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1. — MBS ERRERE SRR, AEED— NI RE
X, frREAREX EFEA TS SEQIDNO: 1-6 THIEEBRFF:

5 SYYIH (SEQIDNO: 1),
VIYPGNDDISYNQKFXG (SEQIDNO:2), H# X K & Q,
EVRLRYFDV (SEQID NO: 3),
KSSQSVFFSSSQKNYLA  (SEQID NO : 4),

WASTRES (SEQIDNO: 5),
10 HQYLSSRT (SEQID NO : 6)
HEE 5 CD33 4416 N.

2. —MhEHNIRRERESFB, B> —ANERTEXNE
= ANBHEAEX, HPARANE#HITZXREE=ZAEAREX, R
15 HAMRER S HIEA SEQIDNO: 1-3 FiRMEREFF,

SYYIH (SEQ ID NO :1),
VIYPGNDDISYNQKFXG (SEQ ID NO : 2), £# ik ) X & K & Q,
EVRLRYFDV (SEQ ID NO : 3),

HEESANBHTEXAFE=AERER, FrREREX 537
20 B SEQIDNO: 4-6 FinHIEEMRFF,
KSSQSVFFSSSQKNYLA (SEQID NO: 4),
WASTRES (SEQID NO : 5),
HQYLSSRT (SEQ ID NO : 6).

25 3. RFVER 2 M ERREESEE B, HP i EREZ
X 5 SEQ ID NO : 7 Ffi = W & # B F 7 :
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDISYNQKFKGKATLTADKSSTTAYMQLSSLTSEDSAVY
YCAREVRLRYFDVWGAGT TVTVSS BB £/ 90%H) 31 [ —.

30

4, RAER 2 MHBEHSRRERS & B, HPridfERE R
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X 5 SEQ ID NO: 7 i n M i A &K E B F %
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDISYNQKFKGKATLTADKSSTTAYMQLSSLTSEDSAVY
YCAREVRLRYFDVWGAGT TVTVSS B8 £/ 95%H F 3| [F—1% .

5. BRER 2 MBS ETIRRERLEE B, KPR ERTE
K A A SEQ ID NO : 7 Fi = MW & % B & %5 .
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDIS YNQKFKGKATLTADKSSTTAYMQLSSLTSEDSAVY

10 YCAREVRLRYFDVWGAGT TVTVSS.

6. MAIEXK 2 FIPIBBRHETURREES & B, KPR Ea

X 5 SEQ ID NO : 8 AT ~m W & B F 5 .

NIMLTQSPSSLAVSAGEKVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQ

15 SPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQSEDLAIYYCHQY
LSSRTFGGGTKLEIKR EH £ /> 90% 155 —1H.

7. WAER 2 WIIEBER R RS & B, KYdEsER

X 5 SEQ ID NO: 8 Fim W T R & E R F %

20 NIMLTQSPSSLAVSAGEKVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQ
SPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQSEDLAIYYCHQY

LSSRTFGGGTKLEIKR BH £/ 95%K1 )+ 51 [E—1.

8. MAE X 2 Mt EMIR R ERE S B, HP RS %

s X B FH SEQ ID NO: 8 Fi m W& E B F % -
NIMLTQSPSSLAVSAGEK VTMSCKSSQSVFFSSSQKNYLAWYQQIPGQ
SPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQSEDLAIYYCHQY

LSSRTFGGGTKLEIKR.

30 9. BUFIEXK 2 PSR ETIRRERGS S B, HPaE#ITR
X 5 SEQ ID NO : 9 Fr » W & E B F %
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
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WVGVIYPGNDDISYNQKFQGKATLTADK SSTTAYMQLSSLTSEDSAVY
YCAREVRLRYFDVWGQGT TVTVSS B £ /> 90% /)55 R —# .

10. BUREK 2 MHBEEURRERG SRR, KPR ER
s KX 5 SEQ ID NO9S Fr ~» 1 FT @ & 2% B F % :
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDISYNQKFQGKATLTADKSSTTAYMQLSSLTSEDSAVY
YCAREVRLRYFDVWGQGT TVTVSS E& £ 5% 751 R —1t.

10 11, AFEK 2 MR EPIRREERSE SR, HPrdfERER
X EH SEQIDNO: 9 Fir-HEERFS:
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDISYNQKFQGKATLTADKSSTTAYMQLSSLTSEDSAVY

YCAREVRLRYFDVWGQGT TVTVSS.
15
12. AEK 2 KB FIRRERG SR, HPRANRaETR
X &5 SEQ ID NO : 10 Fr = M & ¥ B F %
EIVLTQSPGSLAVSPGERVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQS
PRLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQPEDLAIYYCHQYL

20 SSRTFGQGTKLEIKR EH £ /> 90%11 751 Rl —14 .

13ALFE K 2 WP ETRRERSE & R B KRR n &

X 5 SEQ ID NO: 10 i m W AT R E E B F ¥
EIVLTQSPGSLAVSPGERVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQS

25 PRLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQPEDLAIYYCHQYL

SSRTFGQGTKLEIKR B A & 2> 95% K551 [ —*H .

14, BFER 2 MR ENRREEE SR B, KPR

T X E#H SEQ ID NO: 10 i M A E®BF 5

30 EIVLTQSPGSLAVSPGERVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQS

PRLLIY WASTRESGVPDRFTGSGSGTDFTLTISSVQPEDLAIYYCHQYL
SSRTFGQGTKLEIKR.
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30

15. =5 CD33 BFRMLEENALNIIRRERFEREERLE S
B, HPmaiiicsiiiRReEZg e BN EFHTRX 2 RHA SEQID
NO 7 B~ B = #E B F 5l
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDISYNQKFKGKATLTADK SSTTAYMQLSSLTSEDSAVY
YCAREVRLRYFDVWGAGT TVTVSS, BH SRRk EEs
&R BB EX #44 EFH SEQID NO: 8 iR ERIF5:
NIMLTQSPSSLAVSAGEKVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQ
SPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQSEDLAIYYCHQY
LSSRTFGGGTKLEIKR.

16. —%5 CD33 f5 R4 G M AFLBRMER TR, SETURR
ERGE B, HPRI SRR ERS & RN EREIREX

H A SEQ ID NO : 9 Ffr m W & H B F % .
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQGLE
WVGVIYPGNDDIS YNQKFQGKATLTADKSSTTAYMQLSSLTSEDSAVY

YCAREVRLRYFDVWGQGT TVTVSS, HHE AR Hiike$i R e 4
EHBHEH®ETAEXE®H SEQ ID NO: 10 i~ EEBFES .
EIVLTQSPGSLAVSPGERVTMSCKSSQSVFFSSSQKNYLAWYQQIPGQS
PRLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQPEDLAIYYCHQYL

SSRTFGQGTKLEIKR.

17. —MREBERY, BESAYBRASYIERKFIEX 1 frid
MR TR RERSE S A B

18. —MRZIBERY, BRESAYEIEAYERINAER 2 frid
RS EIIURRERE S F .

19. BUFIEK 17 MR EEY, KPR AYEE B49i1E 5 RS
REZEEYR. EHEE. CC-1065. CC-1065 KLY, HREF. BAREK
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15

20

25

30

Ry, BN, BEAIEE. MER, KEEFM. KEER. &
HEREIT. LHERC. FTREAN. WHEERREINNIEY.

20. BUFIER 18 KIAREEEY, LPRNAYSFAAMEaRE
KELEYR. LHEE. CC-1065. CC-1065 KLY, wREIK. BREH
Ky, SRR, BEAER. MEE, KELFWR. KEER. X
REMETT. LMEEC. XTREI. MAEEBRRLENNTED.

21— FAEY), BFEFIER 1 FIANRARERRRERE S F B
MY RATEZY -

22. —HMAEY, BENFIEXK 2 IRNASSRRIIRRERS G
B Y ai i 254 .

23.—FZRAEY), AFERFIEX | RKHERETRRRERSE &
FB, AR5 BRI ERZ .

24, —FERAEY), QFERFEK 2 Frid M mA s yiR RE RS
R, UR#Z EATEZ RN .

25. —FHFAEY), BEAFIEX 17 TR REMEEY, UREZ
b AT AR .

26. —FZEAEY), BRERFER 18 Frid @y, ULH+F
BT A

27, —HEEAEY, AIFHRIER 21 FANAAY), LR L
B R

28, —FLAEY), BERRIER 22 BB LY, RS LA
2R |
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15

20

25
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29. —FPSWHAR], BFEBFIEK 1 g, HPrdnnas
U BRI o

30. —FHIZWHAA], BIEPRIESK 2 FridifiiE, HP R Kk
Uik RAEARICH -

31. BFIESK 29 K2 BRI, HPFRKiRicE B EWEiric, BEfR
id, BETHEARS, RARERE, REH, EREFMEERET.

32. BUFIEESK 30 g Wnks), Hep iR ARiciE B £ RRC, iR
o, BUHERRID, ROuEHR, RtHE, BEANMERET.

33. —MlHIRE CD33 WARZ AKNTTE, BERTENARS
BRER 1 82 Frid LB PR R EIRES & 1 B

34. —FPIIFRIE CD33 MAMRZ AEKKTTE, BFEKENAKRS
BCRIE K 17 B 18 ik i) e AR Bx Y #efid .

35. — Rz CD33 WARZ AKX, BEBIRNARS
WA EKk 21 5L 22 Frid A &Y.

36. —FPIHIRE CD33 MARZEKKTIE, BEKFROARS
% B AUFIESK 23 2 28 FRid 252 A &Y.

37.—FpiRIT BE HFRIE CD33 MR R RN S HIITE, GBS
iR 2RI R ERBINFIESR 1| & 2 SRR RERS &
A B

38. —FiGIT BEHPRIX CD33 WERNIZ AN R TE, BiE%
FHTRZRAXN R H MBI R 17 B 18 Frid B (BB -
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39. —FiVAYT B H P RIE CD33 MR Z AN R, B
F TR Z RN R B KB MFIER 21 81 22 Frid A &9,

5 40. —F¥GIT BAE P EIX CD33 MERKIZ AN R A, S
F IR Z RN S E R BRI ZESK 23 3 24 Frid Mgy HEY .

41. —Fhiay B HPRE CD33 MERMZAN R TE, BFES
T HTR ZRAX R H M E AR EK 25 2K 26 Frid My FHEY)
10
42. —FiaT B AP RIE CD33 WERRNIZ RN RN 7L, GfF%
F BTk RN S KB AR E K 27 R 28 Frid £ A &Y.

43. —FpigsT BAE HPRIE CD33 MEMMZ AN R ITTE, B4
15 FrRZ R R — AR SN B A MERRRIEK 1 2 g
FIRARETRRER LS H R

44. —FRIT BHEHPRIE CD33 MERANZIAIZRETTE, B
i SR % B — AN B AN i B AR e AU B ORI ZE K 17 3K 18 BT
20 RKIREBEYD .

45. —FhvaIT BE P RIX CD33 FERMZ AN RN %, B
PR SR B — A ER S AN B AR A B AR B3R 21 8K 22
BHRHEY)
25
46. —FhIGIT B KHRIE CD33 KRR Z AN RN, B
Fr iR SR 5 (9 — A B S 40 L RS A e A B )3 B BURIZE Kk 23 22 28
Frid 25 # a0

30 47. BURIE R 37 P RIGIT ik, R RRIE B B AERE SRS
RE(MDS), 2ME8EME FIM% (AML), 189 881 B % (CML)A FT 3840 A it
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A If1% (PML).

48. BRIk 38 PHINEIT ik, HHATRKERIE B BRES AR TS5
A FEMDS), AN AIMKAML), 18 MM B R (CML)FN R 5840
s A IM%EPML).

49. WFIER 39 PHIRIT 7L, RPFRIKRME 8BS ERFE
&FEMDS), 2N QMR (AML), 184881 3 1% (CML) A Hl &8 20 i
P [ ML (PML).
10
50. BUFIE SR 40 FPIHEIT ik, KPR MERIE B BB 47 ox
EEMDS), SEBEM A MA(AML), 188 E M5 (CML)FI A &8 40 A
¥ B P (PML).

15 51. BUFIESK 41 PREIT v, KPR EmE B B ER B R
A E(MDS), ZMEREME A MR (AML), 181 #8 1% 3 i (CML)FI 51 &8 48 i
£ 5 7 (PML).

52. BWRNEK 42 RHVET Ak, HPARERIZ B EREERTE S
20 SRE(MDS), AMEEEM A IMKAML), 1888 B M F(CML)FIHI &8 4
M 3 L% (PML).

53. AUFIE K 43 RRVETY 7%, HPErRKIRMRE B BREER E R
AAE(MDS), 2t A MmREAML), 8RN B P (CML) A FIRE 2
25 PEEIMBFHEPML).

54, BUFIESK 44 P REIT 7, P ETiR FEmE B a4 R H 4R
AEMDS), 2EEEME A MK (AML), 1888t B iP5 (CML)AI A #E 40 i
P4 5 L% (PML).

30

55. RAIER 45 PHTETT HIE, Hrh Pl MAWRIE B & BEI £ 57 K4
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AHEMDS), SRR H MK (AML), 18188 A i % (CML) R BT 5840 fi
4 5 5% (PML).

