEREEY - BERUAFRNEESIO
ug/mlz — RGLEE R B 1/ - FERMNPBSH MY - &MY A F
ANBENERLR I ZRIABE—XRIB)RE300 8 - B FAPBS
VeWEYT - BB E Y] # B Vector ABCEME Z A BT #3048 -
FE & APBSH ¥EMR YT - FER U] 2 8 i = M B W K I (Pierce)54>
# 0 FERMNPBSHBEHk - FE 12 M 8 HS (Mayers) (X &k N A5 6 U] Fr 4 EE B
o BLEEWHUEHE - KoL T h ATl ETREEBRMEDIN
SambrookZ: A Molecular Cloning: A Laboratory Manual, New York:
Cold Spring Harbor Press, 1989 : J Ausubel® A - Current Protocols of
Molecular Biology, Unit 3.16, John Wiley and Sons (1997) o

RESMCHERER  ZESMFFACERTREERAHZ
FIERIINEZEEANEEREERLNO0%FERN I THEE
TAT4195R 3 » i #65%ER T EQHE S E 3+ TAT419% LR -
BH7: BEEKRBZAEL

ZEVEAEHETAT4AIOc BETBSEIN B FENER
-
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{ETAT419 2 MM SR BN K BB A8 B GR B k) b B DL 3 &= 55
RFcHEYEAFTIR N CHOERE MM F - H B ZE &5 K4
it - FEFHARB RGEE < EHTAT4IOM AN B /N RIS R EE
KRIVVIBESEIC BE R &9 - B F/FELISARR IR S & N ICTAT419%
Z ARATRE I AR A
2 JE B SE9 T B g

FERARE S EEEESEIC MG MR EMERNA - ¥ 5 5 KK
28 {58 FHRT-PCRUA & {H 5| 7 P 9 °] S 4 §8 (VL) K W] %8 5 48 (VH)IZ, - A1
B THVLE KVHEZNRIGEERFI EERENYE - LCRHCKE
515 o2 B RE G 51T DASRE £ 10 & 8 88 45 (CL) & [R & E #8458 1(CH) F £ 9
BeESERTHVER - FRAERAAFFZACHEAYZRETRF
&l
REZBABELFABEICEZSRERHEY

Fﬁﬁ’é%ﬁﬁﬂﬁuzﬂiﬁ*J%}qﬁ@l:ab-ﬁifﬁﬁﬁgﬂEE”E"E‘i—phoA%‘
B TS 28 BB E AR - BB — I B R R SUE SR F
SIMENEZTREERECVLECHIS MR > B8 MR EEEER
SUE SR RIS NS R E M VHR CHIR « # 2 DR 20 H 48 4
HHEP3EMK -

FL¥ B SE9 2 VL & VHIg B2 A $5 VL «I(huKI) & A %8 VH IR B
MIthull)HE @ fF 5] - B T E 4 CORBAEY - BSE9Z & & & % HE )
huKI R hulll B #EZ BT LIESE " SE9-B Y > BIE #CDRE
WY - FEVLEF » BLUTEBRBEENRAELRAEZE @ (18 24-
34(L1) ~ 50-56(L2)J% 89-97(L3) - 7£ VHIE 1 » & A £i7 & 26-35(H1)
49-65(H2) % 93-102(H3) » MacCallumZ A (J. Mol. Biol. 262: 732-745
(196 EnfmERNMEELSESEH  ARREHIMNEIIRIIBR
e WHILEFEYIE AE/AE > CDR-H2K CDR-H3Z E % P
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EMNENTFEEEY -

FE I KunkelZ2 B F R ILCKHCRIAHEHE HESBEFEAB I
B2 E B 0 LlgGREAESE " SE9-BEY) , - N E F KunkelZ8 83 H K
R E B L INEFI NS E S - FEHDNABIF#E R EREMR -
HRECEEML

FREFRRANRBESBEFY| ZRFERLER » 55 H5E-F
WY& EBEFIIAFTLEME - LIARE HGallop% A > J. Med.
Chem. 37:1233-1251 (199)F ERHE R F BB ER S KRB RE
B HNERENRRBZREME  AEEBKZ70-10-10-101R 5%
FERBETEUEERCEB IS RMEE—MNE LEETFEH50%

MERCEETREBRESEERIICAMEECAEBRERE
B2 EBEYAECHEARE - EHEHAEBFRGC  {# VHE F £
H2 BB EH R ERUEBE (MBI FIZERERBRNA - G- S
T

BETHREIEETEACDREMEFY] - 2 HKunkelZ8#F 1
SE9-T 1Y) .2 % CORH R 5| A48 IE B 1S T (TAA) » £ 6 1 FE AR
EEZERIEEBTFSIATRRFCDRS - FHBERAEZTBRKRSIASLE
MDA R A 1R AH FERE AR 2 & L RS+ -

E4LWEEE

E37CT > B LR RBHAUESSBETIASESED
FERE (L B E BR M5 B 7E20 pl&EH 660 ngHE L EH B - 50 mM Tris(pH
7.5)~ 10 mM MgCl, ~ I mM ATP » 20 mM DTTR SURKEHMEE 2 K
TEY) B BR AL 1N -

KELENE —CDRFFIASHEECEHMEBAELETBR M 20 pg
2B HER BT 2 Kunkel AR H G - 7£50 mM Tris(pH 7.5) ~ 10
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mM MgCLH T RIE - HRBERS00 pl > HHEEMFRERRZ
EEEE3 - FIRGWIEI0C T4 8 > fES0C T508 - FEBRAEK
LAl - FER c FEEW TFEHEI0L pl 100 mM ATP » 10 ul 25 mM
dNTP(%& 525 mMZ dATP +~ dCTP » dGTP & dTTP) + 15 ul 100 mM
DTT -~ 25 pl 10xTMAE & 95(0.5 M Tris pH 7.5 > 0.1 M MgCl,) ~ 2400 U
TAEBEE &30 U TTRESRERE#E ZERQS0 u)FFE3/NE - fEk
PLE R EY N EF LN SS320/ e b - FEMI13/KO7# B I & 88 77
£ F%5E > a0SidhuZ A > Methods in Enzymology 328:333-363 (2000)
Firsft - BERREE1-2x10°E B M A EE RN - B F S Y E 2 FE
RLUTFEELE -

X B R S

TE VR B AR 1B 0 7£4°C T CHOR 4 TAT4194 ffg 4435 (2 ng/ml)
£ MaxiSorpf§ & % & X (Nunc) b [E E APBSH B & - {# A B& & B fH BT
| (Pierce)[HETIR Z A 1/NK - B BY LBERRERES BB EBS
AE&750.5% BSAK0.05% Tween 202 PBS(PBSBT)ff o 7F I 15 52 %8 4%
% A&%H0.05% Tween 20ZPBS(PBST)MIELEMERESL - H3E
FHEL100 mM HCI— B B & L300 #ERBHME S HER - A1 M
Tris(pH 8)FF FING B #8 - H{# A XL1-E M i e M13/KO7%# Bl I &5 A8 14
i » HFE37C THR2YT ~ 50 pg/ml-K A P4 #k (carbenacillin) o 4 & (&
W o AR TR A I A D M R R A AR R L P K
ZIEE B N EMEE R EEE -

FabRIgGZ E &

BTREFDEABDHANEMNNOEY  EREEBEHRBETE
EME M AKRIEREF - BHAEI N KGR E34BSHE
s B HIE30C TERECRAPEE & HEF 4 E (PrestaZ A >
Cancer Res. 57: 4593-4599 (1997)) - M B L WEME - BIER
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PBS - 100 uM PMSF - 100 uMFEEHRE « 2.5 mM EDTA » B 55 F 4 5%
hE T - BEABGHMET LR AFab -

R ERE EH Y > RAIE293 MM &E £ 1gGR 28 - {f f FuGene
RS VLR VHZ S B2 (25 pg) B 4R 293 4 - B & 500 wl
FuGenefi4.5 mINZFBSZDMEMIEBEEE » HEZEBR THEEHE - [
ZEESVPRMSEQRS peg) BAEZEBETHEB 205 #.BRAEITCT
f£5% CO, R ESET-150EMFRELUMEER - E-X BRE
FHLRESGYZEEEAFA2 mlE0.1 mVL{E TR (A0934)K 10
mg/LIE B & (A0940) L PSO4SE B HL B #1 - HEEHEMMSK > IRE
1000 rpm N UYEEE B E S # - HFEM0.22 umBRELFE G BEIES
BIE - B ERE125 mIFRERI2.5 ml 0.1% PMSFZ &R GEFE7E4TC
T - FHAELBEGHMEITEM G -

HAO S HE

| Scatchard 43 Afr J #1] A 2% F] B8 4% + £ 4R 5 F§ BIAcoreTM-2000
BCAL00ETTHR M I HIE -

Biacore 2000

[E £ ($9100-400 RU > 410 mMZ B £H(pH 4.8)d » 7ECMS I 28
g fr L)TATAIOMIFE St s (BE & fb) » A SEINIEE B ER A ES YW (L
30 pL/minZ LB EST » FH4E 1000 nMZ JAPBSTH 2 24 5 48 7 2
W) A EFE RIS EBRERSTERL - EXTHEK  HH10
mMHE BB (pH 1.7)E&KFBLE -

A o K Y B

ARANEMZ A NEZEZEBRRENILE AEI VLIS EHEE A
FEEREFIIL VHIS - [L¥SE9Z VL K VHIE B A I K BE BFIIIE 5 5 7l &%
BREGCDRNBIEN ANEEZBBRPLUELATRABIGGE
CDREZEY) (SE9-BAEY) -
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EAFbEBWEEE  Ed 3 HfESE-BEYZ & CDRFF[A
ZAk M H ot ¥ CHOJE 14 TAT4 19 o S 8 v & - TEFT B 6l E P #EIT 5
Ttk BIREEE - EHEMmZE 0 BEETHEMRANDNA
oo HBREEANECDRF ZHE—HEFI#4k - ZEEESE
My BT RERELEEEERARE LB EBUBLR(EE Y
TATA 19SS S BB B AN BRI R ERE (L -

5 %5 T Fir 328 4 % 3 35 /5 Fab H F1] F Biacore 3% 5 H 8 TAT4 194 itz 4}
BMiEE  FTEMAGENMIERE L ZTAT419 ) B RLEMRZ
EEBRMAOMEERSE-BHEMAKES -