56. BUFIE Sk 46 HHIVATT ik, R EmE B BENERT L
5 BE(MDS), SN HIMEAML), 188 M A I (CML) A R840 i
P 5 M (PML).

57. —MZAEVIRSTRESA TR EARN T A%
(a) FPTR M AR I SRRE K 29 5 30 BTk i Wil g, 0
10 (bR BTk FHUFE BB A i A D 20 A7

58. MANEk 57 Mg Ak, HAPErdfiEE g 2 a8t G mwm
(AML), 1888 MH 3 1% (CML)FI /7 58 48 i o 3 1L 75 (PML) .

15 59. —MFFRELEE CD33 MRS ENERERES R, BT
BRI RTEES SRR BT Hl4%
(a) Rf DNA, HEHiIAKEIRREESE S B, A% SEQ ID
NO:7 F1SEQIDNO: 8 I ED—/;
(b) BEDL—IMEERREE. M. BATZRINEIAZIFTR DNA F,
20 DIE(HFTR DNA wiSHIFTRTIASRIRREELSE S FBRNEER T
WA
(c) RIETBIAEERPURRERESEE B
(d) IR RENARIIRRE RS & BIRSE, N
FURIBERREESE SRR,

25

60. —MIFF LS CD33 W RIMARERBERERSE SR, i
B ) 2 R LA BT B

(a) Rt DNA, HHIARHETURREREEFE, K8 SEQ ID
NO : 9 1 SEQ IDNO: 10 i ZEL—A,

(b) BEL—EEBRRZ MK EATRMEIAZ TR DNA &,

3

(=4

10
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PAEHfrid DNA ZGiBRIPTRTIASHRRERS & R B RERFS
KA
(c) RIEFMATERIRREREL & H B
(d) MEATRYPRIEREERTURREERE & BRITRSR, A
s HERABBIRRERE S F B

61. BUFIE K 59 5L 60 I RPiASHiih i B, HPFRK SRR
CD33 Wiz A tE3g .

10 62. AFIEK 59 8L 60 FIX Rty B, EPFAMEL—
BHEBREZ. Wk, SASRGSNETEE FHKMGTERTER: EET
BAENESFEE. 015, 54 PCR. DNA U FIMN B KT & i

Is 63. —F O EMLHER, MIBRFER 1 8 2 Frid BTz
RERG &R

64. —MABERLHER, MEBFIEXR 1 82 FFRNFRREHRER
RERG & RS ESE.

i 65. —FEABME, AHENFEX 63 TRNEHER.
66. —FEHBE, FHENFEK 64 FTRNZHLER.

25 67. —FifE FAM, MRFEXR 65 Prik I EA B AL
68. —MIE XM, FBUPIERK 66 Frid I E A B,

69. —FMA T4 HEFEE CD33 MM BRERR R ERELEE
BHT7iE, RTHEERE @FF—FRAER 67 FrERRIHIE EH
M, FEFTRTE EMMREPERERGRRERE & BLIEMA T, MoK

3

(=

11
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LM RZMFARRERERSG SR

70—FATE4ERAESE CD33 B MTBEETIURRERA G

BRI, FRK ik aiEe) HRAFIEK 68 MTELAM, AT

s EARTREFRBRIAFEREELS SR BIFAT, MOMRMILRE
MR R R ER S & B

71. —F AT NEYFR RS CD33 Kk, Frid e
() BRI SRHESR 1 K 2 FridfidsiiRRERSE S B
10 B,
(b) RVFRFESR 1 & 2 ISR RRERE S BREFRE
Ykt i CD33 &4,
(c) MiZEYH K25 CD33 48 MPEBT R RERS & A B
TN AE 44 3R 78 CD33.

15

20

25

30

12
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Hi-CD33 HLARFE A H ik T SRR B R 5 ¥

s [01] AKBAEXR 20024 11 A 7 BRI A &ES A 60/424,332 HI#K
., ZIEE BRIERATFREFARIL, FHSE.

BIARG,

[02] AKX\ REGE CD33 Fibitk. BEienltgE, AKRAW R CD33
0 ik, TRPNEKNFRAEEY, AR AMNARBAMIROER

(resurfaced) X, PIENTIRRZENMDNLRENX, EFIRHAENR

9% 18 B ¥) (immunoconjugate) M4 &4, LLRIELTFEZHT. BRSTRIGT Y

N

[03] FER—/NFH, ARKBYEREBZNANZRER, SFEZZERE
15 BB, AESEREREWETE E8 M= EZiuiar L.

BREAR
[04] B4f4LPi]R (leukocyte differentiation antigen) CD33 &— /B
F 364 NMEERNBEHEED, H5ERARENERKENRAREFTS

20 [N, SEMEACERAMN CD2, U RERENMHEA S S. Peiper,
2002, Leucocyte Typing VII, White Cell Differentiation, Antigens,
Proceedings of the Seventh International Workshop and Conference, Oxford

University Press, p.777)
[05] CD33 FIRZELIF-XT M X %= (hematopoietic compartment) F = &
25 MIFERME, BB BERT/A 40 MUEEAT 3R 2RIA(S. Peiper, 2002). BRI F 140
Fik, BHEHA M (myeloid progenitor cells), 91 CFU-GEMM, CFU-GM,
CFU-G 1 BFU-E, B4 e/ gn e, 4 2m o A 44 a0 wir 5 40 A BE 41 A
ifE, REERARSUEEPRIEFEE, CLAATERARAARRE,
RE HRIEKFK(S. Peiper, 2002).
30 [06] AR, FEEKSNEECEAH LR (blast colonies) ”(Leary, A.Get al.,

13
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1987, Blood 69:953)+ % 5% i & B8 K< 155 7 (Andrews R. G. et al., 1989,
J. Exp. Med. 169:1721 ; Sutherland, H. J.% A, 1989, Blood 74: 1563)f1%
Aeid i F A MLITFE= CD33 BRI,
[07] & CD33 HISBRINREEANE R, (B S5 EORS R R (0 FVE 3R
s FHAEREEZXKEPBKLEVESHETREM, KPR EREIE
SE(S. Peiper, 2002).
[08] EEMR, $-CD33 BREHKEL BIR: CD33 AIFEEE 80%KIA
KBl R A, B HENEBLKAML)4 K ERik(LaRussa, V.
Fetal.,, 1992, Exp. Hematol. 20: 442-448),
10 [09] BT CD33 HIEFEMRE, FEARERAYRREBERY), B
FIRFI ML A CD33 W EDE, CApE A T EFEMA R AML 4
B, XFGTEETETARMRGRENEARAZEZm. R
CD33 JiAI GEBEY), AfFEN-CD33-BAAERREBERY, LE4LE
X AML 4088 2 = B FEHE I (Roy, D. C.et al., 1991, Blood 77: 2404;
15 Lambert, J. M. et al., 1991, Biochemistry 30: 3234), SRTIH N EZFIE
HHELERMNELRAERZNTAM(LaRussa, V. Fet al., 1992, Exp.
Hemato. 20: 442-448).
[10] FFAARBRDHEMTRER: SFFKSHN, BHERCHT
CD33 HU A ] i 3 #E ) 41 B 1 0 -& 88 P B9 5 10 5% £ 48 Hd(Scheinberg, D.
20 A.etal., 1991, J. Clin. Oncol. 9: 478-490; Schwartz, M. A.et al., 1993, J. Clin.
Oncol. 11: 294-303). FEASMIT 5 th XL 52 2 HE 40 B X 44 (0 T IE 9 4
(Tanimot, M.et al., 1989, Leukemia 3: 339-348; Divgi, C. R.et al., 1989,
Cancer Res. Suppl. Vol. 30: 404a). ZEWGKATHAA S, 58 PUBEHAE
ERHBER(EHEEHFZA %Y (Gemtuzumab ozogamicin) ) fBEXHFIA
25 JEALII-CD33 FUEHIVF R B T X HL-60 5774 /)R HL-60 &
RABEYM AML B3 00E 88 R 8 B AR R R AR ER
(Hamann, P. R.et al., 2002, Bioconjugate Chem. 13: 47-58).
[11] EFXLERTHARKIAESR, FaERTZARTE [N I
BRI T P 4R AT VR ZENGER I AR, MR FESH L TRE
30  #4(myelosuppression), LR F 2 EHHHHMM - CD33 HZRA(Sievers, E.

14
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L.et al., 1999, Blood 93: 3678-3684; Sievers E. L.et al., 2001, J. Clin. Oncol.
19: 3244-3254). 7E I BIGRIFFTH, HKAHFEN 9 mgm® , Bit 4
N, 14 RIBER, FAEMMNES 30%. FDA T 2000 & 5 At T
EHBEHFZHABTMNTHEN, ENERBT BRI RN CD33 HiE

s AML 23, FiR7E 60 558 60 5 U LIFBAANREITA BTN
REN. BATHERHAARSERPETGRAFTEENELE, FIEH
Bk A EHHER(VOD), XELIFBREBIE, HRsIBEREBRER. X%
HXMERY RAVAS FEEER, HERTERKIRE S SRS
e, FHEARZHR CD33 MHEEER.

10 [12] RE LRI MERRPASA I CD33 JiikAERADN Lk
BB AT SO TYAST AML, BT BB %4 XA MK R BB .
AR B R X SR H AR EE A B AR

L5 i
15 [13] Bt ARPK—ABirREH.TEREES S CD33 MATH TR
AML ik,
[14] B, EE—FELHEFRP, RETHIFRERRREESES B
(epitope-binding fragment), EATRF L& CD33 HIGES .
[15] FEE _FpLilEF R, RET BRIk Myo-6, slErEeEMERER
0 BXMEEBRFY, W ZBEMEENTETXEREK cDNA F5l, &
() CORs(EAMAEX ) EE, CHREAERNEE, UREHUEH
ERANREFRESXC TR oM.
[16] ZEH=FLHiT R, B4 T My9-6 FUAEK AR BRI EER A
Hef Mys6 BB ENRERREZELS TSRO RE & FRE
25 (surface-exposed residues) ZEREEFEHFHLEHF®, UEDHMAN
RREEARLL. XFABLTEE R My9-6 HHEL, 1EARITHEERZEHE
R, H¥AEMN. S My9-6 ) ASRALIRATE A 30 A BLT 77 T 3
ITTHERHR: EMNSANBEMERIERNEERFS], BHNE
BT X FEE K cDNA F5, CDRs(EAMRER)MEE, REDERK
30 %%, UERUEARAREWTENATT.

15
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10

15

20

23

30

[17] E#—PHERT RS, RETEBED>—AEAREX KR
HyURRERLE B, HPEAMRERARER SEQIDNO: 1-6 FH]

HEMRFF:
SYYIH (SEQIDNO: 1),
VIYPGNDDISYNQKFXG  (SEQIDNO:2), HF X B K& Q,
EVRLRYFDV (SEQID NO : 3),
KSSQSVFFSSSQKNYLA  (SEQID NO: 4),
WASTRES (SEQID NO : 5),
HQYLSSRT (SEQ ID NO : 6),

H#EA 5 CD33 44kt

[18) ZEM#—PHILHARY, BRETEEZDANEHIVTERMED—
ABZENEXMRARERRREESE SR B, HPIEERTREX S
FEAHEHRER, HA5RFEH SEQIDNO: 1-3 RHEERTFF,

SYYIH (SEQIDNO: 1),

VIYPGNDDISYNQKFXG (SEQIDNO:2), £+ X 2 K # Q,

EVRLRYFDV (SEQID NO: 3),
MEPHRBHUEREH=ZAEHIREX, H2HEFH SEQ ID
NO:4-6 RANHIEZERIFF,

KSSQSVFFSSSQKNYLA  (SEQ ID NO : 4),

WASTRES (SEQ ID NO : 5),

HQYLSSRT (SEQID NO: 6).

[19] ZFE#—FHEHT RS, BUETEF-ANERTEXMHE, P

ZEHITXWEEBFI S SEQ ID NO:7 FiR R~ HEERR T3
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQG
LEWVGVIYPGNDDISYNQKFKGKATLTADKSSTTAYMQLSSLTSED

SAVYY CAREVRLRYFDVWGAGTTVTVSS EH £/D> 90%KI 7 [F]
_,,E’
¥tk E SEQ ID NO:7 BF 95%MFF|F—H, Hmitiks SEQ ID NO:7
BH 100%8FFE—%.
[20] KU, RBETEF - ABRHETEXKFA, P zBEEX R
HEBIFI 5 SEQID NO:8 FiR R~ EERITF:

16
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NIMLTQSPSSLAVSAGEKVTMSCKSSQSVFFSSSQKNYLAWYQQIP
GQSPKLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQSEDLAIYY

CHQY LSSRTFGGGTKLEIKR £ Z /> 90%H)/7 5 F — 1,
¥tk SEQ ID NO:8 BF 95% W r3l[E—#, &iiES SEQ ID NO:8
s BEA 100%H)F5IFE—1H.
21] EA—FPWERTEF, RETEAAFMBROERMNESRTR
Rk, K ZAFEARRHEEMNEZREX 5 SEQIDNO: 9 R
TIRERF:
QVQLQQPGAEVVKPGASVKMSCKASGYTFTSYYIHWIKQTPGQG
10 LEWVGVIYPGNDDISYNQKFQGKATLTADKSSTTAYMQLSSLTSED

SAVYY CAREVRLRYFDVWGQGTTVTVSS B H £/ 90%HKIF51 [
_.,l»'_;ku
BiLi%S SEQID NO: 9 BF 95%MF5R—M, ZiMid5E SEQIDNO:
9 BFH 100%H) /75 [E—H.
15 [22] KL, BT EF - PABLARREEZRNZER X K,
ZABUERERHERNEHETEX SXMN T SEQ ID NO : 10 FMERERF
VAR
EIVLTQSPGSLAVSPGERVTMSCKSSQSVFFSSSQKNYLAWYQQIPG
QSPRLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQPEDLAIYYC

20 HQYLSSRTFGQGTKLEIKR,
RAEZ/D 0% FFIR—M, EMikS SEQIDNO: 10 BFH 95%H1 5
B—, &ii%S SEQIDNO: 10 &5 100%HK1 55 [F—1.

[23] FEH— PRI RY, FARPRUET REBEY, ZRZBEKY)
EESARKBHITBRETRRERS & B M ERN A Y152y

25 ¥), HESGEIAVIEBISAEYISIMERE T ER. ERER ST R

H, HYSRRTRAYRARBESYAEAY, WEEREEDR
(maytansinoid). %#2EZ (taxoid). CC-1065. CC-1065 K4, WA
JRFHE R EIRR) .