EAXPar L HBhuSEIVIBE BEBRBSHAARE 2 RIEHEERF
51(SEQ ID NO:13) ~ Bl6HFrimc 2R EM K E® F 5 (SEQ ID
NO:14) ~ B SH AR Z VLEZ E B /7 51 (SEQ 1D NO:15) K [& 65 1w &
VHiZ Z B F5(SEQ ID NO:16)iy AL HLTAT4 195188 B n A= 1R B
BSEOCHMNE SN MK L2 TAT419 » B K 7] 58 {F 5 8 (% 2
¥y DL it — 35 B & o huSE9.v1 2 % {H CDRE %] 0 F : CDR-
L1(KSSQSLLDSDGKTYLN : SEQ ID NO:7) + CDR-L2(LVSKLDS :
SEQ ID NO:8) - CDR-L3(WQGTHFPYT : SEQ ID NO:9) - CDR-
HI(GYTFTSYWMQ ; SEQ ID NO:10) . CDR-
H2(TIYPGDGDTSYAQKFKG ; SEQ ID NO:11) % CDR-
H3(WGYAYDIDN ; SEQ ID NO:12) -

IR Al A Ay A B huSE. 22 8 — A FEH L L TAT41941 88
HEFHEhuSEI.vIMHEZ VL5 (SEQ ID NO:15) K [E 7+ Fi 7/~ & VHEZ
E B FYI(SEQ ID NO:17) -

BHI8 : &S0 K TAT41951 R Y 8 & € fiI

BEATATAMBEZHE SR AT AEZR THEEREER F &
iR 2 FI| F Pharmacia BIAcore® 3000(IAcore AB, Uppsala, Sweden)7i& I
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E (2 Bt Morton% A > 1998 Methods in Enzymology, 295, 268-
294) - {F K EHITATA19H1 B8 AR B — AR Bk B [&] 7 7Y /R 1 25 & F (CM5)
oo FEAHLLS ml/miniF §F20 ml 0.025 M N-3RET " EEEE % E20.1 M N-
ZENCHEERERE)RKE _ERCBESYREVEZRREM K
HIZFRAFREEE - LAS ml/mingF§15-10 ml 10 mg/mlFTTAT41941 43
210 mMZ B2l (pH 4.5) P ZIBR - FEEER » FHEH20 ml 1 ML
B Rz (pH 8.5) K EET & i ERIGIBZ I8 - BRERE RS 20.05%R (L
ZUEEEE202PBS - BN NEER G - ER B £ LI30 m/minZ FLEf
HEFHEEATATIIONE R R FRER P MEEEHRERR &
3578 - HEFFEE MR EEE20 8 - FEHES 20 ml 10 mMH %
B HCl(pH IS)HEEREHLE - EHCHEHLETEEEINEZR
B IER2H - MEHERHWIZIEFEEE ST R - £F
BREEHENMOCHER  FRLIGERINA2ZERERSINE
K o [5] B 88 & & S AR B R E BU(BIART LR ER) -

HERREERNEESCTATAI B E R R AEE RS
kS A7 3K B E (FendlyZE A > 1990 Cancer Research 50:1550-1558) ¢
FEHHERIREICEMRATATIOL R o B ERAERZELE
{5 F§ PANDEX ™ i 33 1% I 25 Ot 8 2R ¥ Prag 17 K HETH 5T -

FRENMEFEACEINEFEERABELRFITOESG
(WofsyZE A > 1980 Selected Methods in Cellular Immunology » 55287

H » Mishel }z Schiigi(##)San Francisco: W.J. Freeman Co.) » fT#lE 2
BREEEEEAERE - XRAUBEFA1L7SXI0EAREE S
BFREF0S%FMEHEHMBSA)R0.1% NaN; Z 5 PBS 1y K K
TATAIOZ MM E S B - FMEBRRER 1% B A K F(DC -
Portland » OR)LAJE /NPANDEX ™/ & 27 58 22 o 5] PANDEX™#5 7, th ¥
P20 I 481 0 98 5 ¥ 2 20 AR St {2 BBk 088 (100 pg/mlZE 0.1 pg/ml) »
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HAEKLEEEI0DE - ML FHEM20 pEELFITCZ EERFIRERY TR
EBW > B E3008 > stk H HPANDEX™EfEB A EE - EE
BHRVEREESCHANEREE _BRABHER  HTREBHER
EREREE - EZEBRD > EAXPHARSEINICIZEBE
MESEHHHEERERFEZTATAIOZ K ERI AR EREE - &
FIEZ A T > — fik 252 I T i & R S A BE A0 B AT 2 BARPIRE RS AR
MHEDUR R E S 2 HMmERTUE -

METHEEGIITUENIIERERE KB E - # B fETAT419
TR IER B R RIN293MME D - MR A AT < & B R EHTAT419
HERBETHEARHEIN  ZFoMIERERE > SEORER
TAT41951BE 30 A G M REFE B RTAT4IOZ IR Z 2938 - ME &
By B PITATA 19 BB R LR BE A Bl IR A 48 & MR ILTAT419% iR
Z 293/ M8 - ENRIRHY — BB BR & - SR B 8 B W (8 & Al 58 R B9 PR
REH

ERESL > AXPHIREZEEREITATAIOBERPLE B RS
BRAR AR HAISEQ ID NO:2fT /R Z TAT419FF 51l 2 55 271 £2 28 641
fREER R RE S - I - HMEEIITATAI9E R IE (B
BESEIEMRIIEE K HABEANEAR OERES RAR A FUWSEQ
ID NO:2Ff /R Z TAT419% K F7 51 .2 55 658 £ 55 1018 % £ BR ' [ B9 T
FREZ -
B9 ARBATATIIZ R MR AALIRTAT41951 8

AR TAT419R R E £ 2 Ml R I TATA199182 < MR A 1L -
BT RIEAEEGNTATAIZ &R - R R TATA19.Z 2B 3 il i PR
ZERMEEBYITATAI90E —EE K LET UMy - BEREEUHZ
RPERE - Z XTI EGEZSEIEEERPUE k KM JTTAT419
BEEXTBEMERNEECY N BEEKTBZHREEAMS
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B ANECY - FRHATAMIZ M A =4 & & M &
(Deconvolution Microscope) i EZ F| BEEKIIEH ERGHEN L
o RAFPRAE-HEREEgBEESY -

AR %8 H = > 2 5 T Internalization studies | » PolsonZ A >
Blood 110(2):616-23 (2007) » 285618H - & i F§ X & 18 & U fi7 (6015 K
REVBER  REELETHEREREEANL - TRIETAT419Z
HRMABEAEREELE  BREHEERERFAK L UNEREZ
HEEITCRER 2N Z ML E - FARRTAT4192 fl (A B8
SE9EE3C3HT TAT41941 88 W & 8 & B BA BE AV B R & 68 R 1N &0 A B 4
B RPAVIB-HERXEEQEECYEREMBEASRN - EREE
Bk BEIE—DETUE/TATAIOE SR -

FASEOHBEREEI/NE  H4CTHEE > MREEMELAZX
Jike "Cy3/NE L BRHE - E3TC TLIRHRBEREE > BEEE LA
“RUIBREEE > ETRAL -

R Al e R R 8 FL R 3K Ar (Nalge Nunc Intl.)dr (7 100,000 4 i
[FDAETE3TT/5% CO, NEEH24-48/NFF - EEEHESHIFIEI(50 pg/ml
st il 5 E§ AR (Leupeptin) 5z 5 pg/mlIA ik 38 (Pepstatin)) . 4 R & E
AIN2-5 pg/mlZ FITATAI9F IR PR A B AE 7 2/ N0 - R EEQIRAIH B
BHIE—RITEEREAE - EMAFEEBBERE R VR - £EEET 0 ¥
MM —RBAEER THEESOE  -BRERMAEME  BER
3%HBPHERF 1058 - HO.0S%ERFBERES-1008# - HEER
THPBS+1% BSA[HEJER BEMETIBHE S B6204 8 - R KM
@ =075 Alexa-488(Molecular Probes) — RHTEE —#E7E37C T B /M
o vEk > RERBREHBAVUERBEEMBECEK S - FHERAS
DAPI 3 A #Z 50 40 fff % 22 VectaShield(Vector Laboratories) R %4 & &k 3%
Fro BBRERESEHRF TIAEENEF MES -
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ZESMCAEREN  ERMABGBKNAEBER D R200EAR - K
it BREPITATAIOM BB (EIE B ESEOB MR R ER{SE A EHK
O G RIEMERE L TAT419% R B R E A {k 52 M i o 36 58 2
MR ERRE - KM - KNl 2 FITATA1951 88 B R IH TAT419%
R B HIE G B R BB ENEEREY -

HO10: EFESTATAIZBEREANE

FEREGRPERIE-EYESWADC)(REIRZEE S W) EE
1830 A B 5 1 B A R A o T AR R (R B AR 3K B 4T o REE RS A M i g
%) )(Payne (2003) Cancer Cell 3:207-212 ; Syrigos & Epenetos (1999)
Anticancer Research 19:605-614 ; Niculescu-Duvaz f Springer (1997)
Adv. Drug Del. Rev. 26:151-172 ; US 4,975,278) 4y 2 ¥ 4] {8 3% ZE ) 25
TEBEEHEMEAERNRES  HF 25 REZEEESEDE S
HALEHEMBEUARREEZRCERMRELATN BRI CEHREE
(BaldwinZ A - (1986) Lancet (38 15H, 19864 )%5603-05E ; Thorpe,
(1985) T Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A
Review, ; in Monoclonal Antibodies '84: Biological And Clinical
Applications, PincheraZf A\ (#f) * 5475-506H) - KL EREFEH MR
INTTIHRE R K - BRI R EIADCY 3% /1 B £ b A B &R 5152 (mAD)
LEBUEDRBEBYEEREY BRI CHE - OlE > SHREEER
PLig 9@ B N 5% % K B (Rowland % A » (1986) Cancer Immunol.
Immunother., 21:183-87) - ZEHEFF AN EY OFEEZHE - M
= - HiZEW KR & ¥ (Rowland%E A - (1986)[F L) - iEE-H R

EYTHEANEREENESER  BUOBER  EYWEE 0 30
BWiER N rEE #EUKEE#E (geldanamycin)(Mandler &
A * (2000) J. of the Nat. Cancer Inst. 92(19):1573-1581 ; MandlerZ
A * (2000) Bioorganic & Med. Chem. Letters 10:1025-1028 ; Mandler
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Z A - (2002) Bioconjugate Chem. 13:786-791) - %8 % % 3 (EP
1391213 ; LiuZ A > (1996) Proc. Natl. Acad. Sci. USA 93:8618-8623)
B EZ M E (LodeZ A » (1998) Cancer Res. 58:2928 ;: HinmanZ A >
(1993) Cancer Res. 53:3336-3342)

ERBHINBEEYHESY(ADC)F » H188 (Ab)AE HE# 7 (L)
—HNEEEYTH>DO)EE > FINSEREBHIEH20EEDHS - B
£ T2 ADC:

Ab-(L-D)p
ARAREHERNECHNC BB ERIE - GERAE - #EHEE
BRI ZEEREE  (WENECHSGEEE —EEE T3

Bl 52 FE LARS ER AL # i Ab-L » FEIREAZEYER > D FE 5 R () ZEY)
WoZHgERE _EEETABNKEURBLERE KDL > EE
B FL A E R FE - A AR BB ADCZ M7 % -
BETUH-RZEEZTHEOBR - fIREERTHE5 ETE6-
BRMEEECHE('MC, ) EXRMEFEANEE("MP, ) - #
FRBR-NRZBR ( " val-cit) )~ MIEBR-FEWIZER( " ala-phe ;) ~ HIFHEZE
HEEHRE("T PAB, ) ~ 4-(2-Mb g Z BT 25 ) ICBE N-T — B 52 M B
("SPP, ) 4-(N-BEXRMEMEFE)EC K- 1-FEN-T ZBiE iz
(" SMCC , )R (4-Bt-Z Bf &) & % B Bk N-T — B 55 I% B8
("SIAB, ) - WEEMEMHEMEREFHES » H - SRR F -
E—EEEYF  ERTAESHERREE - §IRH K ERE
ZTHETEEIZRK - ZBK > HREARK » B4 Z BN S ER -
% BR (veB val-cit) ~ P9 B% BR -3 74 % Bk (af B ala-phe) » B P = BK D 15
H B2 BR -8 A B - I\ B B (gly-val-cit) B H % BR - H 1% BR - H 12 BR (gly-gly-
gly)  BEEERERTHOCHERBELERRGFECHEERLL
RAXBBEBREFERAGFEIBEREUDGEUNIZE) - 75K
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EEaRTH,  HEAHEHHBEBW@NEBEREDER HA/8E
HEEB - CKD - BB EAM) R RE O EERNE -
it B BEEBEEEERRK) - (ON-R G IEE ;5 (i) 8 i
H o Blanst g B - GiDRISERES - Gla0P MR R Gv)HERER
MR HhyiiEQmEd - k- mkE - 8E BB B ek
2 B (thiosemicarbazone) + ¥4 BR B & 75 B it 56 BB iz 1% B 48 49 8153
BETHOREZTRAB LCRETEENEL R ER  ZEHET
HEEFEGOFEEEE - 3800NHSE - HOBtAs -« & B FE & B8 59 1k
Y (DREEREFEXY)  BUORELERE  (IDE -8 AER
IET M —EE it - KEFEBEAERCHEM M /RETF MK
B - IR AEUDTT( CREGREE) CREBETREREMETNEAR
AEEETHBRE S S XENE - Bt > Hin LR PWIEBEBE T KW
18 52 1o T B FE R B2 o WK A i IR B 2- i B R B R T AT (Traut 3
B IET R BEIMV R EB I ATRE S - REMERELEREE - v/
5 A—1E ~ ME - =& - /(&0 E DL 4 B i e 58 5 (B a0 B
BE KB EIERARFIAGE I EBREE SR TIE) MG B
FiEEE S| APEE (BCHE A BT -
AREWPHCTHBENS ST FEHEM IR LIG] A 7T B E 5+
ABIREY LN ERECRETFToMES - TREELT
1 2 LA B 40 st ik BR B & BB SR (b DA TR i T B 9 - S B BE )
7 MEE N TERIRE B E R o BT 1S 5L I 5 SR W (Schiff base)E: H W] i
e HARPMHEDHABEREMEXBEIRRE - £—EAE K
Bl > FEEATE RS YE S 2L LS B SR AR
KIERTNE A E T EL AT EEEY) b o 3 8 B e k& (B & &
B }(Hermanson, Bioconjugate Techniques) - fF F— B HlF » E BN
R i i R BR B AR IR BR R R 2 B I T B R B R B o S TE o e T 2E A R

C178142PA doc - 165 -



201437228

i JE & — B& 5L B (Geoghegan & Stroh, (1992) Bioconjugate Chem.
3:138-146 ; US 5362852) « thEE T BAZEMI IR D BOE B TR B R FE -

HKE > UPMEHEEARNERERETESNBAMEEE
Bl RSERE -DNACREIESRBEESY T ME TSR &
B ZEERFERAEAN KBTI SNBSS B RE CEE TR
Z G IEHREE -

S —EHRAT  fETHEAREERERN " 28 GEUit
ABEHHEFER GG HPRBBE-ZEEEYRERE  BXHEHE
REIRRESECEEMBEBERN PRI - B #H % i g s
(BB EEB)E SR "R (FIUREYEREH) -

EHEREREMATNBRELTNB- EYREY B ERME
ILERMP AN A REREKA - B6IME > MAEKITBEEEER
DMIEE TN T EHR - WA APBAN-T 2B g E-4-Q- Mg E R
E)KBRBEATE MG A ZRLtESR - ASPPCIEHEENR?2.3 mLZ
B2 b )pg B fA 44.7 mL4 A NaCl(50 mM) & EDTA(1 mM)Z 50 mME g 45
BB (PH 6.5)F 2 7 88(376.0 mg > 8 mg/mL) - AREBET » %EH
RABTHBEIOSHE  BREESYREHIIS mMEZEESK - 154
mM NaCl 2 mM EDTAZE#77 Sephadex G25E IR BIE - FEREE
EEMBINEHE DI ARE o B L35 mMBEE G E R (pH 6.5/
BEYUEE-SPP-Py(337.0 mg > BT BRH2-FILIEEE)  HREES
2.5 mg/ml - FE&BESDMI(1.7E & > 16.1 mol)Z 3.0 mM— F & 7. K i
(DMA - 3% vVIVRE R RIEREGEVF)RMEVIEBERF - FREBE
T EERT  BEETRE20/NR - B REYEHNZ35 mMER
BZ$h ~ 154 mM NaCl(pH 6.5)7#1#9Sephacryl S300%E [ 5 I & 1 (5.0
cmx90.0 cm > 1.77 L)k - Fi#EES5.0 ml/min » A W E6SE BB D (K
20.0 ml) - BREBEBEMLARE » HFFEHER252 nm K280 nm T Z K

C178142PA doc - 166 -



201437228

EEKEEBYES T EEZDMIZEY S5 FHIIEE (p) -

HREBRHEER  MAUBEKRABESEEDMIGSERTUOTE
oo HHMATIERI-N-IETE BTG EE)RC k- 1-FBBT /i
% E& (SMCC, Pierce Biotechnology, Inc)fiT& L5 ASMCCE# T -
B20 meg/mliZ BB A ETSEEE £ 2 SMCC(20 mMMRDMSOd » 6.7
mg/ml)Z 50 mMPEEE$7/50 mME {k$%/2 mM EDTA(pH 6.5)d g - 7¢
REREBEET HFERAB TE®R2IER  BREESYWEHLLSO
mMBEEE $7/50 mM& L $4/2 mM EDTA(pH 6.5)ZF #72 Sephadex G25%%
HERE  RESHVEIEEED EARE - FE%AS0 mMEEEE#1/50 mM
&t $f/2 mM EDTA(pH 6.5)R B H1#8-SMCC » ;i B E H10 mg/ml »
BE10 mM DMI(fBESESMCC/H % » 1.78 & > 7.37 mg/ml)z — &
HIMEBRIIE BREVERERET - 8 R TEH 165/
F - 3% & 15 5 R G Y &8 B Sephadex G255 B 5@ 18 & 1+ (1.5%4.9
cm) 1xPBS(pH 6.5)2@& & - FERRIE252 nm 2280 nm T Z I >t E 2K
I £ DM1/#1 82 LE (p)

Beoh > PR P L2 Bt P DY RGBS 7] R SENE T 4% Z B oF pE
ZEIBM(PEO)4(Pierce Chemical)fE8fi » fEEERE L E TR K EMIET
M “EREEAE - T FE E K BM(PEO)4B RN S0% L EEIKIES YR E
RESI0O nMEKT+EEFEBERNESHFEESH1.6 mg/ml(1044
EE )RR EREE KPR EBN AR EFEREINRRE
3R oo WEBM(PEO)4FERAE R A 150 mM NaClEE B 230 mMAEE i
B (pH 6)F BB BIERBER - BTG EEEEDMIBER —FEZE
fZ(DMA)H H A N E #7182 -BMPEOH [ ¥ - — B % B & f% (DMF) 7R
HREREYESRE - FRERSYRIERK > HEEBEIESE
iR PBSH LIRS Br oK R FERY DM - {5 FPBSH .2 S200%5 £ 16E B it 1 2k
BhaoTrEREYHBIMATE -BMPEO-DMIESY) -
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MEETEYEERENECEERMR S S B Em B A ER
S  FTEREMEMANETRETSRIEREHAERIEYZ
MEEZZFNGES - BOMS  CHEHERIERERNEERE TS
A5 B g B 78 B DUTR B8 1R B L 88 2 3t {E G % AL B (Better & A
(1994) J. Biol. Chem. 13:9644-9650 ; Bernhard 2 A > (1994)
Bioconjugate Chem. 5:126-132 ; Greenwood%: A » (1994) Therapeutic
Immunology 1:247-255 ; TuZ A > (1999) Proc. Natl. Acad. Sci USA
96:4862-4867 ; KannoZ A » (2000) J. of Biotechnology, 76:207-214 ;
ChmuraZ A » (2001) Proc. Nat. Acad. Sci. USA 98(15):8480-8484 ; 2%
Bl H 555 6,248,5645%) - —HIFBEFPHEBBEFERMERIRE S
BRENAEZNRZAE - BOIME > BEENRDMSOF 2 EYE % T
AVE > BINET M —HEas M C B E - B A B3 7T E(MMAE)(JF Bl
MC-MMAE) ~ IE T ¥ Z B 5o % & C B 5 - B 5 B B {th 7T F(MMAF) (JF
EIMC-MMAF) - MC-val-cit-PAB-MMAEZ{MC-val-cit-PAB-MMAFZE Z,
EROKFHEBECHIRE  HRNMECHWAIN S SMEBRTE TS
FIBERR B AR B R K (PBS) 1 » 5 —/NEF#R - MNIM@AENET & =
A o B AR R S E B S R A R R IERY iR TR BE E i - #E AR (L B IR
REXEERESY) > AWM iEESR TR FE B HG25% 5 FAPBS
EEEKIRE » 02 mBESTEEEGRETEE B pEIIEE
7? o

FHH 0 RBRHZATATAIORE A H AL T M & &R E R MiT
K #8RE R (FEUMMAE K MMAF) - f1i#& 100 mM i g % B2 (DTT)
e B VA AE Y 500 mMAH B 5 f 500 mME LR (pH 8.0)F Z 188 - 7£
3TC T B30 8%  KIRE BIFE B 8 Sephadex G255 fi5 /A M 2K B
HHLIEA1 mM DTPAZ PBSYARE - FiEE/AbfE (R3S HIR B A W E280
nm 2 WOt B K HEE R R % 7B B E LR 5 B & DTNB(Aldrich,
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Milwaukee, W)X JE R EIE 412 nm % B R MEEFREREMRE -
BERPBSHERFETIRE N K Ll -