24) EH—PHILHART, FR\RET —MAEY, BIERKAN

30 PUAEEREPUR RERELS & F BAMAYEHET A .
RSVE#—THLERFTEY, ARABHBEADAEY, ZAVASYRTE

17
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AERKTAE, ERBERERE S BRELEBRY), 8820, 83
SR AR LB NS, EFE—MRSHGY ETERR
RAKBRT.
[26] EH—PRELHTRP, ARPERETHARERIRRERSS
s B, #iinicHATHRSEH NS, ERENESHETRY, HiiREY
1o, BRid, BEHEARID, RAEER, REER, EEFHSRE
¥
[27]) FE#H—FHLHET RS, ARPRLT HTMHIFRE CD33 K4
MAEKKGE, ZABIERARANTG. ERERERGE AR
10 AR EERY, SEBEM, 3E5AYEETEAYREAMETNAEE,
BB, BIMEAEFE —FRE A LT EZARAE R T,
[28] EH—SHLHH RH, FRPELTIRTBERIX CD33 MKW
MEBENTE, BEATARANISE. EFRRERS & BRERK
BEY), REBMEE S ARG BAYSHMIGTRAS, D,
15 BINEAEFE—MEREMHAFELTEZAFNELT. FIREHITLZ
—FEEH, FlEEEERESEEMEMDS). SN B MKAML).
18 1 B 4 (3 I (CML)FI AT BE 48 F 1 B MR (PML), ERHAth 454 & KPR
X CD33 KIS .
[29] YaT7 ik, BIEAAN. BEFEIMNN AR B\RTUE. Pk B
20 REBEY), SEBRMEASRESAYBRTEAYSHAMGITARNAE
R, #—FSHh, RPHEERE —MEZ A% LT EZ AR E O
TMEH.
[30] FEH—BHLHETRP, RETHEEYERELTRETEHIMEN
AR TS, B, EWEERSENEARN, Wwitc AR BRFUE
25 BREPURRESRS S FBUAREM, HFRNZARERER PRI, X
75 EETT RISk 2 Wt s BE i A R (AML). 12 M A8 E L% (CML)FI Ri R
40 f s | M P (PML).
[31] ZTE#—F M R, BETRERRFENE R P PHEERI
Bk RS B, B, TTEEXASNMRE. HEERMEER
30 BEREMOTVERIRERAR, RH&5 CD33 FHMRSHAET

18
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FRREREE R,

[32] ARMMHEEITELEARAMTIAHEIIRREELEERFBRIES
HEHREE, BT EAERERNINELAEE. ARNEE. 5
4 PCR, DNA AN A XBATREH .

[33] e —PHIERT ED, XR\RE T WA K \IEBE IR R
ERGEERFBNZEER, S8 XZREFRNEASK, HizEHASE
HAMTE M, B RERTARTE EA R ERR AR R R E
R E R BRIHTE,

[34] ZEBfE—FLHARP, KRR T —FdE A A Kk B\ HiRE
HBEREBREE R BINEDFEME$IRE CD33 K77,

B P 5. B

35] A1 BRTHRFESRBMER, Kb, EREEREARRE NN My9
FiikE My9-6 HiiE T, WET "PIARiCH My9-6 HiiE(3x10°M)5 CD33
A U-937 A4 & 1ER .

[36] B2 B/ THTRHEESFIIE My9-6 R 3519,

[37] B 3 &7~ Tk E Brookhaven $#BFER) 127 ML I X%, H
B 4% A A TR muMy9-6 A 38 X & TH .

[38] B 4 B/ TRRMEZ 16 NREER My9-6 [RA LK HkE My9-6
LA H PCR 514,

[39] B 5 BR T ARMBRRIEANIRUT AR BORL (A): B 7R AL
(B): EHEFERAL. (C): WILINMPUIERIL AL

[40] B 6A B7R" T muMy9-6 3241 Edman W/74 R, 5 H RT-PCR =4
() cDNA 73 B B 18 i) I R B B 7 51 34T EL AR .

[41] B 6B B/x T 1319 Da # 1122 Da fk Bt MS-MS FHI T4 R,
HAFPHR 1319 Da 1 1122 Da K F B 47 &% CDR1 1 CFR2 FF3UH).
CDR 77| AR TR .

[42] B 7 7R T 1788 Da IKFIR B B3~ cDNA 5ok ¥ AH N Fr 5| i) MS-MS
FFEIs g R .

[43] B 8A B/RT B My9-6 ik cDNA FHIFERE R E X HE

19
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EMF5. =/ CDR A FRILER.

[44] F 8B B~ T B My9-6 i1k HK) cDNA FFFIFEE N BT X KR
HEMFF. =/ CDR HTFX&ER.

[45] B9 875 T 1 Kabat & X € H 2 sk M E#E CDR.

s [46] E10 27 T R My9-6 AR REMERAERFS, 58-27F V102
EHEKRERFFIHATHSY . SR RFHIE—H,

[47] B 11A & B 877 T 5 muMy9-6 551 8 FE ) 10 N2 EE(A) T EFE(B)
AR5, 7E Brookhaven BB E P H B E LMY (solved file). FF|LL[F]
TN R K E B/ #THES .

10 [48] B 12A & B B T muMy9-6 HiER5E(A) I EH(B)HEA Kabat {7
B et Caccessibility). 10 NE R1E B2 EH T 5 HFA
Kabat £ S KIS FI T &M (solvent accessibilities) #{F#, ¥ x Hl
B
[49] B 13A B/RT 10 NERFERZRFESWEREEFIR kM, A MC

15 BHEVE, HERT S Kabat A7 S0 FI9ME, H Excel #lFR. AR ER
T BB A RAEABIT 25%K93E CDR 7 SREE. REREEAENE
FHBT 30%FEFAT RERERE. #— Pt B 25%-35%FH 7] &
PERIAL R, B TR AR AL s UL R F B N e 7 AR A AR R AR
R ZE R T HET. NA RISRBAARIM R S. A28 15 F0

20 70 REH#H—SKIHE, URBERE I 4 ENRLKRETRNE.
[50] B 13B B/"T 10 NMRFENVERERS W RRERFT &S, H MC
AR, FERT A Kabat 7 5 1F391E, F Excel $lF&. 2R ER
T FEHEHE BT 25%K)3E CDR £ S EEE. REZRERAE VA
FBiE 30%EHER T REREE. #—P 3 EF 25%-35%FH 0] K&

25 MERIBLE, RIESVFEAEEZAL A U E M e AL A B E A R E
GEMIFITEHT] BT H#AT. NA ZI8EH HFE FIN AL S
[51] B 14 877 T My9-6 HEZERH KA (framework surface residues), H
V& 7E CDR % & 5A Z .

[52] B 15 78 T M Kabat 3R EF IR ET 5 MAFUERFS. Eid SR

30 A AT H(Pedersen, 1993). # A CDR ] 5A Y5 B P #) muMy9-6 BRI

20
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RIL RN

[53] B 16A & B BT 16 N AT My9-6 BT X FFFI(A)F 16 1

AL My9-6 EETTZX F5(B), 5 R My9-6 ELXTHI. S()FRHEXT

FAFRRAE 1.0 BFFIE—M. £RFA My9-6 Z[0F ZRHRME
s &, ATRIZEH.

[54] B 17 877 T My9-6 Kp{H, Z&EE7E HL-60 &1 HL-60 440 i1 - K]

HiEL SN E (direct binding assay). LA X 7E HL-60 iE I Z S &40 E

WHEEBRH. BRT* & N=2 S, N=3,

[55] B 18 B/~ T huMy9-6 V1.0 B&& k. (A): 7E HL-60 JE I H#
10 %é&. (B): £ HL-60 241/ FEEE S . (C): 7 HL-60 R 44

P
[ = )

[56] B 19 B/" T My9-6-DM1 5 My9-6 Hiik4: & L%, 78 HL-60 41/
E#AT.
[57] B 20 B75 T My9-6-DM1 X T-3Rik CD33 KA JiiJes 48 i i1 44 &1 48 e

15 B,

[58] B 21 £/7 T My9-6-DM1 7E#4 HL-60 RF#HEYH) SCID /p R
HIRBE R 4 R . My9-6-DM1 (A) FIRBEH My9-6 Hi4A&(C)%T HL-60 fi#
A RIERABIPT . D REIEELE A FHERIFETE (indication) # ¥ #I(B,
D).

20 [59] B 22 878 T My9-6-DM1 5B 25436 & RAEHE 7 HL-60 RFh i HH
Y SCID /MR HIBELLEN(A). DMREEEEATHN— M RIEHE R
MB). FEHMEIRT DPRAPERAMBEASE TR My9-6-DMI i3
IT o
[60] B 23 A& B B/"T My9-6-DM1 FIARHEALIT ZE#EHF HL-60 FF#s4E

25 W) SCID /MR A RIFUR R BE LB (A). NRIVIEEVE DB —AME
BN B). EFRAMHETHIARPHERMBEHE ZNTEN
My9-6-DM1 Y477 .

[61] Bl 24A & B B/R T My9-6-DM1 5 E#H B R & R4 A HUMIRHELST
7E HL-60 A= 7FA5RY (survival model) FHIFURR IR A ELE . HL-60 40
30 MRgERMKESTE SCID MR . FERRITEENARZ E 11 KA. &
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TRABEST ZARH (Q4Dx3)LUSL, 18IT AFBKEH TR S,

RHRER

[62] AR HARAL T H B MI-CD33 HUIAMIZIAERI AT A . #—5
RUEHEESE —FRESH B CD33 HuiksE ATFE AR CDR K
&, HAFRHIRAIFL & CD33.

[63] B My9-6 itk

[64] Z=& K] R $i-CD33 itk (murine anti-CD33 antibody), ZEAXHH
B2, A “My9-6”, “B My9-6 (murine My9-6) "F1“muMy9-6”,
RERHMERATX QEPREREERTS] (germline amino acid
sequence) (B 10), BREMEFHTEX MEERLTF(E 8A&B), CDR [
YE(E9), REBAEBAKEE(E 13A&B)MHE LN EHRARIE T
5, DERSHR.

[65]1 My9-6 HiikHIZhREC A — P HHRk, BREFET CD33 Hit
U-937 MIARKIRTE LK CD33 RBERAEMNLEAFEMHEWE 1). ' HRiEH
My9-6 456 U-937 4, BRI RFRCHT My9-6 FLART Rk )H1 CD33
Ptk My9 N4 L34 T3k (BioGenex, cat. no. 267M).

[66] AiE“A]AEX (variable region) "7EMF KRR AEFHEMBZHERE
LR 5y, EAETUARZ EFFFIAR, B FE®RE &R E i R
M e RE. TERFALEYIIMETEITER ., KEEE
PEMRAIAMERE X (COR)EEEZEX KA EX K= M BN, WERE
MEHATZRA. ATEXKESERTFHIFRAOERRX . ERENRERN
AR QRN MERRX, FEXH B-FEME, BMERXEZ=
CDR, JEH5 B-HEBSHEEN, TE—YRBATERB-FEF&HH—
. FEETH CDR #ER X [FE g Kb H) CDR, XEEEH T i
BB PR 45 & L S (E. A. Kabatet al., Sequences of Proteins of
Immunological Interest, 2 FAK, 1991, NIH).

[67] “lE5E (constant region) R"AERESSHESHIRNEG S, HER
ZFRNFINEE, WHES 5P R4 .

[68] AJEM My9-6 Hitk
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[69] My9-6 BINJELLRE A (Humanized versions of My9-6), FEAXHH A
FA&HR: “huMy9-6”, F“ A My9-6”, e Hl&HFEH,

[70] NJREALE) BAR Wb Refbbiikin Btiar &R, ATFEAEA
ARG, RPN 2 EEHUR S5 -& 56 A4 Fr 0 1 [5) B ol 2D 60 9% JE
,ﬁo

[71] NEAPUERTRAETEAR™E, MRMEE (resurfacing) F
CDR %#: (CDR grafting) HiAR. WEMLFEAN, RMEBHALZEM
AaFER, SitEaiMEE, UERZRFATEXRIE CDR X,
ML B AR 18 EH 2P R .

[72] AKX ERRKEIGE, MERFKEEPROREREZER
MRIEMT I, ATFEREEF) 5,639, 641 (Pedersen 25 A\)H, 7 E4E
FIN, FAZE. M52, E—MUETES, (1) £RGZHEERERM
BREEARX A AXT, B - AERNRETRERRTREM A,
HABRE R X FIXT AL S B> K 98%—2ABFIH; (2) Xk Kk
EEFB)HE—4EGNRENEAREXRRTMBEZENETEREE: (3)
EEHZAWMARRMEBRAERRERHUN —AERNEET X
ERRERBERERRE: 4) PEQTHEN ZAERMBERETEXHE
RERMRBEERZREFIRO)PE N ZA TR N B TR ERR
MR FAERBRERN, BT REL T ZEL R ENE MR EX BT
FREMEMETH SA WENMEERZE; NO)FEREF4E8%R
MR N IR MGG R PAE .

[73] FILAE 2 FpH A I BRI PLik 21T A VR4, B35 CDR RE:(EP
0239 400; WO 91/09967; E£EEH| 5530, 101; F1 5,585, 089), Eifi
(veneering) BRI EFE(EP 0592 106; EP 0519 596; Padlan E. A., 1991,
Molecular Immnunology 28 (4/5): 489-498; Studnicka G. M. et al., 1994,
Protein Engineering 7 (6): 805-814; Roguska M. A.et al., 1994, PNAS 91:
969-973), FEEM (chain shuffling) (352E % %) No. 5,565, 332). AHiik
LA AR S ST ERE & SEBEHERRE. WS HE
[E % F) No. 4,444, 887; 4,716,111; 5,545, 806 F1 5,814, 318; FEFFEF|
5 AT S WO 98/46645. WO 98/50433. WO 98/24893, WO 98/16654.
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WO 96/34096. WO 96/33735 F1 WO 91/10741 (Frid SCEREEAA S EHA,

YENB%),

[74] tnASCHB—SHARM, BiTEELE My9-6 7 CDR, FHTIER

TR . REFIENBNL My9-6 Hilk, HFFICEHE LR, F%
5 huMy9-6 FiAKEEMEENEERFY], HERER 16A F1 16B F.

RN My9-6 LIRS &H, WIIRHER 17 . NG E

ZERTER 18 .