KA R ADMSO By E# FRBI(DIE T M — B i & C B
H -8 B R E 57T EMMMAE)(JR Bl MC-MMAE) - (2)MC-MMAF -
(3)MC-val-cit-PAB-MMAE 5 (4)MC-val-cit-PAB-MMAF 7£ Z & & 7k tf
WRECHEE  HANECHAIN B EIE CPBSH - #9 1/NE
% W@ ERNET % Z B a5 ik 2K P ST B R AT R S FE B9 P RS
EEE G - EHBEOBRBERNERSY  AMARESCIRILFE
FH AR F G2518 fis FIPBSABEZR IR EE » R 0.2 miB B S E B E R4 T il
o BwmEDEER -

Q1 Ay It A B e AN SR 2 FE S 5 R PLTATA1941 /2 B 7| AR #E
FACSOHOMHIHA LB ELBERCE SR T ENRE SN RIFETAT4II
SRR E L ZTATAI9OL IKVEE ] - ZE M ERET » A&
HBREGZR  BEIHETATAIOZ R CEESHEEX -

B 75 RS 51 e A e R B e

AR EREEE LEERM R ESRAMEBTAT4I0Z k2
FPLEY ARG - B0E - L RILERTAT419% K . & &8 H Mg Ak =] 6
IR EHATCC AR » H Al R H¥EELISABIFACS 70 17 15 5 AR 2K i
Al - EERTAERBFRANTATAOZ RERTIB(R LG EER LN
YR BIE JLERTE R A R R IR TAT419% Ik #E M RT BE

BEHME > 0 LR EERBFEEBMTAT4I9% Ik 2 #IE H B1R96
LY - E—ES A+ EEIIRCBEMEETREERE/
BEEAUEBEIE) EE_EBIINSTT > BHE/EREEY
(HENE)—LEFMEUNE > BRERLEENR/SEEZEEYFT
ETHEBARCER EX—BIWNSHF  THEGEBEREZD
TATA1991 B R HE K EH TREGEMRATATAI9OZ AN Mgk E LY
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MR (R ARETATAOZ R IR M) - IETLL® - BEREH
PromegaZ CellTiter-Glo2% ¥ il FE & J7 48 (H %55 G7571) & Ml #Hl fg &
B REEMEAEREERESE -

EE—HREPHLEMANRAZR  HEIBRECELENR
TAT4191 e (B B ESEIE FHE %P8 & EhuSE9.v1 X huSE9.v2 A #H
¥ )2 ADC MC-ve-PAB-MMAEE X&YW & KRB R K
TAT419 % fk 2 2 3 J8 4 Jf3 #% 526mel - 537mel -~ 888mel « 928mel -
1300mel ~ A375 - A2058 - COLO829 - G361 ~ Hs-294-T » Malme3m -
SK23 -+ SKmel5 - SKmel5-RC - SKmel28 + WM-266-4 + UACC257 &
UACC257-NCI6OHJEE /] - ERE S < » FIPBS(MEREMEHEM) -
G & IR TAT419% IR IR T . MC-vc-PAB-MMAEE ZE S W (1E B
f2 14 ¥ B8 AH ) BC U1 TAT419-MC-ve-PAB-MMAEE £ #5 & YL 82 /& #2 71 B
BRI[TATAOZ M - ZFSWCERBR > AR ZCHERZEE
E Z UL TAT419851 88 (2 F55E9 ~ huSE9.v1 K huSE9.v2)EE # 11E 5k ¥ = 1|
BRI TAT419% IR i #l i 5 BH B8 19 TAT419 8 81 R 2 1% H B 3% 8 3
R MBE—EEHRESREZINEZEMMBRR -

EREIMRACERL—BERERHAEEYN  AIEBEEREEZ
PBS(fEREEMEHRME) - N SN TAT419% ik ¥ BR H188 2 MC-vc-
PAB-MMAE # £ & & ¥ (Ctrl-ve-MMAE) &, 70 & A7 5t 2 SE9-MC-ve-
PAB-MMAE & £ & & U1 #2 (5E9-vc-MMAE) /& #2 41 i HH UACC257X2.2
HRERHATAT4IOZ RN EMERE L) - ZESTCERBRRE
8H » HEA/RSEI-ve-MMAEE R SMECH R WMMAERE XN
TAT419Z flifE - RN EECTAT419Z KN MR E £ 2 1 F
PR BT HE 15 /Y LL 8 & R 38 BH M M % B SR B il i 3R [ b 2 TAT419
FKLERELA

ZEEHENH  ZERAFAARACEERTATAINRE (B
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SE9 ~ huSE9.vI & huSE9.v2)EE it S M= | F 2 TAT419% ik H 5
MRS e EMEIET -
B2 ERNEEMREEBRAE-EEAAEEEBHYERER

MR- G TERANErEHEEBEE A EERFTEN
REBHEY)CNCRE/NERERH - ZEWRFACEEEEELZ
MNEPEIE NEEREMBERRANEER - £WET > S4HE10E/)
B & BBEEEMH#7100-200 mm’) > 3 me/kgZ il B SR B IRIE
mIkANEE > HAESERFERER EBENAGHETERE
Al B R E R AR S 0 BE 7R A 18 & Ak (formalin) & %8 3% 15 53 44 36 LA
FIRS T TaqMan® |, T A R AHBZERE -

RERABAZERERNE P EBEBEABIZC A ANEEZREH
Mtk R ERE > HEWMRPMENEERE - —BEEZEIEEH A/ - B
m/ANBREMARESNE-EVESY  EEREEEERERSHEY
MNEREREKH BB IO EHR - 2 ZEEEERTNR
TATAIVEYE G IERBNERERER P EME R - i
F%RE0~2-7~10~13~17~20-24F27K > BEK/NEZ EfREE
UM ESEHEB/NERBREE I - B4 ERER > KH30K
BHAZEEGHYEEY -

REEREASMCERER BB A EB A IETAT419% £ 4%
BRAOIBREC/ NEETREREE R EHEBELFETHEY
BBHR -  AFEMAREH  NESNTATAI9L K 28 - BlFEHE S
EEe > FARERFEEGEGEFEE)IGHREE - HEtHK 0 #15
P REEEYERE F S ve-MMAE 2 5T TAT419 i 8 (A 3
SE9 ~ huSE9.v1 &k huSEO.V2) R Hi s » FERRHE L > ERERTEE B Y
M ERNREHRES  BHNATATAINEBEYE S YHEREERR
TATAI9Z K B < IR 2 M E B N IE B NE -

C178142PA doc -171 -



201437228

ERESL > BIRKE— @75 huSE9.vI N & H 88 &2 ve-
MMAER &Y L EBENERBUEN L EERESESZER - 0 Lt E
HR/NB P EIEIR B UACC257X2.2 \ 5 22 32 8 Ml I AR (R R TAT419% ik
RfiERE E MR EEREY - BRRN LA mERHER
FHE G TATA19Z FRZ FE EMMAEZ R FI%8 - B &8 & ZhuSE9.vI-
ve-MMAER B /N - ZFE DT BRI FEHhuSEI.vI-ve-MMAERE & 5
BN BREAKBEMERERETATIIOC MG - HME R ZE - i
55 R L PUTAT41941 88 (B #5 SE9 K huSE9.v2) I 48 4 DA BB 4 22 1%
BRI ERBEAATHBNEFTFEESEATRRRTATIIOZ EEH
Mgk REBEEENER

REERERMERN  RTAT4INE - EYRE S B IBERR
TATAIOZ R Z IE R AP 2% - HEHTERNER N IERNE -

ERXBULEERPERUE AT LT EGEHE A S
B - ABHCHIBANERNITECBERS  LRABHEEZER
PIERERARACKERENE R BRERZTABES
BN ARHZEIRA - AN LT FLFERTANEECEHR
HARUERAZHEMEREEERESRZCERK » T EHEE
BEFRFEMNEECHBRNEMRRIBERR - BB L REL
A > BRAXFRREATEZ ABTHNERZRALEBEBELERAE
BRI EAMBEM S EBREN RFEN@GE CfHEA -
[F5iaiA]
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GZIEI

<110> EFHAFETR A H

<120> ™2

<130> P4412R1-WO

<140> 100105865
<141>2011-02-22

<150>61/307,338 ; 61/308,791
<151>2010-02-23 ; 2010-02-26

<160> 17
210> 1
<211> 1453
<212> DNA
213> B A

<400> 1
gcatctggtt

ggacgcectte

ggacgcgecee

gggagaggag

ccgecagagat

aacgccagtc

caggacggea

gacccatcga

tgeettgtgt

tatctacaag

gettggetet

C178142SEQA doc

tgtcagatcc

tggagcaggt

tggttgeget

agaggcttce

aatgacgcca

tggegeggte

ggatctccge

gatcaaggag

tegtgetggg

aacaagtgca

gggagacctg

gagaggctct

agcagcatgc

ggttettgee

cgcectgacag

cccactaaga

gttggcacct

cacgcaccat

actttcaaat

gatcatcggg

tgcgaaacgg

ctgcacatcg

T e R e R Tk

gaaactgcegg

agcecgectee

tgeggeetgt

ggccactceceg

ccttatggee

gcggaggtge

ctceectecee

acatcaacac

aactccacac

tcecaatate

tcattgacat

agcggecace

aagtctgtge

cgeggatetg

cttttgcaaa

caagggttcc

ctaaaggaga

ccgtgecaag

ggttgtgtee

ttctgagaat

ttgatcgceca

ccctatcaat

100

150

200

250

300

350

400

450

500

550

LoD



gtctacaagc

getggtgeet

tatgtgectct

attaaaggaa

ttgggtggte

taattacgat

cccgttcaga

gtggetgtte

tttatacact

attgctttaa

cttttgeetg

gcaggattct

gaacttttga

ttcactgaat

gattcaaaaa

gaagaaaaac

taatgatcac

cttgaaagaa

aaa 1453

<210> 2

<211> 442

<212> PRT
Q213 B A
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tgctggcecaga