[75] My9-6 HilERIPLIR REERE SRR

[76] RE B My9-6 HLIEFI AR My9-6 FLA MR LB RS & F BRIt
10 5K My9-6 iiEMABRWRA T HHITITE, BEBBEOREEZHBIAK

BE“Piif (antibody) ”E“Z Fhfifk (antibodies) 7] & 4K A muMy9-6

A1 huMy9-6 Hitk, U RXEFARTIRRERSE S E.

[77] MAXFHREHEY, “DiARBBERE TS CD33 46N

AR FAE S, BERADRRERSGEHB. Jiikq B SH
15 EAFEEAFRT, Fab. Fab'fl F (ab'),. Fd. B4%% Fvs (scFv). BEEHUAE,

TERBRIEEN Fv AFV)FIESR VLB Vi GBI R B . fURREESES

FB, SfFRghE, MEMEETERRAET FHH—H58LH:

WX, Cyl. Cy2+ M Cy3 L3,

[78] XFh B ATE&H —AEHA Fab FBRELF (ab), HB. ik, ik
20 FEREHFEEANMAKTE 64 CDR, RESH S THIEXEX M AR,

m=4, U454 CDR, WEFIEEK. BEHE—F, EENYTEE

2 TR —FM A Bk BRI B ARENNAS: [gG. IgM. IgA.

IgD. B IgE, RHEWH,

[79] Fab I F (ab"), jr B AT IS 1 F BgdkAT 2R /KRR BT 7= 4, A
25 BERUIRINE EE§(Fab 7 B)ELE B EE(F (ab’), ).

[80] B4 FV (scFv)F BEMRRERG ER R, KA ENAREIX

R(VORZE DM BEZENTBERTER (V)R ED— B E#

FAT LA, MK, DREVOR(V)R R — B EEREREE

M=% 8, UERSTENES TEESRE, MREHIER BRE
30 FizEdiik. (VOB(Ve)FFFIRE R in o] Bt E 8 F IR T aAh g
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(VOR(V) PRI EER R, RETFARRITELS S 7RE, SAWE
FRAR R T WHRARN BB RMURARK L. XEE A TES 0
HixMRER AN, REREP=E.

[81] AR MAMIBUR R ML & F Bt Al A AU P 240 1) 2 R 44
RaEREE . ERBERRRTTET, ThEetiuigs X i R E
WIS ENIN 2T RTF R E ARR K RE L. SRR, XHRE
AT R BRI BT (repertoire) ERAEHIIASCE®II, ABR)KIE
PR REEGELGHX . REAES HONRNTURRERE S G
B E AR APURIE RS E, FlinfFHMRER) CD33 i 4 & 57
PRE [ AR T BUER L ) CD33 . F X 48 75 12 B ME B 44 8 1Y) R 42 IR0
wE, B fd M M3, S8 RREHREIMEAER 11 8
# P VIII EH ) Fab. Fv B _Hi 88 E B Fv FLA S BN E AR IL .
[82] AT HI & 2= & B HIPU IR BB AR 45 & Fr BORY M B 14 R /s 7 VA R SE 451
BIELE T HISCHERP AT KI5V Brinkmanet al., 1995, J. Immunol. Methods
182 : 41-50; Ameset al., 1995, J. Immunol. Methods 184: 177-186;
Kettleboroughet al., 1994,Eur. J. Immunol. 24: 952-958; Persicet al., 1997,
Gene 187:9-18; Burtonet al., 1994, Advances in Immunology 57: 191-280;
PCT HiF No.PCT/GB91/01134; PCT 4 WO 90/02809; WO 91/10737;
WO 92/01047; WO 92/18619; WO 93/11236; WO 95/15982; WO 95/20401 ;
Fn2E B & F) No. 5,698, 426; 5,223, 409; 5,403, 484; 5,580, 717; 5,427, 908;
5,750, 753; 5,821, 047; 5,571, 698; 5,427,908; 5,516, 637; 5,780,223;
5,658, 727; 5,733, 743 15,969,108, H—R X EREBAIIALIL, 1EAS
*,

[83] MEBRIATHLL /5, ZWAGA BRI AR X4 70 &, JFEEERE
‘1 DNA £, BIWn7E T HETFERR, FERIEFENTE EPRERTLETR
REBREEGRR, BFOBEWIIVAR. BRAK. HOAK. B
MAE, . B, TEH4 Fab. Fab'fl Fab), F EBIHAR BTN, 1F
FASUR B 5875, W7E PCT A4 WO 92/22324; Mullinaxet al., 1992,
BioTechniques 12 (6): 864-869; Sawaiet al., 1995, AJRI 34: 26-34; 1 Betteret
al., 1988, Science 240: 1041-1043 T A FFHITT 5 Frid CEREEAATIA A

25



200380102406. 0 oW B FE14/43W

10

15

20

25

30

X, fEhS% . RRFEA R Fv TN EARNE FRETFLEEXES
F No. 4,946, 778 %1 5,258, 498; Hustonet al., 1991, Methods in Enzymology
203: 46- 88; Shuet al., 1993, PNAS 90 : 7995-7999; Skerraet al., 1988,Science
240 : 1038-1040 FETHER M.
[84] ThEESFHY (functional equivalents)
[85] thELIELEA K HATE A KR My9-6 FidAF1 AL My9-6 T4k I Th g
FM Y (functional equivalent) . RBE“TIRESE MY EH EE REFFIHIHT
ik, SEWPUE, BImERA LG, Flw, HPhieTEN 6
MR ESE CD33 M. TUERANRBSEBERN TR B
(antibody fragments) ”H)—4 5> FHFR A “DIREEM P M —H 5T+ 2
FESH.
(86] EFREFFIRIHER AR 54K AR My9-6 F1 A¥E{L My9-6 $1
WHREERFIEAFIIFA— S EEERER T R k. s
ARAKIR My9-6 FIAWEHL My9-6 Hiikinl EX TERFFIAER—
P o “F3 51 [d] — 4 (sequence identity )”F1/F 51 [F] & ¥4 (sequence homology)”
AATAXHRERFIIN, BRENESA—FEERFIAEFEDSK
29 90%. 91%. 92%. 93%ER 9A%HIFFIE—, HEMEEDKYA 95%.
96%- 97%- 98%EX, 99% 1) FI| [F] — MM 531, [F]— 1B i #R4E Pearson and
Lipman, Proc. Natl. Acad. Sci. USA 85, 2444-2448 (1988)i# i FASTA 8%
TEIE .
[87] WA FAERE), REFAEREFPHERANRE LK BARRZNY)
PREIPLE. B, SFKERREREEENRAIEX KPS NaERE
BHEZEXEX . FERETENTEERSE S ES . W, B,
Morrison, 1985, Science 229: 1202; Oiet al., 1986, BioTechniques 4: 214;
Gillieset al., 1989, J.Immunol. Methods 125: 191-202; 3 E%¥| No. 5,807,
715; 4,816,567; 14,816,397, TEHEBHATINEL, 1EHSH.
[88] ALHuAHTE scFv Bt XReksith. =8Pk, N85I mru (R
Winter, G. and Milstein, C. , 1991, Nature 349: 293-299; Hudson, P.J., 1999,
Current Opinion in Immunology 11: 548-557 H1%£1d), BMERERIRE S
REJI. TEHHE Fv A BU(scFv)F, FUER) VAl VL SR — NI ZE TRk
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. —RIXMEETFRKRA 15 MEERBREK. MR ZEETEND,

Bilan, 5 NMEER, ATRBXETE, HR N scFv R4k, wRERE
FD BT 3 ANREBRZRE, AR =FMURAER, FRH=5H
PR TiE. iERIRNEERAZ CDR, —REZAF 2B FMR
LSRN ER CDR2, HAlfFH . XFE—NMrBER AT IR
SIBRAIE mru. JLAMEFP mru AT A RERIKERE R, ENBRT
BHEREN mu BERFEMINALEEEA.

[89] A BE BTN RS SN Pt AIE B HLAA, ) 03 AT 2 2 4 T3t
YriE THik L piiad T eme . flm, BmRntaesEcs
YRGB FlingeEEAL, LBk, R 4 ZEE 4 (pegylation),
BERRAG, BERGAG, BB R /A AERTEER, Ea/KBERE,

SapmAREmERESE, 5% XNHERSHIETUAR £
#Y (anti-idiotypic) NZ&. XEEMH/EATTEE SMPIBAREKZER, B
EARRTF, FRUEEHE, ZBL, Tl XEZOREER, %
%, b, BMEMPRAETEE | NEESANERYEER (non-classical
amino acids) .

[90] L AEARAMEZRE A . AR S _EEABRZHARAI CDR =4 ThAES
F#. B, B, X THE4H CDR o @ BV A 5 0 B T RS T Bk
AERR B HE, Bk, #W IgGuy. IgM. IgA,,. IgD. IgE HiihkR
MERGUAETH . R, EARBEEANPHALIETRTRFEE
[¥)—41 CDR R A BN BAEZE X T 2 4 .

[91] EESMYBRAES AR EH CDR M jE K& 23X A/EIE 2 XF5 A
i F A8 D 2 MBI R, MIBRF/EEEARE,

[92] A& BHEIPIER BTSN ETES K My9-6 HifafHtt, 5 CD33
PEEXBITRNERNST. SENTRNEREEER My%-6 iks
CD33 &AM E D 10-100% TG E AR EE, LR 50%. 60%EK
70%, FEARIEZED 75%. 80%. 85%. 90%. 95%IK 99%.

[93] SR ¥Hifk (improved antibodies)

[94] CDR XH R EHR RN AL EERFEEMEEZ .. HE, XT
f3%5 CDR MIBREEATHHT — 8, MM RIS & L FERR®

27
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FEFRHIBE . B, ATRABIERN iR R EFRA, BEmkSH
JER R RE SR 45 A R A B3R

[95] B, WEEEFRAEEANRKREXMBRMABLIE, &
MR IRASE & CD33, G EF I EME.

[96] LR CLRE THEFI PR A ESIA—NHEANERER
BAEREN, XETRETETFIREF NS S MREKENT R
(Yang, W. Pet al., 1995, J. Mol. Biol., 254,392-403; Rader, C.et al., 1998,
Proc. Natl. Acad. Sci. USA, 95,8910-8915; Vaughan, T. J.et al., 1998, Nature
Biotechnology, 16,535-539).

[97] XL R F, DLELHZE CDRI. CDR2. CDR3 HIELX N E
HMBEEERNFPI LT RBTERNSENY, ERNTENEZTRS
FHEAHEL. ANFEE. H4 PCR. DNA U KT H KRB
(Vaughan, T. J.et al., 1998, Nature Biotechnology, 16,535- 539; Adey, N. B.
FAN. 1996, F 16 &, 277-291 T, WePRRMEAKMEARR", £
%%, Kay, B. K AN, Academic Press). MU RIGHIETFFHIX LS D
i — R HL ik B3 TP B (Gram, H.et al., 1992, Proc. Natl. Acad. Sci. USA,
89,3576-3580; Boder, E. T.et al., 2000, Proc. Natl. Acad Sci. USA,
97,10701-10705; Davies, J. and Riechmann, L. , 1996, Immunotechnolgy,
2,169-179; Thompson, J. et al., 1996, J Mol.Biol., 256,77-88; Short, M. K.et
al., 2002, J.Biol.Chem., 277,16365-16370; Furukawa, K.et al., 2001, J Biol.
Chem.,276,27622-27628).

[98) Eid R HLIAH — N BN AN EERRIREE RN & SRS, 7EIhH
BEITUAFFIITT AR TP R AR RE, AL CD33 Busl MM,
15t CD33 Hifk.

[99] B RHIFiiAth B RA S RS RIPUE, @ imnE sy sk,
FATIRTE B B R R O FU A R I R B R SR 1 %

[100] %ZEEY (immunoconjugates)

[101] AKR\WW K REBEKY), BREAEXF AT SAYRMI ALY
EENPUE, JUERBR. DRENY. MR RHEUY . kM
VARG RAMEBLER, HEREAWKRERREDWMETAKES

28
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VIR . EE. CC-1065 F1 CC-1065 KLYy, WHBERNERE
KAL)

[102] G BBl E AN T iER& . B T B AYBRIEAY SHiEE
%, AMEREEER. S EMNEEERALEASE S ZANFRON, 8

5 WEAER. BBER. BRARERERD. tAREER. KRR
EERMIERE AR ERER . G ERER R _RUYERANERER.
fltn, "R RIS #R RN (disulfide exchange reaction) i@ iT7E
PUET Y B RT AR Y) 2 1B T AR B S A AR
[103] EBEARFREDTNEFTARZEDWR L2 NENDREFNZ —.

10 FERRERZEYWNGFEEEZREMESRKELUY. £EHN
EBERELEYRAITEEEEF) No. 4,424, 219; 4,256, 746; 4,294, 757;
4,307,016; 4,313,946; 4,315,929; 4,331,598; 4,361, 650; 4,362, 663;
4,364, 866; 4,450,254; 4,322,348; 4,371,533; 6,333,410; 5,475, 092;
5,585,499; F15,846,545 # .,

15 [104] RTERBARREYR, EEREATEERNEEER. £—/ML
ERISEHET R, REEMEERATES — /M ZRBEES5EEKR
BEVWIEN S
[105] 45 AL M R N A E R 2 N-FEHBE W AEE (N-succinimidyl
ester) F N-BEEIEIIME T AZES (N-sulfosuccinimidyl ester).

20 [106] 45 RIMEM B EEBERANEBEREZLEYWEZEAEN C-3 B
RERVY), LREREAPEAERNEAEER, HPEEEsE8F
Zhigt, fhERMERRE N-BEHB R N-RE TS BB s .
[107] EBEARZEYW LRV Z AL S FTVE AL 2 EBRIE R 2 AL A
i, BEZREEAN C3MA. ARBFEGMN C-14 18, AREE

25 Ml C-15 AL FIRFRER C-20 ML AMHANREAN. 2 C3 fIf
LR, KBEAREER C-3 A7 s 25 IER
[108] HAbmibZRBBERARER, MARER, KEEATE ERMAEE
ARER. HALXMEE LT No. 5,208, 020 IAFHE, HE THH
1% Le B ) 26 B AR KAV A

30 [109] WETHETFRN, SEEEY My9-6-DM1 {F SR EXEA

29
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ZAYH (DM1). DMI H FE &MY FRD)ER:

(1)

[110] EE2HEBEMENMRER. EEHTARHNLEEHEATEELE
HF| No. 6,372, 738 F1 6,340,701 . AR FFIEZELBHY MRS
FIATAE A B AT SR I B LA S FF R PR AR R . VF B BB A7
US & 5,416, 064 1 US % F) 5,475, 092 4 i}#% .

[111] CC-1065 REAXLMBE2MEH TARKAFHABBEILLGY.

CC-1065 K HFEMY A FF#EXE L F] No. 6,372, 738; 6,340, 701; 5,846,
545; #0 5,585, 499. CC-1065 R —M M zelensis #EE W (Streptomyces
zelensis) EFWH P BEWRIPIMBIERE. I CC-1065 B ik
ERMGUEZY), WRER, TPERIKELTR, KL 1000 £F
(B. K. Bhuyanet al., Cancer Res. ,42,3532-3537 (1982)).

[112] GBS, BFBELHE. MER. KELHR. KELR.

FEHNERETT. LRER C. XTRET, WANEEER, BRFERNE
REBRRUDHESF S A RANZ Y. 2590 F el P la ik
S FuniiE B E R SHAS FEE.

[113] #HIRIE CD33 KR AEK

[114] BBEIEEAREAFHEMFRIE CD33 HAREKKTE. X&)
EE AR AP TESRAREEERY, URERENIASR SR E B S
H—FERE P EAMMIEIT AR AENETHATERE R E B R
FNHIFRIE CD33 BI40 A K2R .

[115] fnee BB s B AR B30 Cinhibit) "F“#HI4EFA K (inhibiting) ”
NV A% BEAR A BLFEXT A A K AT, SR, MEiE
VERBEEERNER, FErERFMKARIER.

30
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[116] Y37 YN

[117] ARPBEESRANTESRARBRDEETENE, Pk
ISR e e R AT L2522 ERT 2 A B 28 T 523X & . o] DA Bk
HESRFEEE—BNE, SgMRA. KT, XN 8A. DR,

s REERBNERE Y. ENWAESHERN, MR, FmikmEmELE
BRAHURERBULESHIBTIER.

[118)25% LT ¥ Z M ZAYRI B — R BHEA % L2 AR A, B
BRIFMBRER . XLZFRA AR, BEERNZR W B A5
BAEHARANRBBEIGERIERFERAE. SEMESE, RBERR/EIRE

10 FURISEEIEHE: (1) Dulbecco [KBEFBREZ M /K, pH~7.4, 5H K4 1 mg/ml
ZF 25 mg/ml NIEAREA, (2) 0.9%2:7K(0.9% w/v NaCl), F1(3) 5% (w/v)
HEW.

[119] ZEHMBETHENAYS, ARBORASRREBREY TS ML
FhE AL MVETT RIS 2. WRITRIR AT LSRR SEE RS R K,

15 [FIRXHE ERRER/DRIZY . Bk, XFE T T RTR 90 Rkt ()
wn, AR, MEAE R S R TR 2 )5 8RR 4 M 8 BT
MES. WEESENERRTANEERAM. Fla, BRI ENR
Rty VEGF $ifk, HoTFRIES SErkid il mEWIER, FitiE
RHAEKER,

20 [120] BEMBRIITFCHBERE T, 4905 M a4 M A K0 H 7
(cytostatic agents). BB EMIEMETH, ChRE—FMHAREN. K
AT FIBEEARR T, ERMERERRIE, BEEMHIA0EER
R, MAERWMER, FEREAYMEERS, fiREZYw
FINE a-2a, EENEIFIG ras FREFEBEMGIF], SR 5

25 A& (aldesleukin), FEITATEDMEFREX RN ERETT, FIEL,
[121] HLAEKFIRGLE, MAREHETR, JuiE—RERSIFRERD KL
0.1 mg/ml £ 100 mg/ml, REZHE UMLK ELBERFH. T
BIRENETT, PIBRBBRYNEERREMR T 28T REORRE, W
LERE, BROTEERNRRE, NN ERREERIPIHEETT

30 MR, DERTHITRE, BENRERREAMNFEANRN, DURFERE
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EHIFIWT. FIEEEE—MRARE—RINGTERPE T EE.

[122] BFEFEF R EN, K29 0.015 £ 15 mg Hiik/BEHEE (kg)
BT BERVIRIFERE, Flan—REZRAMAED, BUELRETE.
MNFEJLRRERNANEESY, REEL BTFTE-HEFERL
BIXERBIER T &S . EAHFRAMER NS A TR,

[123] A&HEETHEN ARG 8RR R 7% HARHNTT
FIBTT SRR R LRI CD33 AFHERERR . IMEREEEEEER
&35 AE(MDS)ANEE an S BE M B IR (AML), 18 HEREM 5 IL#(CML)
FOHT B4 Mt B MR (PML). BNV ER A 53 B3 AR 1) R A R B ) kAl T
RIRIGITIEAR B ERFAL R R CD33 K HAMERA .

[124] A% BAB)I6 9T 1 B F e AT 7E 44 0 A0 B 44 S e

[125] B4R F B SE B R3S 44087 CD33 BH: 40 M B8 R 40 A5 B 40 g
B, ZEAEEFEARE My9-6 REBBYNER TIERAME, R
JG ZHIER) CD33 FRPES . ARSME IR PR N 8 544 2 0 N Br 8,
#I4n Uckunet al., 1986, J Exp. Med. 163,347-368 ; Uckunet al., 1985, J.
Immunol. 134,3504-3515 ; Ramakrishnanet al., 1985, J Immunol.
3616-3622).

[126] PR B4 B SEB) RIS B 46 B RE7E R M 4a R B & Z AT &b
H, UMERFEERBCEHERERAME[Roy D. Cetal., 1995, J. Clin. Immunol.
15,51-57).

[127] &WFBFRNA

[128] BR T EEMATITRBITUAIRIT YN F BUS, AR ATV AT T 5%
AR AT RN . Blin, AEHKTUETHT CD33 Ksith,
W, FEERE, ABEEEIMSNERNRSETITES. B, SiETH T &
BMEF, ERMERNELEDZHEMTAREREN CD33 KF. B
% 4n Harlow et al. , Antibodies: A Laboratory Manual (Cold Spring Harbor
Laboratory Press, 2nd ed. 1988), ZEULEERE I A2 % k.

[129] #itn, ARAKFATHTRESFESNE, BEMEZELLNE
(sandwich assays), PARSBZFVENE (immunoprecipitation assays)
(Zola, Monoclonal Antibodies: A Manual of Techniques, pp. 147-158 (CRC

32
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Press, Inc. , 1987)).

[130] A& B EIHUAR AT A T4 P B, Fo A% A AT AR5 4 o AN 5
SR FVSBE R AR L PARA T2 RS, REFAMT, B
8 EFIF AN IR XFRERE AT TS M8 8 o 550
1BY7 . FUARTETE £ Al il B KR 2 RbRid, AEEZBILYR.
B, SRR B A S AR 5 =K

[131] #Ric AT LA2 RS B Bk (a1 7= A T U 5 B AR T A &8 5« 1
m, tRicA] LRAEVIER IS, B, RACER, WERRE, p-
2FLFEF B AR S ER), BEHART(BI 0, *H, C. e, S 1 1P,
RNERMRB BN Z RN EDBII, FREAMIKEE. FHH), &
BFBIm, Tc-m99 FH( )L BEFW, HF4H).

[132] BN A B MR 5 E# Lk S iRig & Bk, B¥E7E Hunter
etal., 1962, Nature 144: 945; Davidet al., 1974, Biochemistry 13: 1014;
Painet al., 1981, J. Immunol. Meth. 40: 219; Nygren, J., 1982, Histochem.
and Cytochem. 30: 407 R FI AR L 5 ¥,

[133] A REBAMPUIER T RAERANF], EEES, REARGERS A
NFTEEN ik, Pl EE S &R C R L, 0 Sephadex g Ek i
4. Bk, CD33 i WEMZEFE S P E A,

[134] ZEHR, 8, BEHARMNEEFHERGE

[135] AR\H— P RUETEEREEEAN AR IR REELES
FBREEERFIINZHER.

[136] AR BHIHEIE T wISTLE S CD33 SRR, , 1 7B/ iR 3T 4
TE5HEREARAHENEZZERATNEZZER, LR miERs
R H&AEFE: #£ 60°C, 6xSSC. 0.5% SDS. 5xDenhardt ¥, 1 100 pug/ml
ARV ik £ K5 DNA HRTIZ4AT 2 /DB 60°C 2458 18 /M 7E 4xSSC, 0.5%
SDS, 0. 1% BRI 60°C30 738, M¥E 2 Ik 2xSSC, 0.1% SDS 60°C
30 S¥ERR 2 K.

[137] ZREREE AR CEPER HERS, SERTRZER
FrF AT @ i AU S AR A e . B, mERGREERT
Fl R CH, RMISPUER ST RS B EE B RS TR

33
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i, 40 Kutmeieret al., 1994, BioTechniques 17: 242 HETiR), WEZ, ¥
REBERRTREBMENFINEBEZER, NXUEFEZHREKX
g, RERET PCR ¥V EENEZER.

[138] MEBEEHNAEREFIIMEENEFINBFRFESHELAYK

s WIFEFEASIERP 2NN XET7EETE, flw, 45 EH DNA
BAR, &REAR, FMENBREEL. FHAR\RME T 7] RH B8,
ZHAESEREARBPIESF, A EERRE, NESSRREETE
X, 3Pz —HPRRREES S BRIZERITY, T#EhS
BB FiE#.

10 [139] EHBAEEERPITEARBEHELZE EHAM, REERPARET
R B AREFREARAR GG, Hik, AXPEHESEREARHA
pitk, REPIRRERGERFBNZRERNE AR, NS E
BRATE S RFE B FHE. ERERNEHTET, ATREBN &
BERERS T, REBEHENERENBETTERS A RPILREL.

15 [140] Z#fE EREBBE RG] HRRERKARTESF. XHIEER
ZRGRB K, BEilx B An] 7= 4 I G itk B % F71,
BEHAR—EHE, YHEENRETRMETFI LB LEN, AR
RIEARABYAESF. XEAFEEANRTHEDWHESHE ARG F
3 E AW A DNA. FURL DNA SOk DNA R B AL

20 (B, KBFHE, MEFE): HEETIEHRID RS E MR AR
AR (B, BRIEEERIANEE AR AR BRI EA
REBREEE@E W, FRAER)BEYERARRSE: HEHARTERER
R (B, TERPSREr e, CaMV; MHELMHHE, TMV)EH
SR PREBFIINEA R REE AW W, T Fok)E R ED AR AR

25 4 W T EAREMBYHEALIDHARARS (B, COS, CHO,
BHK, 293, 3T3 41/f2), Frid @Y & Rk QI3 YA RERANE )
FWit, £BMEARBSF)EKEWASMHRBENRIFE@EIW, BH
BREHABT: 4EWE 7. 5K B3IT).

[141] Hikh, MEMBMKIHATE, EOE, TRAK, HAIRAT

30 RIEBANEMATERSTF, TRARREEAIEST. B, WILDH
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Matnh EG RO £ M(CHO), 5—FEk, mREBAEARFESNIE
PlEAERPHERB FHSE—E, RIEEERERIE RS (Foeckinget
al., 1986, Gene 45:101; Cockettet al., 1990, Bio/Technology 8: 2).

[142] XTKH, HEEMNEFEAEA, RMERENRA. bl BT
REGIEST FRARRTHE IEL. SHEHSEREEFELANE
AR, 18 EHMMRA WA EEREER LAEHIK DNABIW, B3h7F,
BET, 5, BR&ILTF, REEBN S MaERRc L.
EFASMNEDNA J5, TREAARFIEEEREFEPEK 12K, RE
HEGRFEEREFED. BTN HTEFRICY I RRME T M,
i e ks PR B S L e ath T, AR KR, IR TEEE,
TREAHMER . XFHTENRARTAR IRUREDES TR R
Ro XFp TR MRS A TR IEFEN T HEESR RS HiES 748
HEAERKMHED.

(143] —BEXRB\EHES FHEHARE, oTETAME S S mpaiih g
BB TR TEREWN, FlaEideiE®im, SFRReit,
RN, FAREER A MG AR SRHRIURKFEREE), B,
E/NERYE (differential solubility), BT 24k & A KL FT K ABARHER:
Ko

[144] SEHEH

[145] A&k AL S 2 BT M SC B k1T H#E, HEMNMULRE,
ARFIA KA.

[146] SR 1 B My9-6 Hiik

[147] FEHFE—ANLREFID, AFTARRAR My9-6 HilERIEEERE
HEREHIFN cDNA F5, UEHEAHEMUEARLREINFRK. H
b, AT AR\IEELESHEBAEENATF, ZIHREFENE
W E S RN R e S BT IR M, AFAEMERR.