ttcatacaga

gagtattgac

ttggggttce

tctgtggtte

ggactacaaa

agacagcttt

agtttctatt

aatgacctgt

atgatcacct

gtcettgtet

gaagctcact

getttetgtt

tcctgeatta

ctgctttaag

agtccttgga

ggatatgaca

aaaaaaaaaa

ggactggcca

aagcctcegt

agatatcgag

aaaatggaca

tggetgtecee

ggaagttatc

catgcagttt

tctgettgee

gaaatgttga

aaagcagaga

ttgeecetetg

ctttataatc

ggtattggac

acccaattge

tcatgcttat

'ggaaaagcag

actteccgtte

aaaaaaaaaa

tttggagctg

gggaatcact

ctgttgette

gcagtagaaa

tgaagccata

tgcgaatetg

tacaagacag

attggccatce

gaaagaaaag

cgggaagtgg

ctggectteee

agaatgatcc

tatattggta

tctgtatttg

gctgetggtg

tcgtgettaa

cagtaataaa

aaaaaaaaaa

agatgtgtaa

gtgctgagtc

ttggagtaga

ttgttttgat

ggttttgata

cttgcttecat

caaaagattg

actgcatttt

tggcatgcag

ccaaaaccgt

cttcacctca

caatagatgt

tcaacatggc

gtgagcaaaa

ccagtcattt

agttcaaagc

tacagctcat

aaaaaadaaa

600

650

700

750

800

850

900

950

1000

1050

1100

1150

1200

1250

1300

1350

1400

1450



201437228

<400> 2

Met
1

Val

Phe

Met

Ser

Arg

Gln

Val

Thr

Pro

Ile

Asp

Gln

Ser

Gly

Gln

Leu

Pro

Thr

Leu

Thr

Gly

Val

Leu

Asn

Val

Trp

Lys

Ile

Ile
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Pro Pro

Ala Cys

Pro Asp

Pro Pro

Ala Arg

Ala Gly

Pro Ile

Ser Cys

Leu Arg

Ile Leu

Ile Asp

Pro Phe

Ala Ser

Asp Arg

Gly val

Pro

Gly

20

Arg
35

Thr
50

Ser
65

Ser
80

Glu
95

Leu
110

Ile
125

Ile
140

Ile
155

Gly
170

Val
185

Tyr
200

Pro

Ser

Leu

Ala

Lys

Leu

Pro

Ile

Val

I1e

Ala

Pro

Ala

Gly

Arg

Lys

Leu Cys

Ser Arg

Thr Pro

Thr Leu

Ala Pro

Pro Arg

Lys Glu

Phe Val

Tyr Lys

Ser Leu

Ile Asn

Glu Met

Ile Thr

Ala Val

Gly

Ile

Leu

Trp

Ala

Thr

Thr

Leu

Asn

Ala

Val

Cys

Val

Ala

Arg
10

Trp
25

Leu
40

Pro
55

Glu
70

Ile
85

Phe
100

Gly
115

Lys
130

Leu
145

Tyr
160

Lys
175

Leu
190

Ser
205

Trp Thr Ala Val

Ala

Gly

Gln

Lys

Val

Ser

Lys

Ile

Cys

Gly

Lys

Leu

Ser

Trp

Glu

Leu

Glu

Thr

Gly

Pro

Pro

Tyr

Ile

Met

Asp

Leu

Val

Leu

Ser

Ile

Val

Glu

Ala

Ser

Lys

Pro

Ile

Gly

Arg

Leu

Leu

Pro

Cys

Arg

Val

Ala

Arg

Glu

Asn

Gly

Pro

Asn

Asn

Asn

Leu

Ala

Phe

Ala

Ile

Leu

Leu
15

Gly
30

Ile
45

Ala
60

Asp
75

Cys
90

Thr
105

Ser
120

Gly
135

His
150

Glu
165

Ile
180

Leu
195

Lys
210

Ile

L7
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215 220 225

Trp Val Val Ser Val Val Leu Ala Val Pro Glu Ala Ile Gly Phe
230 235 240

Asp Ile Ile Thr Met Asp Tyr Lys Gly Ser Tyr Leu Arg Ile Cys
245 250 255

Leu Leu His Pro Val Gln Lys Thr Ala Phe Met Gln Phe Tyr Lys
260 265 270

Thr Ala Lys Asp Trp Trp Leu Phe Ser Phe Tyr Phe Cys Leu Pro
275 280 285

Leu Ala Ile Thr Ala Phe Phe Tyr Thr Leu Met Thr Cys Glu Met
290 295 300

Leu Arg Lys Lys Ser Gly Met Gln Ile Ala Leu Asn Asp His Leu
305 310 315

Lys Gln Arg Arg Glu Val Ala Lys Thr Val Phe Cys Leu Val Leu
320 325 330

Val Phe Ala Leu Cys Trp Leu Pro Leu His Leu Ser Arg Ile Leu
335 340 345

Lys Leu Thr Leu Tyr Asn Gln Asn Asp Pro Asn Arg Cys Glu Leu
350 355 360

Leu Ser Phe Leu Leu Val Leu Asp Tyr Ile Gly Ile Asn Met Ala
365 370 375

Ser Leu Asn Ser Cys Ile Asn Pro Ile Ala Leu Tyr Leu Val Ser
380 385 390

Lys Arg Phe Lys Asn Cys Phe Lys Ser Cys Leu Cys Cys Trp Cys
395 400 405

Gln Ser Phe Glu Glu Lys Gln Ser Leu Glu Glu Lys Gln Ser Cys
410 415 420

Leu Lys Phe Lys Ala Asn Asp His Gly Tyr Asp Asn Phe Arg Ser
425 430 435
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Ser Asn Lys Tyr Ser Ser Ser

<210> 3

<211> 219
<212> PRT
213> A

<400> 3

Asp

1

Gly

Asp

Gly

Ser

Phe

Tyr

Gly

Ser

Ser

Val

Asn

Val Val

Gln Pro

Ser Asp

Gln Ser

Gly Val

Thr Leu

Tyr Cys

Thr Lys

Ile Phe

Val Val

Lys Trp

Ser Trp
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Met

Ala

Gly

Pro

Pro

Lys

Trp

Leu

Pro

Cys

Lys

Thr

440

Thr

Ser

20

Lys
35

Lys
50

Asp
65

Ile
80

Gln
95

Glu
110

Pro
125

Phe
140

Ile
155

Asp
170

Gln Thr Pro Leu

Ile Ser Cys Lys

Thr Tyr Leu Asn

Arg Leu Ile Tyr

Arg Phe Thr Gly

Thr Arg Val Glu

Gly Thr His Phe

Ile Lys Arg Ala

Ser Ser Glu Gln

Leu Asn Asn Phe

Asp Gly Ser Glu

Gln Asp Ser Lys

Thr
10

Ser
25

Trp
40

Leu
55

Ser
70

Ala
85

Pro
100

Asp
115

Leu
130

Tyr
145

Arg
160

Asp
175

Leu Ser

Ser Gln

Leu Leu

Val Ser

Gly Ser

Glu Asp

Tyr Thr

Ala Ala

Thr Ser

Pro Lys

Gln Asn

Ser Thr

Val

Ser

Gln

Lys

Gly

Leu

Phe

Pro

Gly

Asp

Gly

Tyr

Thr

Leu

Arg

Leu

Thr

Gly

Gly

Thr

Gly

Ile

Val

Ser

Ile
15

Leu
30

Pro
45

Asp
60

Asp
75

Val
90

Gly
105

Val
120

Ala
135

Asn
150

Leu
165

Met
180
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Ser Ser Thr Leu Thr Leu Thr Lys Asp Glu Tyr Glu Arg His Asn

Ser Tyr Thr

Val Lys Ser

<210> 4
<211> 448
<212> PRT
213> A

<400> 4

Gln Val Gln

1

Ala Ser Val

Ser Tyr Trp

Glu Trp Ile

Ala GlIn Lys

Ser Ser Thr

Ser Ala Val

Asp Asn Trp

Thr Lys Gly

Thr Thr Gly

C178142SEQA doc

Cys

Phe

Leu

Lys

Met

Phe

Ala

Tyr

Gly

Pro

Ser

185

Glu
200

Asn
215

Leu

Leu

20

Gln
35

Thr
50

Lys
65

Tyr
80

Tyr
95

Gln
110

Ser
125

Ser

Ala Thr His Lys

Arg Asn Glu Cys

Gln Ser

Ser Cys

Trp Val

Ile Tyr

Gly Lys

Met Gln

Cys Ala

Gly Thr

Val Tyr

Val Thr

Gly

Lys

Lys

Pro

Ala

Leu

Arg

Thr

Pro

Leu

Ala

Ala

Gln

Gly

Thr

Ser

Trp

Val

Leu

Gly

190

Thr Ser Thr Ser Pro

205

Glu
10

Ser
25

Arg

40

55

Leu
70

Ser
85

Gly
100

Thr
115

Ala
130

Cys

Leu Ala

Gly Tyr

Pro Gly

Gly Asp

Thr Thr

Leu Ala

Tyr Ala

Val Ser

Pro Val

Leu Val

Arg Pro

Thr Phe

Gln Gly

Thr Ser

Asp Lys

Ser Glu

Tyr Asp

Ser Ala

Cys Gly

Lys Gly

195

Ile
210

Gly
15

Thr
30

Leu
45

60

Tyr
75

Asp
90

Ile
105

Ser
120

Asp
135

Tyr
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Phe

Ser

Thr

Gln

Val

Pro

Val

Leu

Asp

His

Leu

Ser

Ala

Ala
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Pro

Gly

Leu

Ser

Asp

Pro

Phe

Ser

Pro

Thr

Arg

Gly

Pro

Pro

Glu

Val

Ser

Ile

Lys

Cys

Ile

Pro

Asp

Ala

Val

Lys

Ile

Gln

Pro

His

Ser

Thr

Lys

Lys

Phe

Ile

Val

Gln

Val

Glu

Glu

Val

140

Val
155

Thr
170

Ser
185

Cys
200

Ile
215

Cys
230

Pro
245

Val
260

Gln
275

Thr
290

Ser
305

Phe
320

Arg
335

Tyr
350

Thr

Phe

Val

Asn

Glu

Pro

Pro

Thr

Ile

Gln

Ala

Lys

Thr

Val

Leu

Pro

Thr

Val

Pro

Ala

Lys

Cys

Ser

Thr

Leu

Ile

Leu

Thr

Ala

Val

Ala

Arg

Pro

Ile

Val

Trp

His

Pro

Lys

Ser

Pro

Trp

Val

Thr

His

Gly

Asn

Lys

Val

Phe

Arg

Ile

Val

Lys

Pro

145

Asn
160

Leu
175

Ser
190

Pro
205

Pro
220

Leu
235

Asp
250

Val
265

Val
280

Glu
295

Gln
310

Asn

325

Pro
340

Pro
355

Ser Gly

Gln Ser

Ser Thr

Ala Ser

Thr Ile

Leu Gly

Val Leu

Asp Val

Asn Asn

Asp Tyr

His Gln

Asn Lys

Lys Gly

Glu Glu

Ser

Asp

Trp

Ser

Lys

Gly

Met

Ser

Val

Asn

Asp

Asp

Ser

Glu

Leu

Leu

Pro

Thr

Pro

Pro

Ile

Glu

Glu

Ser

Trp

Leu

Val

Met

150

Ser
165

Tyr
180

Ser
195

Lys

210

225

Ser
240

Ser
255

Asp
270

Val
285

Thr
300

Met
315

Pro
330

Arg
345

Thr
360

L
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Lys Lys Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro
365 370 375