[148] 1.1. My9-6 JLiAII=4, HF=FEetE |

[149] FH CD33 HiJR¥FEEH) 3T3 AR A R RH#IT R

[150] 5 A% BALB/c #ERYE 0 RAIF G 3T3 RURAEMBAQ2.5x10°

35
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R, BIFLE 0.2 mL PBS )M A &% . F 02mL 41 & a1 TR 3)
. 813K, 5x10°40/e; 28 21 R, Sx10° 4. 765 24 K, IR,
E L A

[151] MIEE FRANEBHBEH ZAUREBRARESHR, ASEEFEENE

s BERSFMPLIME RPMI B55rE3t . £k L, BARBPEH&FT 10
mL. 0.83% (WV)SALE/KEEE 10 S8 IR, SR E A TIiE 5
FEGIM)TES. MARO.x15kaEswttREHBEARER
P3X63Ag8.653 (ATCC, Rockville, MD; cat. no. CRL1580)) & &&% 40
(5.4x10YREERE S, ATLMTE RPMI 8537 (SFM)BL . 3 EER,

10 FAREARBE 2 <107 41M8/mL. 0880 2x107 40 A8 /AR 8 Fl 75 A 4 LA
15mg/mL JJE & A MARKEFRP. HHFRI7CRTEFT | M. B
MBS SRR P 20 B . BHEBIMA 1mL R Z ZEEHH(40% PEG
wiv)e BN, BH 30 #. £ PEG HHFk. Z8MA SmL SFM
MYER IR, REFB. &E—KMBEE, MA 5mL #RmINT 5%ia4- 10

15 JE(FBS)K SFM. 3tk 37CHELKR. BE/E, FAARE MR L5k
MM, FED. PEEEFER, HFEREAR. ZoRBARE, FEHE
FIERINT 5%FBS, H B & -85 Z KR IE M /2 FRUR 04/ i v i (HAT)
# RPMI-1640 AE K5 FR . GIMLL 2 x10° FAH/FLEFESH ENA K
FEFEER 96 FLFRALRIETFMN T . BT RBEMPBEITIF A= H— &M

20 #3B W. J. Langone F1 H. Vunakis (¥4, Methods in Enzymology, Vol. 121,
"Immunochemical Techniques, PartI" ; 1986; Academic Press, Florida )0 E.
Harlow #1 D. Lane ("Antibodies: A Laboratory Manual" ; 1988; Cold Spring
Harbor Laboratory Press, New York. 7] A4 = 5% 2278 & i H A B
R, WA T F AN GBI,

25 [152] MZASIRE T 13k 78 LiEwiiiE 5 A CD33 SiR B A A4
2140 Uk R A FR 2R U-937(ATCC CRL-1953.2)45 4, FilkD 5 R 4
MPRGARENNTIRE. XETWEHRYT RIFHIT L0, WiERERE
FEBREL EARANEGENERK#E—PHE, BEIXMHPR, TRE
3E7-H2-3D8 (My9-6) i i - ESE M S H M T AT, fiRkinT.

30 [153] 1 ELISA St#&ix CD33 JURMABAMIFHRMAMA R R
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AT LIEWXT CD33 PURMEEREE . ARSI MNAR BRI S
B3R, BIBAESH 10%FBS FAEKREFRES, BO8E, H PBS Bk,
PR BB R(100uL K2 1-3 x 10° 40 H/mL) 0N 2 604 DUFE ) 1 BRIk 42 &%
(100pL 20pg/mL PHA)#) Immulon-2HB R FLH, Z.0:3F7E PHA AL
s LG 10 S04t BREHAMAIBEFR EH PBS, K5 37CEETIE.
37°C T H Smg/mL BSA i) PBS ¥ & 1L 1 /M, SR 5 F PBS IR ¥E%
NI EBRRZAT T RE R LB 00pL; EHAZ MR PHE)IMA
EEHRIA CD33 FLREMARKIL CD33 KM FLE, HEMERE TR
B 1 /pef. A PBS Mikfl, 5¥HR 1gG AR S BEEEY
10 (100pL; HEAZEMBEFNRE 1 NN, REM¥ELZR, §H ABTS/H,0,
RV SER. KE 3E7 RTBEENAR FERESERERE
CD33 LRI AMEE T IEFF=ERES A 0.50 BACFEBAL, MILTE,
5 CD33 SiRAMM AR T S EPHREREN 0.10,
[154] Z435PR 4K 7E BALB/c /p RIIBEAKH o B E — HVK IR IS T A0 A
15 ARAAREFRBETT KEBEBEKLERENAR. EhdHiR
) BALB/c /NR(ELTHAEH 0.5 mL FBFRHEEAREES 10-14 X) BEE
5t 0.5mL BEHRZE P /K(PBS)H ) | < 10° 40/, HHAME 12 E 18 K,
RS2 R RETREURK . WERE/KE 1000rpm 8.0 5 5348,
SRIG ¥ _LFEW 12,000rpm B0 30 238 IS BB P T aifbin
20 1 PR 1. RBRER. ETUKERNEFEBH 2 46814 PBS i,
miE, RESZEHA 1 FRAR, BWRK000%)RBREEHAE, 48
BTN, WIRETIKERY 5 /M. TEFLV/NER PBS
iR, BEMNBERAEZMRFENTUFITERD A BENAUP R, PR
2: Sepharose-FE A A HIZERM4E4L . R My9-6 IR B2 BH « B#M 1gGl.
25 FRISEFIAEZE S 3M NaCl, 8.0 ) 0.1M tris. HCl 223 it 4T F#5. AH
FIEMB P RE B REENE, A FEZMBERTMEET, REH
H 0.15M NaCl {9 0.1M ZE#H4T¥EM . B E 280nm 4bH) UV ot
FERP &85, F IMtris 181, SAJE7E PBS F i AR I Ak 77
[155] SAitbEIiiAE TE T 5RIE CD33 MM, WM 3T3 R4
30 FAMAFA U-937 ARANESMAEESEXH LEBRBERHE N
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PRALARRES .
[156] A T#H—PHHAELE CD33 LR & MR, TEREH muMy9-6
FTERTL CD33 Hilk My9 Z BT FEESLK .. 1 Goldmacheret
al., (1989, J. Cell. Physiol. 141, 222-234)FTiR ) FEH#HITEERE . B
s My9-6 HAFF lodo-gen £ AR 21 #1478t AR 2 (Fraker, P. J. and Speck,
J. C., 1978, Biochem.Biophys. Res. Commun. 80, 849-857). 1EE &(3 x10-9
M) PL-FRI0 I muMy9-6 5578 Wi in il B B SRR E S, KRS
muMy9-6 BARIFIEH My9 1BE, IBEWEMBREEHET 1x10°41f)4°C
BH 30 o4h. XEEEE 6ol FrlHIT, ZEMBEHRMT 2.5%

10 ANMEKESETRESFWIRBLFERE (SMEM) Ak. R)E
MNEBREEYRAIEFRET > BEAM, B O0EEIRE N 1.009g/ml KfE
JH(Aldrich) 175 & i (Baker )R & 40T 48 /5 B 7E wh SR L V18I0
EEREMMEA, FHHREy W EALLKB ) RIAgamma 1274 &) F 35 44
FAH SR I TS . U B 40 BRAR SR VE M B R AR Y, R4 PR

s WEEE. FRER 1 PER: BRBUE, My9 1 My9-6, REIEHA
LSS E . XIEHR T My9 M My9-6 SHRIRTRSG S, MAMA
MR EEHALUNEEFEED. BN My9 BOHATFMEZHHR
CD33 i, BEHATLIAHEE My9-6 2—FHl CD33 Hifk. My9 i
7] M BioGenex (San Ramon, Ca 94583; cat. no.AM267-5M)l375.

20 [157] 1.2. My9-6 ik EREMZEE R 1 72 &

[158] fn#E Molecular Protocols (NB1455-pl73)H frid, MILAHI T175 i
H ) My9-6 24388 40 R P 44K 2 RNA. 76 1%MOPS S - #I #f RNA 1
SeEeM:, T UV 46BN 2k . 8 Gibeo Superscript 1T X5 &
FENEE dT SRMENLSEAET Y, H 4-5pg & RNA #4T RT KA.

25 [159] @A Co % A(1992, JIrnmunol. 148 (4): 1149-54)FT iR ]
RACE B:#1 Wang 25 A (2000,J. Immunol. Methods. 233: 167-177)FTid f7
HE| YL PCR R M. RACE PCR FE /R SRER G EINE
#—%& cDNA %) 3K t. F Qianeasy #E(Qiagen)&ifk RT RN, 7F
50pl 1xNEB /W 4 PEtfii. A 0.25 mM CoCl,s 1 mM dGTP 5 47

30 RIREBENEB), 7E 1 x NEB M 4 P XTUEM K AT dG IR R A
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REMTE 3TCRE 30 2%, R )5 1/5 KR NIBEY(0p)EHEMAZ PCR

R RVR A AE AR DNA.

[160] RACE F11& 3% PCR R N 2 AH A i, B T 7E5 | AR A = 7 LLAk,

w TR BN, KinEBERSIEAYEERE RACE PCR iR,
s RT RNIBEAYIEBERERH PCR N, M RMNAS, {FRMERN3

25514, HindKL:
TATAGAGCTCAAGCTTGGATGGTGGGAAGATGGATACAGTTGGTGC(
SEQ ID NO: 11)

A 3EFES Y, Bgl2lgGl:

10 GGAAGATCTATAGACAGATGGGGGTGTCGTTTTGGC (SEQ ID NO :
12).

[161] 7E RACE PCR #, 1 NE dC S'5|19# Fl T E#FE%E, EcoPolydC:
TATATCTAGAATTCCCCCCCCCCCCCCCCC (SEQ ID NO : 13), T {3
5'K ¥ PCR 5|#)4 SacIMK :

15 GGGAGCTCGAYATTGTGMTSACMCARWCTMCA (SEQ ID NO : 14)H
FiR5E, S8 EcoRIMHL:
CTTCCGGAATTCSARGTNMAGCTGSAGSAGTC (SEQ ID NO:15) #0
EcoRIMH2:CTTCCGGAATTCSARGTNMAGCTGSAGSAGTCWGG (SEQ

IDNO: 16)RBEY, ATEFHEEWE: H=A+T+C, S=G+C, Y=
20 C+T, K = G+T, M = A+C, R = A+G, W = A+T, V = A+C+G, N =

A+T+G+C).

[162] 7E MJ B R AMEFAX LA A B1 Wang 2 A (2000, J. Immunol. Methods.

233: 167-177)E 4w 24T PCR R 1) 94°C, 3 434 2)94 C, 15

Fb; 3) 45°C, 1 min; 4) 72°C, 2 %; 5) TEHREIZE#2 29 1k; 6)
25 ‘5 72°C FEMH 10 24, SERUR M. PCR P41 B PCR 519174 0 HI PR

)% B4k 73 [ 33 pBluescript 11 SK+ (Stratagene)d . EAEMEHETEET

Lark Technologies &, Seqwright | 7 IR & 3#E47 U 5

[163] RACE PCR X} My9-6 328 M\ R B Ihit. Bk, 4 TESE cDNA 73

() 5>, #4755 5ME 3 PCR FTTRE. M JF PCR T 75 H) My9-6
30 B4 DNA 53, #HHMAZE NCBI [ Blast % M it L (ncbinlm.nih.
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gov/BLAST/), fR7fF& FHEMERESFFIN S MRIVEFF]. NIXE(E
S k1EFH Codehop M 4% 4k 44 (blocks.fhere.org/codehop.html) ¥ i1 f&j } PCR
2|4. EcoRI FRHIELL SANAZE 3 A Codehop 35|41 (K 2), W kAT
IiX £ F RT-PCR R H .
s [164] 1.3, EENRER RS MUF
[165] muMy9-6 LA EFE N2 HE L SDS-PAGE FEE R &M TH T &
i R AN M I ARTE 12% Tris-H & BREER L 4T Fa VK (Novex, San Diego,
CA). H¥K/E, 1 CAPS/MeOH & # &R = 2 Immobilon™ & L.
%% )5, F Ponseau S XPARIHHATHG. VIR NEEMERERN, HT
10 FEHRERMUF.
[166] HiikRyEeEE W it B 3) Edman [##4LEE7E ABI 494 Procise
A BB
[167] EHEM N Rindidt i, FIARYE Gharahdaghi %5 A (1996)FBRE H
BERALHILE . HALKIBEYAREEE MALDI-TOF JFiiVA7E Kratos
15 Kompact SEQ 3B #4724, HOEFEAIKI#IT MS/MS LUl 2 HF5.
[168] il 2. Wi REEBNIUAETRRHIT AFENL
[169] RMER My9-6 HiikLARMLE & 1E A 1EIT SIS WHAF K NIEAL IR
A, —BRFEEEEF 5,639,641 PATFFHRBM G EHIT, WTFHRE.
[170]2.1. RETAP (surface prediction)
20 [171] *F—HAFAIEMBEMNTUE, AT RBP4 KT
W, My9-6 FLAAAT X MRMERE. —4A 127 MREFHUES W
(file (B 3)FI R ZEBRE T K A 4F A MC 34 B33 4T v+ B (Pedersenet al.,
1994, J. Mol. Biol. 235 (3): 959-973). R HiZ4 127 NEHIKI 10 B AT
o 8 M E B K E B F OF O A NCBI KW it
25 (http://www.ncbi.nlm.nih.gov/BLAST/) LB F 51 EEXT R AAF#EATHIE . X 10
ANHUAT AR G ZE X R AP AT REAE A Excel BTRAZEH
T, EHE REBIE 30%M0 S R RARE. PR AMHTE
25%FN 35% 1A ROAL Ak — 20 @ ik o S0 1m) T PR O B B A R R AR R] ) 45
A B EE T KRR FE R .
30 [172]2.2. 2+ FE#E (molecular modeling)
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[173] & My9-6 TR M43 FHEZUE 430 73448 AbM k=4, $i
HIERRX N BB BMALNEERTFI AR S G P RSN
Isb, BN Ibbj), JEHHE CDR BHHEREFIEEKEMENR Ca
LEMIBHEE R . F GlaxoSmithKline Swiss- Pdb Viewer S 214,
HEALT CDRS? HIBRZE .

[174] 2.3. ATitkik#

[175] B My9-6 A X IR E L E 5 Kabat $3 A - AFUEF 31 4 fAE RN
PLEHATHE (Johnsonand Wu, 2001, Nucleic Acids Res. 29 (1) : 205-6).
PUABE BB K SR(Searle, 1998)F K M KR EGEMEEE A H A0
RIS RERE. BARMARNREZREMAIETEX KA, &
AFREALT CORS?Z AR A, #OE R B, My9-6 Hiiar] B X )R
i1} %3

[176] 2.4.3835 PCR BB AR ITIEZER

[177] XF i My9-6 AIZZIX cDNA WEHIT PCR %52, KEEHE 5 Kk
FPBILAILERRR RS, REMERIMERER, A My%-6 EF. wit5I¥A
B AL FRATEVIGE T 3F PCR T2 B S Il 1) RUE M SR B (B B AL 45 N1, M3,
L4, A1 87, MEHELL K Q3 T PT7).

[178] &t NIELEITI A FIE A A huMy9-6 FiFEH) 6 MNEER
B, HFrvhEHAR 5P iR 4 4 5% (E 4). PCR RITE MJ
WHRAEIR EARYE THIREFHAT: 1) 94°C, 1 40%p; 2)94°C, 15 ¥,
3)55°C, 1 4% 4)72°C, 1 Z3%h; SYEIRRRISER#2 29 IR; 6) &I TH
ERIEMPE, 72°C 4 5%, PCR =Y A H AN REIMRENEK, H5
R 3t pBluescript FLFER AT . FUFERE I 5 LUESE R BB MAR

[179] 2. 5. ANELTUIERRIREE &

[180] EHEFERERCX FFHIM LA RIE B P . AR
FIi) PCR 51915=4 T Al N5 5P 5 I pBluescriptll 3¢ FE# & 1)
FRAEIMEAL A . REFTRFI G EH I RE TR, ZFRL
Xf TR B4 7 B H EcoRI #1 BsiWI 2% HindIII F1 Apal(F 5). 4%
AAXFEFTEEABTEEA Ig « EEX L, BHTETFHEEE
N lgyEERFS L. ERAHREFTAF, N CMV B3)FIRziEEEN
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EiE cDNA FFFIRIA.

[181] 2.6. NG RIBEETRE
[182] 293T 40 M4 £ Dulbecco's Modified Eagle Medium (DMEM,

BioWhittaker, 12-614F), 10%# K% 64 1fL7E (Hyclone, SH30071.03), 4
mM L-7 & BEf% (BioWhittaker, 17-604E), 1 1%HF B R/HEERREEY
(BioWhittaker, 17-603E)+, 6% CO, 37°CHFTHIE. MHEHLU 1:10
KIFRBESBEZIR, REVICARAMEE. FRET 24 /D, ABRESE
(BioWhittaker,17-161E)VHAL 41 e; H & By 2 HEBRV%E (trypan blue exclusion
method) H¥UEMM, EFPLE 10ecm AL IR 4B R (Coming, 430167) L,
TEAER 2 x 10° A, BEa—%, ABREmiiK (PBS, H
BioWhittaker 10 x PBS, 17-517Q #%) REMLHRAR, MAREBEESH
1% #B % IgG I i% (Gibco BRL, 16250-078)f] 7 mL Z*A % SFM
(InvitroGen, 12045-076)

[183] W% Yei HARYER) Qiagen Polyfect 77 RN . X T EH LK
1/~ 10 cm 4R , % 8ug CsCl1 2 DNA 5300 pL. 243578 SFM F0 80uL Polyfect
H YR F(Qiagen, 301107)RA . HRBEVIRERKBEERA SB, &
HRERETRE S48 BEE MBERESYTMA 1 mL 2238# SFM,
1% 1gG s, AREE L TRBKY 5 RLUREM ., RE¥BERRES
YIMAZEZ AR 7 mL 24358 SFM 1, B2 R FARFIEN S 54 .
HRARNEARZEFABPEEIR, —& 16 /M. RJE/N0H N
FRREE R RE, Bl 20 mL 24%5H SFM, 1 %E{E 1gG. RAEHH
e A MR B R FE AR 4R 72 /D, MR WIR LW, i ELISA X Hifk
B EE. WK LB 4 CRETFRAN.

[184]2.7. AREHTIERIZN

[185] JEiL¥RH0 1/10 4AFRE 1M Tris/HCl 22009, pH 8.0 W A EHE,
R & LEW. pH WEE R LERGET 0.22um BB, FHOETE
% A A Sepharose #(HiTrap Protein A HP, 1 mL, Amersham Biosciences) L,
HH &5 (PBS, pH 7.3) V. FEFMAERKIEES Q-Sepharose
AIEMA(0 mLEREED A 19 i s> 4 MY 5 an DNA 1545, 7
HEMmREE, EHEER, BIEEA A B RS TmEmEik. A
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SEZ TP E R E18E AL TE 280nm LB ERIGE . HilkH
&4 0.15M NaCl, pH 2.8 # 0.1M BEER 2R vEl, HRIRIMER 0.5
mL/min. WKL 0.25mL FI1E4, I 1/10 4&FHE] IM Tris/HCL, pH8.0
BATHA . WETE45E PBS,pH 7.3 BN . EiL M E 280nm ALK
B PRHAT R, HEPUERIRE, BUE Ex ' = 1.4, XWHUEIEL
AT 6 BE D63 53 470 SDS-PAGE LIIESZH A f .

[186] St 3. AFAHERRR

[187]3.1. EKHAMHEITE AT

[188] MEE g1 RIBEFY{RBF L (American Type Culture Collection )
(ATCCH#CCL-240)4b3k78 HL-60 #ifl. ¥HME T 5%CO, =, 37CK
ER B (Napco Scientific Co. , Tualitan, Oregon). A KAEFIMNT L-
2y & Bk i& (BioWhittaker, Walkersville, MD)&H  10% i 4 I i (Hyclone,
Logan, Utah), BL & 50ug/mL & B K K 8 E (Life Technologies, Grand Island,
NY)#] RPMI 575

[189]3.2. X} HL-60 41 I H B4 &HlE

[190] M T75 ¥3%#(NUNCLONTM, cat.no.153732)F 43k HL-60 41/,
FF#E Omnifuge RT tabletop B.0>& (Haereus Separations, Germany)¥ 4°C K
25 300x g B0 5 05h. 4BAbl 3x10° A A/mL M EEH&IFT FACS
ZHEF, BE 2% (v/v)EIMTE(Sigma Chemical Co., St Louis, MO)#)
MEM a B FREE, N T L-B kB (Life Technologies, Grand Island, NY).
FRLEERES, % 3 x 10 BHIMAZE Falcon 96-7LF KR 71K
(cat.no.3077)HIFLHF, R/5E Tk L. M Falcon 96-fLAT A M AR (cat.
no. 353911), 7E FACS S+t &R T B0kt B4 )% X 11 AP
ERFIFRW, BIRREMN 2 x10° M FFE. R, 100pl GFRM T
Bh5ARBE. XTRILUIMA FACS S, 1K LIEFREFRI 1 /N,
SRIGTER R ES O 300xg B0 5 438, TERH 10%E B8 R BREA
LR BT RN BRRRERNETREAR, WK
FACS MMt 1 Ik, &L, RERBIRERHNEFN&F. FITC 5
H1EHi A IgG(Jackson ImmunoResearch Laboratories, West Grove, PA, cat.
no. 109-096-003)F FITC #ricMEHLRR IgG (Jackson ImmunoResearch
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Laboratories, West Grove, PA, cat. no. 109-095-088)LA 1: 100 7E FACS &
PR, milEREEEHALPR A 100pl. 2R/EUK E4REHEF € K
1 /NE, @t UL ERMRREFEMEL T REEN . BRERD)
EWRIFAM, RBEMA 1%REMBEREEMHKEBS, 10 mM B
s BF, 150 mM &ALEY, pH 7.2)120p/fL#HTREIE. RBEERT B3 96
FLINFEEEE 1) FACSan i 2 41 i2 {X (Becton Dickinson, Mountain View, CA)
Sl EAR .
[191] 3.3. AR )&
[192] #R#%E Vater A (1995)FTR i1 75 i & FUE . 15, HL-60 4 f7E
10 EF 10%R4 MiEF Sopg/mL FRERK KB R RV N L-B & B RPMI
FAKE IxI0OAM/mL FFFE. LRE 5L 1107 AMet, kg,
7F Omnifuge RT B K41300 x g B0, F Hanks F45 th W (Life
Technologies, cat. no. 14175-095)#%E, —#2E A 1 4 50 mL FH#EREOE
W AR R VTR 40 Bl A 7E-80°C AR 2 /b 24 /pI, LR BE 40 LS AN ST %
15 ATHIERE, AREAE I7CRERR, REEKLESF: FEMER
P IRTE 4°CHHAT UTHE M) HL-60 40 i A1 51 &% 7E 8mL %5 1 mMEDTA,
0.25 M JEFE, 11 mM ZEBEBEBEFAYPMSF) 10 mM , pH7.0 |
Tris-HC1 MR+ . REARABEBEE 15 mL Dounce AL EH
(Wheaton, Millville, NJ)H 247 40 BB R (F 12 2 B 42 () WA RE SR B BT 485 20
20 {R). 7E Sorval RC-5B A R BE B Lo/l # F SS-34 #F(Wilmington, DE)
6000 rpm B.0A) %% 10 5341, BEMMITRNAREAS EE EER. BK
F 8mL ZMrf vt —k, W E#THE, §HAEEBRNE ImL
10 mMTris-HCl, 1 mM PMSF, 1 mM EDTA, pH 7.0 K 37%E 85 3k 2 22 v
W, H#—EETA M Beckman L8-BHE S .LHLH SW5sti # 1
25 (Beckman Instruments, Palo Alto, CA) 33,000 rpm 4b32 70 3%, AWEAMR
EPREFEMNTERELHENALAAFEBEER, 3HH 4 5H1H 10
mMTris-HCI,1 mM EDTA, 1 mM PMSF, pH 7.0 %% . R[5 35 % B e E
BLOWLE 18,000 rpm 2EEE S0 30 M5, AN FERE EEWR, BRNTEA
HEFBIFEAE 10 mMTris-HC1, 1 mM EDTA,1 mM PMSF, pH 7.0 . HL-60
30 JEHIFIEEE 1.5 mL EELEWE Eppendorf 9, EBRA A%, RiGHE
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FF7#E-80°C LA#5 1 F . 18 PierceTM BCA Assay (Pierce Chemical Company,
Rockford, IL, cat. no. 23235)#ll @ &KX HIFIHK B EEKE.

[193] 3.4. HL-60 JE B &0 E

[194] w0 LETRHIAR ) HL-60 I8, 7EEETKFLL 10pg/mL HIEIHRE,

1§ ] Labconco E. %5 T 15 8% (Labconco, Corp, Kansas City, MO)#E Immulon 2
96-FLIM 52 4R (Dynex Laboratories, Chantilly, VA)FI R XK 2GR _LEHE
BETERTE. S)5 ELISA JERA Tris Bt #7K(50 mM Tris-HCI,
150 mM & ALS, pH 7.5, TBS)HI 1 % 184 VA IEHEA (Sigma-Aldrich,
Inc. , St. Louis, MO, cat. no. A-3294), 0.05% Tween- 20 (Sigma-Aldrich, Inc. ,
St. Louis, MO, cat. no. P-2287)% #i$ 41, £l 300uL, 37°C 1 /Mif. fELL
HALRE, BRPEOHAZHMRDHS, E4RD ERT. EHAZH

P S AR ST IR AP ERERINBBR, 2 e, TR

96 FLENMARL b, Lh3.13 x 10° M &L FHEZR 5.29 x10™ M. FAHEST
BAILNEHHAZENE. SouL BFHPRHEREDR E MR EHE KR INIR 15
ERTLT, RE4CRFILR. REBRILABEDRHZE—NEEH 10%(N)
BEEBRERBIRT, HEH 0.1% (v/v) Tween- 20 (PFUEZ M R)HI TBS

etk 3 ik, TEAR BT, A3 AR 1:1000 KFEHTR 1gG-HRP
BEPHLA IgG-HRP 7E1&E A FL PRl 45 & HI91 My9-6 Hiikf &, XL —

PUERNER EE@TERTE 1 DK, #86. MaTsERMRT. MR & H

TMB (BioFX Laboratories, Randallstown, MD, cat. no. TMBW-0100-01)E.

¥, SR H % 1k W (BioFX Laboratories, Randallstown, MD, cat.

no.STPR-0100-01)¥% K. 1# F Titertek ® Multiskan Plus MK 11 “FAR 5 504X
(Huntsville, AL)7E A450nm ¥ AR 1T 3455 .