Glu Asp Ile Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu
380 385 390

Asn Tyr Lys Asn Thr Glu Pro Val Leu Asp Ser Asp Gly Ser Tyr
395 400 405

Phe Met Tyr Ser Lys Leu Arg Val Glu Lys Lys Asn Trp Val Glu
410 415 420

Arg Asn Ser Tyr Ser Cys Ser Val Val His Glu Gly Leu His Asn
425 430 435

His His Thr Thr Lys Ser Phe Ser Arg Thr Pro Gly Lys
440 445

210> 5

211> 112
<212> PRT
213> B A

<400> 5
Asp Val Val Met Thr Gln Thr Pro Leu Thr Leu Ser Val Thr Ile
1 5 10 15

Gly Gln Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Leu Leu
20 25 30

Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln Arg Pro
35 40 45

Gly Gln Ser Pro Lys Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp
50 55 60

Ser Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp
65 70 75

Phe Thr Leu Lys Ile Thr Arg Val Glu Ala Glu Asp Leu Gly Val
80 85 90

Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro Tyr Thr Phe Gly Gly
95 100 105
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Gly Thr Lys Leu Glu Ile Lys
110

<210> 6

<211> 109
<212> PRT
213> HA

<400> 6
Gln Val Gln Leu Leu Gln Ser Gly Ala Glu Leu Ala Arg Pro Gly
1 5 10 15

Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
20 25 30

Ser Tyr Trp Met Gln Trp Val Lys Gln Arg Pro Gly Gln Gly Leu
35 40 45

Glu Trp Ile Gly Thr Ile Tyr Pro Gly Asp Gly Asp Thr Ser Tyr
50 55 60

Ala GIn Lys Phe Lys Gly Lys Ala Thr Leu Thr Thr Asp Lys Tyr
65 70 75

Ser Ser Thr Ala Tyr Met Gln Leu Ser Ser Leu Ala Ser Glu Asp
80 85 90

Ser Ala Val Tyr Tyr Cys Ala Arg Trp Gly Tyr Ala Tyr Asp Ile
95 100 105

Asp Asn Trp Gly
210> 7

211> 16

<212> PRT

QL B A

400> 7
Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu
1 5 10 15

Asn

C178142SEQA.doc -9-
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<210> 8
211> 7
<212> PRT
213> B A

<400> 8
Leu Val Ser Lys Leu Asp Ser
5

<210> 9
211> 9
<212> PRT
Q213 B A

<400> 9
Trp Gln Gly Thr His Phe Pro Tyr Thr
5

<210> 10
<211> 10
<212> PRT
213> A

<400> 10
Gly Tyr Thr Phe Thr Ser Tyr Trp Met Gln
5 10

<210> 11
211> 17
<212> PRT
213> B A

<400> 11

Thr Ile Tyr Pro Gly Asp Gly Asp Thr Ser Tyr Ala Gln Lys Phe
1 5 10 15

Lys Gly

<210> 12

211> 9
<212> PRT

CI178142SEQA doc -10-
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Q213 KA

<400> 12
Trp Gly Tyr Ala Tyr Asp Ile Asp Asn

<210> 13
<211> 219
<212> PRT
21 HA

<400> 13

Asp

1

Gly

Asp

Gly

Ser

Phe

Tyr

Gly

Phe

Ser

Val

Ile

Asp

Ser

Lys

Gly

Thr

Tyr

Thr

Ile

Val

Gln

C178142SEQA.doc

Gln

Arg

Asp

Ala

Val

Leu

Cys

Lys

Phe

Val

Trp

Met

Val

Gly

Pro

Pro

Thr

Trp

Val

Pro

Cys

Lys

5

Thr
5

Thr
20

Lys
35

Lys
50

Ser
65

Ile
80

Gln
95

Glu
110

Pro
125

Leu
140

Val
155

Gln

Ile

Thr

Arg

Arg

Ser

Gly

Ile

Ser

Leu

Asp

Ser Pro Ser

Thr Cys Lys

Tyr Leu Asn

Leu Ile Tyr

Phe Ser Gly

Ser Leu Gln

Thr His Phe

Lys Arg Thr

Asp Glu Gln

Asn Asn Phe

Asn Ala Leu

Ser
10

Ser
25

Trp
40

Leu
55

Ser
70

Pro
85

Pro
100

Val
115

Leu
130

Tyr
145

Gln
160

Leu Ser

Ser Gln

Leu Gln

Val Ser

Gly Ser

Glu Asp

Tyr Thr

Ala Ala

Lys Ser

Pro Arg

Ser Gly

-11-

Ala

Ser

Gln

Lys

Gly

Phe

Phe

Pro

Gly

Glu

Asn

Ser

Leu

Lys

Leu

Thr

Ala

Gly

Ser

Thr

Ala

Ser

Val
15

Leu

30

Pro
45

Asp
60

Asp
75

Thr
90

G1n
105

Val
120

Ala
135

Lys
150

Gln
165
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Glu Ser Val
Ser Ser Thr
Val Tyr Ala
Thr Lys Ser

<210> 14

<211> 448
<212> PRT
Q213 B A

<400> 14

Glu Val Gln

1

Gly Ser Leu
Ser Tyr Trp
Glu Trp Ile
Ala Gln Lys
Lys Asn Thr
Thr Ala Val

Asp Asn Trp

Thr Lys Gly

C178142SEQA doc

Thr

Leu

Cys

Phe

Leu

Arg

Met

Gly

Phe

Ala

Tyr

Gly

Pro

Glu
170

Thr
185

Glu
200

Asn
215

Val

Leu

20

Gln
35

Thr
50

Lys
65

Tyr
80

Tyr
95

Gln
110

Ser

Gln Asp

Leu Ser

Val Thr

Arg Gly

Glu Ser

Ser Cys

Trp Val

Ile Tyr

Gly Arg

Leu Gln

Cys Ala

Gly Thr

Val Phe

Ser

Lys

His

Glu

Gly

Ala

Arg

Pro

Ala

Met

Arg

Leu

Pro

Lys Asp Ser Thr Tyr Ser Leu

175

Ala Asp
190

Gln Gly
205

Cys

Gly Gly
10

Ala Ser
25

Gln Ala
40

Gly Asp
55

Thr Leu
70

Asn Ser
85

Trp Gly
100

Val Thr
115

Leu Ala

Tyr Glu Lys His

Leu Ser Ser Pro

Leu Val Gln Pro
Gly Tyr Thr Phe
Pro Gly Lys Gly
Gly Asp Thr Ser
Ser Thr Asp Lys
Leu Arg Ala Glu
Tyr Ala Tyr Asp
Val Ser Ser Ala

Pro Ser Ser Lys

-12-

180

Lys
195

Val
210

Gly
15

Thr
30

Leu
45

Tyr
60

Ser
75

Asp
90

Ile
105

Ser
120

Ser
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Thr Ser

Phe Pro

Ser Gly

Tyr Ser

Thr Gln

Lys Val

Thr Cys

Val Phe

Arg Thr

Asp Pro

His Asn

Tyr Arg

Asn Gly

Ala Pro

C1781428EQA.doc

Glu

Val

Leu

Thr

Asp

Pro

Leu

Pro

Glu

Ala

Val

Lys

Ile

Gly

Pro

His

Ser

Tyr

Lys

Pro

Phe

Glu

Val

Lys

Val

Glu

Glu

125

Thr
140

Val
155

Thr
170

Ser
185

Ile
200

Lys
215

Cys
230

Pro
245

Val
260

Lys
275

Thr
290

Ser
305

Tyr
320

335

Ala

Thr

Phe

Val

Cys

Val

Pro

Pro

Thr

Phe

Lys

Val

Lys

Thr

Ala

Val

Pro

Val

Asn

Glu

Ala

Lys

Cys

Asn

Pro

Leu

Cys

Ile

Leu

Ser

Ala

Thr

Val

Pro

Pro

Pro

Val

Trp

Arg

Thr

Lys

Ser

Gly

Trp

Val

Val

Asn

Lys

Glu

Lys

Val

Tyr

Glu

Val

Val

Lys

130

Cys
145

Asn
160

Leu

175

Pro
190

His
205

Ser
220

Leu

235

Asp
250

Val
265

Val
280

Glu
295

Leu
310

Ser
325

Ala
340

Leu

Ser

Gln

Ser

Lys

Cys

Leu

Thr

Asp

Asp

Gln

His

Asn

Lys

Val

Gly

Ser

Ser

Pro

Asp

Gly

Leu

Val

Gly

Tyr

Gln

Lys

Gly

-13-

Lys

Ala

Ser

Ser

Ser

Lys

Gly

Met

Ser

Val

Asn

Asp

Ala

Gln

Asp

Leu

Gly

Leu

Asn

Thr

Pro

Ile

His

Glu

Ser

Trp

Leu

Pro

135

Tyr
150

Thr
165

Leu
180

Gly
195

Thr
210

His
225

Ser
240

Ser
255

Glu
270

Val
285

Thr
300

Leu
315

Pro
330

Arg
345
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Glu Pro Gln
Lys Asn Gln
Ser Asp Ile
Asn Tyr Lys
Phe Leu Tyr
Gly Asn Val
His Tyr Thr

<210> 15

211> 112

<212> PRT

Q21D KA

<400> 15

Asp Ile Gin
1

Gly Asp Arg
Asp Ser Asp
Gly Lys Ala
Ser Gly Val

Phe Thr Leu

C178142SEQA doc

Val

Val

Ala

Thr

Ser

Phe

Gln

Met

Val

Gly

Pro

Pro

Thr

Tyr
350

Ser
365

Val
380

Thr
395

Lys
410

Ser
425

Lys
440

Thr

Thr

20

Lys
35

Lys
50

Ser
65

Ile
80

Thr

Leu

Glu

Pro

Leu

Cys

Ser

Gln

Ile

Thr

Arg

Arg

Ser

Leu Pro

Thr Cys

Trp Glu

Pro Vval

Thr Val

Ser Val

Leu Ser

Ser Pro

Thr Cys

Tyr Leu

Leu Ile

Phe Ser

Ser Leu

Pro Ser

355

Leu Val
370

Ser Asn
385

Leu Asp
400

Asp Lys
415

Met His
430

Leu Ser
445

Ser Ser
10

Lys Ser
25

Asn Trp
40

Tyr Leu
55

Gly Ser
70

Gln Pro
85

Arg Glu

Lys Gly

Gly Gln

Ser Asp

Ser Arg

Glu Ala

Pro Gly

Leu Ser

Ser Gln

Leu Gln

Val Ser

Gly Ser

Glu Asp

-14-

Glu Met

Phe Tyr

Pro Glu

Gly Ser

Trp Gln

Leu His

Lys

Ala Ser

Ser Leu

GIn Lys

Lys Leu

Gly Thr

Phe Ala

Thr
360

Pro
375

Asn
390

Phe
405

Gln
420

Asn
435

Val
15

Leu
30

Pro
45

Asp
60

Asp
75

Thr
90
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Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro Tyr Thr Phe Gly Gln

Gly Thr Lys

<210> 16

<211> 109

<212> PRT

213> B A

<400> 16

Glu Val Gln
1

Gly Ser Leu

Ser Tyr Trp

Glu Trp Ile

Ala GIn Lys

Lys Asn Thr

Thr Ala Val

Asp Asn Trp

<210> 17
<211> 109
<212> PRT
Q213> A

<400> 17

95

Val Glu
110

Leu Val

Arg Leu

20

Met Gln
35

Gly Thr
50

Phe Lys
65

Ala Tyr
80

Tyr Tyr
95

Gly

Ile

Glu

Ser

Trp

Ile

Gly

Leu

Cys

100

Lys

Ser Gly Gly Gly Leu Val Gln

10

Cys Ala Ala Ser Gly Tyr Thr

25

Val Arg Gln Ala Pro Gly Lys

40

Tyr Pro Gly Asp Gly Asp Thr

55

Arg Ala Thr Leu Ser Thr Asp

70

GIn Met Asn Ser Leu Arg Ala

85

Pro

Phe

Gly

Ser

Lys

Glu

Ala Arg Trp Gly Tyr Ala Tyr Asp

100

105

Gly
15

Thr
30

Leu
45

Tyr
60

Ser
75

Asp
90

Ile
105

Glu Val Gln Leu Val GIn Ser Gly Ala Glu Val Lys Lys Pro Gly

C178142SEQA.doc
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1 5

Ala Ser Val Lys Val
20

Ser Tyr Trp Met Gln
35

Glu Trp Ile Gly Thr
50

Ala Gln Lys Phe Lys
65

Thr Ser Thr Ala Tyr
80

Thr Ala Val Tyr Tyr
95

Asp Asn Trp Gly

C178142SEQA.doc

10

15

Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr

25

30

Trp Val Arg Gln Ala Pro Gly Gln Gly Leu

40

Ile Tyr Pro Gly Asp
55

Gly Arg Val Thr Ile
70

Leu Glu Leu Ser Ser
85

Cys Ala Arg Trp Gly
100

45

Gly Asp Thr Ser Tyr

60

Thr Arg Asp Thr Ser

75

Leu Arg Ser Glu Asp

90

Tyr Ala Tyr Asp Ile

-16-
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1.

10.

11.
12.
13.

C178142PA.doc

=53
M=

e S HEE

—EoEoE  HeaE)0—FZEHUTHEKRZENCDRE
51

(a) SEQ ID NO:7Z CDR-L1 % ;

(b)SEQ ID NO:87 CDR-L2FE % ;

(¢)SEQ ID NO:9Z CDR-L3 %1

i

il

(d)SEQ ID NO:10ZCDR-H1%!

(¢)SEQ ID NO:11:Z CDR-H2E 5| ; &

(f) SEQ ID NO:12Z CDR-H3 %] -
I RE 2 U S -
IR 2 M H S R R S R L -
SR 2 U HERE BB
SRR 2 S B R
A SROE S FLBE - B o B A I 7 A% DT AR R B
BE - FUET MR R RS R -
M RES Y il ERHMREERBEE -
MBRETZHBE  EhUBEREEBELEEE
(maytansinoid) + £ & {8 & (calicheamicin) % B 3% i 7] (auristatin)
1 B -
MEBRETZ i EhBBEBEERE -
MIEE R FS 2 M - B R R AT S E R R 7T
E(MMAE)
I RIE 2 oA - R P A
AI5% KB 1 S8 - {57 CHOMI M op 72 4 -
IS RE 2 S B R S 2 EE -
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14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

26.

27.

MESRIELIZHE - SRS 2 HigigsE -
MEEREIH 4L TiME  EFZMERABEERBEEME -
MEFRIEIZPHE > EAREAEAER -

—REo e - HESSEQID NOSHKISAH /R ZE—VLFY -
—HEo e - HESSEQ ID NO:6 - 163K 17T /R Z{E—VH
75l

—HEoMZYE 0 EES3SEQ ID NOSBKI3MRZE—E#F
5l -

—HEoEZilE 0 EES3SEQ ID NOMAK 4R ZE—E#EF
5l -

— Rtz JiRE 0 H B JSEQ ID NO:15Z VLF % k& SEQ ID
NO:16 Z VHFF] -

—HEo i 0 EE3SEQ ID NO:15Z VLF 5 k& SEQ ID
NO:17Z VHFF %] °

—fEME  HELWGFREIZIE -

—REo %R > ERBAGFREIZIE
—EENEENB_NERMESCTATAIIR EREREEZ
B—PRENAE EPZBZABRUGFREIZAE  ZHE
BEHEZE —VIRBEEZE B ETAT4IOL )i & 6
S R HEMEENERETZE —VIEHEBZE R HE
TATAIO S R FEEHZEE VAN NEREE B REWNE
ERFEBZNERES IR REE -
—HEAFEREIZAENARZ  ERARREIAFREATATIIS
R Mg FE Ry B2 » PPl e TAT419% JR 2 45 &3
0 5% M i 2 1 B

NEERIE26Z Ak > HP 2 TAT419% I8 5 SEQ ID NO:2Z g %
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28.
29.

30.

31.
32.

33.

34.

35.
36.

37.

38.

C178142PA doc

% 57 51 B¢ M 41 3 -

mEEkIE226 2 R > EFEMAEeE NEERZREEME -
—BUHRBEIZHENER  ERARAE L EEAEBREE
MIEE BSOS FELEEOARHTAT4O%
A -

MNEERIE29 A&k » HAEATAT419% K15 SEQ ID NO:2 7 ik 5
B e 51 B M B A 0,

MFERIE9Z R HhZSMEE A EBREEAE -

— EERUEETAMOEHE A TR ESEOE L HE
S FEEEETEGREBENMFRIE 258 - Rl E e
BRSPS EAEBCRES BN ENBAYEAECEERT
ST EEZEAT -

MeEERIENRE A EHEEREBaRUREZEAEZH
g -

MEFRIEIBZ HE > HhZAES N EESREEAR -
MEHRIEI2Z HikE o BB RS (s -
—B2WHABY PREEAEL A B EAEEEA Y
LY HBARCURESTREFERNERAERZCHNES
M2 RS R E R TATA9OS S BR R E - £
SN ZEBES > ZUAELPHETATIVS R ZHERS
- RRIEEZNEE RSB R EESE -
MEEkEI6Z Ak EHTHERBEZ IR CERCRRENS
B 4% & 7F B 17 3 % SRRT-PCRA 7 T I LR B -
MEFHRIEI6E A HPHERBEEAEBCERNZRBREN
35 B0 6 7E 90955 4B 8 11 B2 B P 75 B B (Western blot)#3#7 o 6 F 41
Jg;g; 0

11

ll
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39.
40.

41.

42.

43.
44,

45.
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EERIE36ZT74s  HPRBEBANERREE -
NEFRRIAI6Z i > HPHTAT419% BB 5 SEQ ID NO:2Z Jig 3

B2 7 31 B H M A

— PRI YT EBEFEL L XN EEAKEEE X
B CHEBER AR SENFEREIZREESE  KMEH
ZNEEZAARLTTAYOEREZHNESYEK » Ef
ZEEUH TS P FEEREIE -

MEEREANZHE > EPZABMBARAELRERUESE
EZ EigER -

MEERKI|E2Z T EPZEERANEERREE -
MEFRRIEAIZ TG > HPTAT419E A EEESEQ ID NO:2Z [
EBFYISCE MR -
—TEAHETATAIOZ B S B AR ERANEEER -
REAM R EERZEEES - LUK M IS M B 502 i Bl &
B ERBETATAI9Z IR MG -

1

ll
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iR
)=

GCATCTGGTTTGTCAGATCCGAGAGGCTCTGARACTGCGGAGCGGCCACCGGACGCCTTCTGGA
GCAGGTAGCAGCATGCAGCCGCCTCCAAGTCTGTGCGGACGCGCCCTGGTTGCGCTGGTTCTTG
CCTGCGGCCTGTCGCGGATCTCGGGAGAGGAGAGAGGCTTCCCGCCTGACAGGGCCACTCCGCT
TTTGCAAACCGCAGAGATAATGACGCCACCCACTAAGACCTTATGGCCCAAGGGTTCCAACGCC
AGTCTGGCGCGGTCGTTGGCACCTGCGGAGGTGCCTAAAGGAGACAGGACGGCAGGATCTCCGC
CACGCACCATCTCCCCTCCCCCGTGCCAAGGACCCATCGAGATCAAGGAGACTTTCAAATACAT
CAACACGGTTGTGTCCTGCCTTGTGTTCGTGCTGGGGATCATCGGGAACTCCACACTTCTGAGA
ATTATCTACAAGAACAAGTGCATGCGAAACGGTCCCAATATCTTGATCGCCAGCTTGGCTCTGG
GAGACCTGCTGCACATCGTCATTGACATCCCTATCAATGTCTACAAGCTGCTGGCAGAGGACTG
GCCATTTGGAGCTGAGATGTGTAAGCTGGTGCCTTTCATACAGAAAGCCTCCGTGGGAATCACT
GTGCTGAGTCTATGTGCTCTGAGTATTGACAGATATCGAGCTGTTGCTTCTTGGAGTAGAATTA
AAGGAATTGGGGTTCCAAAATGGACAGCAGTAGAAATTGTTTTGATTTGGGTGGTCTCTGTGGT
TCTGGCTGTCCCTGAAGCCATAGGTTTTGATATAATTACGATGGACTACAAAGGAAGTTATCTG
CGAATCTGCTTGCTTCATCCCGTTCAGAAGACAGCTTTCATGCAGTTTTACAAGACAGCAAAAG
ATTGGTGGCTGTTCAGTTTCTATTTCTGCTTGCCATTGGCCATCACTGCATTTTTTTATACACT
AATGACCTGTGAAATGTTGAGAAAGAAAAGTGGCATGCAGATTGCTTTAAATGATCACCTAAAG
CAGAGACGGGAAGTGGCCAAAACCGTCTTTTGCCTGGTCCTTGTCTTTGCCCTCTGCTGGCTTC
CCCTTCACCTCAGCAGGATTCTGAAGCTCACTCTTTATAATCAGAATGATCCCAATAGATGTGA
ACTTTTGAGCTTTCTGTTGGTATTGGACTATATTGGTATCAACATGGCTTCACTGAATTCCTGC
ATTAACCCAATTGCTCTGTATTTGGTGAGCAAAAGATTCAAAAACTGCTTTAAGTCATGCTTAT
GCTGCTGGTGCCAGTCATTTGAAGAAAAACAGTCCTTGGAGGAAAAGCAGTCGTGCTTAAAGTT
CAAAGCTAATGATCACGGATATGACAACTTCCGTTCCAGTAATAAATACAGCTCATCTTGAAAG

AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA  (SEQ ID NO:1)
1

C178142DA doc -1-



201437228

MQPPPSLCGRALVALVLACGLSRIWGEERGFPPDRATPLLQTAEIMTPPTKTLWPKGSNASLAR
SLAPAEVPRKGDRTAGSPPRTISPPPCQGPIEIKETFKYINTVVSCLVFVLGIIGNSTLLRIIYK
NKCMRNGPNILIASLALGDLLHIVIDIPINVYKLLAEDWPFGAEMCKLVPFIQKASVGITVLSL
CALSIDRYRAVASWSRIKGIGVPRKWTAVEIVLIWVVSVVLAVPEAIGFDIITMDYKGSYLRICL
LHPVQKTAFMQFYKTAKDWWLFSFYFCLPLAITAFFYTLMTCEMLRKKSGMQIALNDHLKQRRE
VAKTVFCLVLVFALCWLPLHLSRILKLTLYNQNDPNRCELLSFLLVLDYIGINMASLNSCINPI
ALYLVSKRFKNCFKSCLCCWCQSFEERQSLEEKQSCLKFKANDHGYDNFRSSNKYSSS

(SEQ ID NO:2)

BRAF .

B FK B2 1-26

BB,

B A E£101-121 ~ 137-157 ~ 177-197 ~ 216-236 ~ 275-295 ~ 323-343 - 362-382
N-#E AL 86 .

B AL 85 59-62 ~ 119-122

CAMP- B cGMP-1R it & & K # s R b 86

& 3k B£302-305

B6 B B AR A B AL 86

B 3£ 8£424-430

N-A) & Z8s A -

R AR B557-62 ~ 115-120 ~ 170-175 ~ 306-311 ~ 371-376
THBLREARMN

B 3 8% 118-386

| 2
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R HESE9x > Kk igst

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLVSKLDSGVP
DRFTGSGSGTDFTLKITRVEAEDLGVYYCWQGTHFPYTFGGGTKLEIKRADAAPTVSIFPPSSE
QLTSGGASVVCFLNNFYPKDINVKWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYE
RHNSYTCEATHKTSTSPIVKSFNRNEC (SEQ ID NO:3)

B $ESE9Z VL

DVVMTQTPLTLSVTIGQPASISCKSSQSLLDSDGKTYLNWLLQRPGQSPKRLIYLVSKLDSGVP
DRFTGSGSGTDFTLKITRVEAEDLGVYYCWQGTHFPYTFGGGTKLEIK (SEQ ID NO:5)

& 3

A HASEOZ Kk F4d

QVQLLQSGAELARPGASVKLSCKASGYTFTSYWMQWVKQRPGQGLEWIGTIYPGDGDTSYAQKF
KGKATLTTDKYSSTAYMQLSSLASEDSAVYYCARWGYAYDIDNWGQGTTVTVSSASTKGPSVYP
LAPVCGDTTGSSVTLGCLVKGYFPEPVTLTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVTSST
WPSQSITCNVAHPASSTKVDKKIEPRGPTIKPCPPCKCPAPNLLGGPSVFIFPPKIKDVLMISL
SPIVTCVVVDVSEDDPDVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQDWMSGKEF
KCKVNNKDLPAPTERTISKPKGSVRAPQVYVLPPPEEEMTKKQVTLTCMVTDFMPEDIYVEWTN
NGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKNWVERNSYSCSVVHEGLHNHHTTKSFSRTPGK
(SEQ ID NO:4)

8 $a5E92 VH

QVQLLOSGAELARPGASVKLSCKASGYTFTSYWMQOWVKQRPGOGLEWIGTIYPGDGDTS YAQKF
KGKATLTTDKYSSTAYMQLSSLASEDSAVYYCARWGYAYDIDNWG (SEQ ID NO:6)

] 4

huSE9.v1Z & K $g4d

DIQMTQSPSSLSASVGDRVTITCKSSQSLLDSDGKTYLNWLQQKPGKAPKRLIYLVSKLDSGVP
SRFSGSGSGTDFTLTISSLQPEDFATYYCWQGTHFPYTFGQGTKVEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYE
KHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO:13)

huSE9.vl1 2 VL

DIQMTQSPSSLSASVGDRVTITCKSSQSLLDSDGKTYLNWLQOKPGKAPKRLIYLVSKLDSGVP
SRFSGSGSGTDFTLTISSLQPEDFATYYCWQGTHFPYTFGQGTKVEIK (SEQ ID NO:15)

& S
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huSE9.v1z & &k & 4%

EVQLVESGGGLVQPGGSLRLSCAASGYTFTSYWMQWVRQAPGKGLEWIGTIYPGDGDTSYAQKF
KGRATLSTDKSKNTAYLOMNSLRAEDTAVYYCARWGYAYDIDNWGQGTLVTVSSASTKGPSVFP
LAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSS
SLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREEMTRKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NO:14)

huSE9.vl1Z VH

EVQLVESGGGLVQPGGSLRLSCAASGYTFTSYWMOWVRQAPGKGLEWIGTIYPGDGDTSYAQKF
KGRATLSTDKSKNTAYLQMNSLRAEDTAVYYCARWGYAYDIDNWG (SEQ ID NO:16)

& 6

huSE9.v2Z VH

EVQLVQSGAEVKKPGASVKVSCKASGYTFTSYWMQWVROAPGQGLEWIGTIYPGDGDTSYAQKF
KGRVTITRDTSTSTAYLELSSLRSEDTAVYYCARWGYAYDIDNWG (SEQ ID NO:17)

&l 7
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‘1. —TESBEZ $-TAT4194( 58 - HEE R 1454 SEQ ID NO2Y jR i s
FEH27Z 64PYHSEQ ID NO:2 B B s FE £ 655 10179 2 Hi 3 i
o

2. MIFRIEIZ G HSRMEESSEQ ID NO2Y kB HE27E
647 2 40 JE S E B -

3. MIFRIEIZHE > HERMELESSEQ ID NO2Z R s R A 655
101N Z iR R & -

4. WMFERBEIZHE  HOZMBHEEE T2 H-TATAIOR B S
16 [ 22 470 e 5
(a) SEQ ID NO:7ZCDR-LI1FE%] ;
(b) SEQ ID NO:8 CDR-L2FE¥] ;
(c) SEQ ID NO:9 CDR-L3E%I ;
(d) SEQ ID NO:10> CDR-H1E%] ;
(¢) SEQ ID NO:11Z CDR-H2F%1 5 K&
(f) SEQ ID NO:12> CDR-H3FE%] -

Os wmnmizng St Ecos@mRERER2SEQ D

NO:2 » 4B Pk -

6. MBREIZHE  HobhR4is R EeEans g uEan -

7. MEREIZHE HBEENERIEA B RS SR
EZHEE -

8. MIFEREIZHE  HEHRESHAE IS -

9. WHREIZHIM  HEMBBERMES L P REBBEMER %
BEBUTHERZE 8% HAEE  RHERNZRLES S ®E
5 -

\

C178142PBX201406C.doc -1-



201437228

10. WEHERBEIZHME  HPZUEBEEEEAEERE  ETZBRRE

11.

12.

13.

14.

15.

16.

17.
18.

19.

20.

21.

5 B %H 2 & £ (maytansinoid) + £ 37 # & (calicheamicin) jz B &g i
7T (auristatin)4f g 2 &% -

MFXRKBIIOZHE  HPZERMGMTAREFERRMIT
E(MMAE) -

WMERBEIESH (L —IH 2 Ji & » H BAMC-val-cit-PAB-MMAE4E

I

WERBIZESFE—TAZIE » HAFZHENKCHOMBE FELE -
WHERBIZESFE—HZHR  HFRAEES ZHMET -
WHERBFIZSFE—TH IR HAHREELES ZHREHE -
—FE4HAE - HEAWMFRKHEIEIPE—HZIRE -

—fES % HEBUFRKFEIZSPE-HZIE -
—BNFHEREIZSTE-BHZARBAAR » EAMHRHEES
BIEFRISEQ ID NO:22 TAT419% ik ¢ H 4 g 4 35k 2 4 i 4% JE Y
g > H P PiES B % TAT419% ik 2 &5 & 45 Rl fI0 il 3% 4l i 2 58

}{.

0

—RBUHERREIZLSPE-HZABOAR  RHAARHRESRE
MaEBEEEEE WA YNER > ZELEEBESBAER
$5 SEQ ID NO:22 TAT419% ik 5% H 4l i S Z 4 A
WEREIOZ AR HPZSHEMAREREREARNS &M%
B B8 8 e 4l A

—BERLSEEESEQ ID NO2YBAMFYI ZTATAIVERE
REMEMEZERPRHEZEOBEZ N E R ABEEZE
GHEERUHFRBEIZ4PE-HZIE  RAEZABRZE
b REABZES  HPuRhiBAREOBEZE SR TZ E o
TEEZEDE -
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22

23.

24.

25.

26.

M RIE21 2 7% » Hoh L e T R -
— BB WA Y S BEEGE Y Tk 0 %A
RIFNEME—TH 2 878 1 %0 7 80 9 > 41 40 e > 0 it
BETRERNHEESCATSMEY 8 BE SN
SEQ ID NO:22 TAT419% Bk o £ i f 4l iy > R BL & > 5 49
BN ZHBES  ZHRERS D LTATIOS Y 2 HE®
B RREMAZARELE Y ZBAS Y EEEE -
MBFREBZ HE Rt AR EAE Y 2R ENS BaE
7E %6 75 4 % (b 2 50 75 75 2B B (Western blot) 53 47 o 5 F 0 B8 -
—BREERADY B EEEY TE A EAEEEE
LB Y > A AT B MR R B A B R IE 1 F A — B 2 $
RSB 0 RN B B BE BN S BE £ b & SEQ ID NO:2
BEEF 2 TATAI9E G E K A S > B &M
B RS REEMBRETRE ALY P EE ST -
MEREESTE-HY HE RSB ERAEEERY
W% E B |
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