[195] 3.5. X} HL-60 [RHAT R4 LS HE

[196] 10 b Frik #1783 H) HL-60 &, 7£% & /KH L 10pug/mL FIBHKE,

1§ F Labconco B & 1§ 2% (Labconco, Corp, Kansas City, MO)7E Immulon 2

96-FLill ' #R (Dynex Laboratories, Chantilly, VA)IZ 2K Z 4% R T L 72 3R 15

BETER T, MG ELISA JUERA Tris L #7K(50 mM Tris-HCI,

150 mM &AL4H0, pH 7.5, TBS)H 1 % 1845 VAL B EE (Sigma-Aldrich,
Inc. , St. Louis, MO, cat. no. A-3294), 0.05% Tween- 20 (Sigma-Aldrich, Inc. ,
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St. Louis, MO, cat. no. P-2287)% Wi} Pf, 4L 300uL, 37°C 1 /MEF. 7Rk
HASRE, BRPHOEAZPRTHEY, £RD ERT. EEAEF
P AR ST AT RN = RIEBE W, 2k, ERE
96 FLAS AR £, L 1.25 x 10 M &I A TR EE 2.44 x10" MQx FiE#
s BRIREE). REXERFICHEZEFRAFNSEHIE 2.5 x10"° M AYEN
R $1-My9-6 (ImmunoGen, Inc. , Cambridge, MA)VES; FAMEXT A S ES
WA, TS RN A AEAE. SopL XERBRES Z REEHT
RAR Efeefle, REACHEIR. ARHILABTYBRHEE—NE
B 10%(vV)E AR FERBET, AEH 0.1% (v/v) Tween- 20 (FFHEE M)
10 f) TBS MoEtR 3 IR R UARAELR T LR, L RS A Z M+ 1:5,000
MiBER) 100pl AR B BE W & -9 BE B B8 (Jackson ImmunoResearch
Laboratories, West Grove, PA, cat. no. 016-050-084)#& | &5 & WY E LI
BRI My9-6 fUE. ZETEE 1 MG, MEILPRESHZHRAN,
W AR B TMB (BioFX Laboratories, Randallstown, MD, cat. no.
is TMBW-0100-01)E %, H%1L#(BioFX Laboratories, Randallstown, MD,
cat. no.STPR-0100-01)i% K . 1# H Titertek ® Multiskan Plus MK II “FAR i
(Y (Huntsville, AL)ZE A450nm XA AR BEAT 250
[197] 3.6. FER&E B My9-6 Piik A 35X
[198] &L LR RT-PCR LR 2R My9-6 HiiA Al &R X . HTHA
20 MIBRBEMERETBEHNT UL B SR ASERTENTFIER. X
FRENKB &5, BMNES RTPCR REF 7B H 2 £/751.
[199] & THiE R My9-6 28 [ ZX ML Frfr5, #id Edman FF, %
FUim B EOE B F R (MALDDA & B B (MS-MS)#4T 20 4. My9-6 %
RER AR 22 MR EEE T Edmian FEESHTIE, 78 6A P ER. K
25 BE 3 RT-PCR TRV cDNA F5Ik T ATgE BRI H 5197 =40 4
FRESMEERITES . 83 Edman BRI 2 FIMKFF G RET 5 Kinfs 5K
BRI HIFi e e R RT-PCR REMIESE. BEAEHLABH
MS-MS s HIESE T8 % CDR1 1 2 KIFF)(B 6B). B2, XA
ESE T Fr U R My9-6 R R B F55k B RT-PCR £/ cDNA 7
30 [E.
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[200] WNEFEFFFTHIER—F, muMy9-6 EFEERNITHRESER
FEECFANT, B AREHEE N K% Edman PN T . TREIEECEHE
P A AR BE, BT A R Bh O B F R L (MALDI) A B B 5 1
(MS-MS)HEAT 44T BE T —A 1788 BRI B, HTUMFEHE
s cDNA 72[E 2 f—E#2MRE 7). 3T cDNA "k 2 XNFHEET
CDR3 It 5 MR EE, B T muMy9-6 4RI PH M X 2 R — N EAERIAK,
= 4 B A MR 3F RT-PCR 7 F& 2 KB HIF 5% 1 RACE PCR fEH
EE VNS G
[201] R B £/ cDNA TEFMKFIISFTHNGEERIBHT EELRR
10 My9-6 BEEMESEFS, 7£F 8 HB/R. /] Kabat f1 AbM & Xi%, %
ETESAREMES CDR(E 8 A 9). #% NCBI IgBlast ¥R A
muMy9-6 AR X B A AR B W I1gV? 8-27 MAZER, M EHE TR
X B A ER B IgVh V102 ERZEF(E 10).
[202] 3.7 My9-6 T4 7] 22 X R H 7R Z 0 2
15 [203] Pedersen % A (1994, J Mol. Biol. 235 : 959-973)F1 Roguska % A (1996,
Protein Eng. 9: 895-904) ik RO A R T ERH AR £ LT R ik a7
FI R ERETTIEN . REZREHEXNELRAXBHED 30%07#
fBK S FIEER. S0 RI muMy9-6 REGRE I TTBREMNTE
T, 4 127 MBS T 10 N R & BEEFIIHIE#ET
20 BB 11A & B). A FX LA AT T84 Kabat 7 5 BB A] K&
e, XFTFEATRIEMN AT RS BRER 12 3.
[204] JLFhRTEAL i HEIA] R TE 25%F0 35% 2 (0] X EF L E BT
FAXF 4 B A B A8 R 0] e 7 00 FR 3R 2 ) Ak () 13A A B). E S AP
AW, muMy9-6 EHER) 25 MR AIRE R T4, (AR5 ) Kabat
25 QI 15 A1 70 BEH—SEE. BEMA 15 ERRERERSE 10 M4
W BB Rt 34.4%, BUE —AHB—4# Imep, 5 muMy9-6 B
HARRHM MR EE . FEXFEEHP, Alal 5 FIAEX AT R R 18.2%. K
HIEXANB—LEM T, STALA 15, Alals BF35REER] &M XIEZERE
&, BT mRENE —LERFH=ZA% M (ap2, 1frg, 1 1hi)h—EH
30 SEH. XEAGH T RAEEIRIEE 33.3%, {F Alals B — AT
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MRFERE., B4, FEEZNH-B4, C242 MRAMERN TR A H MM
RIS 15 R—ARTEERE. B2, RTFHHERERE muMy9-6 ik
B 15 B—AMRTRE.
[205] muMy9-6 24507 m 70 U FEEAFRIME R, B& BRI
s A ANRERE. N TEHEVAENREOINTEFERMCRE 5 ARRR
BREELER MC BUEBLTER T, FEARA S Asp70 2 —-/ Mg il fR i 5k
B, LG, FHB S ANRFERSEW, A0 70 3 RIILFER KA
29.1 %, WA 13A B7R~. H5, 10 M 9 A BRF R KN R,
AR FEEA 292%M ] Rtk BARXARER EEIEFEIET 30%
0 HIFE, REEEEFIFRA A 70 MLREAL A, 7] REBEHEHE PR .
Xt F 4541 1Ive £ 5 70 HIAEXT AT R A 22.5%, BT — A BARKIARYS AT &
M 27.2%1K 5 MES R BA live REFRENSH, ERBENREE,
B AT 1Ive SMEXT BA MR RFREER 8 NEHHAT T, A4
XA Rt 30. 1%. XE TFEMPEE, YK muMy9-6 B4 1A
15 RIEEREERREEEN & 70 AREALA, —BIER TR, muMy9-6
24 Asp70 B —NRERE.
[206] 3.8. A TEBHEREREZE CDR M 5A LEZA
[207] 4747 F AbM B A% 7= 4 1 2 F 0 B4 DARA '€ muMy9-6 Rk ER B
fIF CDR i) 5A 2. b TREEESiE, CDR LSNP REHKE D
20 BN HEARSNEIA, BT CDR SA Z A RIFREEHFTEEX HUR
fE-S R REEH . FitiXes SA FEDERN NFEHTEF
WK EREE, FARZMEZN CDR EXEE T EH CDR2 ) AM E
X FIE At 5 4~ CDR K Kabat 2 (B 9). BEIERIA Swiss B {5
W, B 14 B7n TERERERTSIMEM CDR 5 5A Z HRIHE.
25 [208] 3.9.;&F & R AIIERE
[209] 13 SR #fth M Kabat HL45 7 FII 47 B+ g 3R H EHE muMy9-6 77
THREMATERER. ZIMRARMET AN RIS R PUEBIEE DI
BRI S . ATHRERARMES, BRHMERRIKELE LR
o RHE Kabat HiE - B FE A TUARE LT 5 F — MBS 505 7
30 REATECH. 40 SR Kabat BORERFTRCLE—#F, & LHEM 5 MREE
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B 15 P ER. REXLER LR UK B APUAR TR 7 E7E CDR 5A
2 W BN . FUR T & R F P4k, LC3bPB (Ivanovski M.et al., 1998,
Blood 91 (7): 2433-42), FER/IHHHRERESE(S L 104, XLk
HIEPNH 4 MIF CDR ) 5A ZH. muMy9-6 2K A]ZEX F5d

s {#H SR 5 Kabat AHiiAS4EFE#ATHCLL, LC3bPB # % € A5 14 MM &
PN AT X FFFI(EHE R BR). BA LC3bPB HuikiRft T HRREEKIR
H, FER/MER SA BRENR, FeERMEE muMy9-6 KE{E
&I .
[210] 3.10. A A My9-6 HiikHE My9-6 £ H

10 [211] @ EFTR (A PCR #3EH AN huMy9-6 =4 10 MREKENE.
54 LC3bPB [ 6 NM3RHFRZEH T CDR ) 5A Li4h, FIHTEFRA RN
IR My9-6 X £55% 3 ) B U B (B 16A 1 B). A2 T CDR 7 5A
Z WK 4 NREIRE, Kabat B 1, 3 M 45 MEFHAL S 64, 725
Wk ANBREABRHER, HRT 16 MAFERAK My9-6. FEIX

15 dedh, BABAKE 1.0 BA, FBAEEERE 10 MAKNRERE. 5t
RIERKEEFEAUENE, BATFHRAR 1.1 RA, BRET 4MLT
CDR K] 5A Z NIRRT E. BN AEL My9-6 HithZE K w2t 5l
RIS FRL(E 5) LAIEAT R a FAS 8 B RE 5.
[212] 3.11. &&%E

20 RIBIFRMEBAFNFREREZELIRE TIERTNRIERKE, A
VAL My9-6 N iZ4k4E 5 CD33 &4, FMHEAKE. HECDR 5A 2
WH 3 MRERENNMREEGEIER, RS RURERNEE ™4
TR A T H X RR, 16 MERMAEL My9-6 G T 7 4 1 5A
BREM A E N EABZRERENFEAE. FEHEHTENEFED

25 JE CDR RMEL S L EA ANFELREEN R ERFRELMAEILRE, 1.0,
ZF1E 4 4 5A REMSPRE—NPRE T REAZENRERTENX, L
(R K 57 1% 45 B9 B A R Y &5 A BB O 8 B A YR AL My9-6 T30 5 B My9-6
Mg EEE, RETHEMNEGHRIPBELUMAELEBEER
R ERE AT My9-6.

30 [214] FANEARAL R My9-6 1 muMy9-6 I EHEMEZSH £ SRBAE
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FiX CD33 WAAHMKAME, HL-60 Li#iT. 7 HL-60 JF B A4
A R 3 ANBOA I AR AR (VL. 0. V1.3, V1. 6)L KRBT IR
AV, B174HTEM&HFAKDE, B 18 /R T huMy9-6, VI.
0, FHEL muMy9-6 HISCHEGI & thgk. A AEIL My9-6 W4, AFEEHIE
s U AJRARAS 1.0 7HE A KD fH, ALF muMy9-6 KD EHIREREZ
W. BHELESRKRE RBIEE T huMy9-6 HiiE 5 muMy9-6 A& —FE] 7]
HRSMFES CD33 K46 XEHIEIEH T2 AIRNLE My9-6,V1.0
X HL-60 JiBEFIRE/N 40 IR UEF AR B 85 Ao A, A ER N H ALK
X, BEH 1.0 REFZERAEHANFENL My9-6 Hifk.
10 [215] & My9-6 HiaE&g T AT, PERGEEE. NREAXK
HRENBUARTIREEFEERNEL, IMEXLEREBREFH 4 ML
T CDR H] 5A 9. 7E CDR [ SA HIFBREM AN T REFE oS8 van der
Waal fiti i, FJHEFMIXLE CDR M4,
[216] My9—6 NEHHIARRPMBERHERNTAREHK, BTE
15 RS EHEERTEREM ST TRRARESEEMNT CDR K 5A
P BT B B B8 70 K P B 1y W] BEFR R I
[217] A¥EA My9-6 V1.0 (huMy9-6)2 1 i ik 774 ARAL I EE 4 ML
o TE IS R T E B R PR A AT AR XA ZR AT N VR R B N AR N TR AL
J71%, B3 CDR BEN—FR R 7, FEREFRNBUEERFLE
20 HEM. XAE TR EEE K huMy9-6 FEFATXT ., W Rk 10 4
REZRE, BT EATZEABLURAENZEEERIUE,
[218] SEHEf] 4. My9-6-DM1 53 [BBEY)
[219] HHAEEBAZEYR 254 DM BRI My9-6 HLiEBET T AM
M EYE /D B B RET DR .
25 [220] W F AR, My9-6-DM1 {R$: T REMPiikES CD33 KRN
MeEEMM, BRTEARSIT CD33 BHME IR A KA R URS 7 A
i, H My9-6-DM1 JR¥71#5H SR T HL-60 /& 5B EMK
SCID /MR, ZIRG L] 5IEMBIHITERIHIR (regression) (20 mg R EK
Pitk/kg/ R, FRMKEEZS x 5 R), BrBFHEY, EHEKUHIZHNET R
NRIF. R, SBEFIX LA My9-6 ik 8487 X% HL-60 A&

3

(=]
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HEKEEEW. EFH My9-6-DM1 JE7#H4E K T THP-1 BB EYH
/N B FE At B B VR T Th AL
[221] 4.1. &FY
[222] HifhR LiRérst A CD33 #) B B 73 % My9-6 Hifk.
s [223] PIARBEMEFIR N-N-BEHIBE A4S 4- (2- nboE ZFi4R) R £ (SPP):

o .
N
~ S N
ij/ﬁ/ ~g N
s}
SPP

10

[224) AR HEFREGERLUY, DML, JNBEYREFY), Z4LH
= P3 &/ DMI BiEEAREERB—MH B
15

HS ~CHs
N

4

0
1,C e

o

Cl

20 HyCO

25

[225] 4.2. My9-6-DM1 HI#]%&

[226] My9-6-DM1 BT F SPP &4 My9-6 Hifk, LI FHMAERA 3-5
30 ANEBE ZARAREEATS& . DM _EREEBURERSA L RES Ry

B RERAZ A M HRZ M T &5H DMI FH SR .
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A A o

10

(n 7T LLRAETEE)

[227] 4.3. EidRAM BB FHAERFABRDNEE

15 [228] HL-60 4l 5 £ /MR BE A My9-6 HiikEk My9-6-DM1 R H . R4
fadk e, 5% A FITC A ic MBI 1gG AR T . FRMULE, Al
F 2%FEE[EE, 18 BD FACScan N4 E B4 AH RIS
My9-6-DM1 {8 T 8] 5 R B Mfi4aHH L EF 7 CD33 4568 J1(& 19).
[229] 4.4. &SI B HN €

20 [230] {# %X CD33 i) THP-1 41/ CD33 Bt 41 i & Namalwa Jll &
My9-6-DM1 K40 A dE . 40 MEERE & B BRI 35 7R 21 96 FLIR T,
 3TCEBEEFRLRER-3 B). REXNEEHRITIES, EVHEPEH
Poisson 7 fi il @ A1 I EL 77
[231]4.5. &N BRIERMBEDTIR

25 [232] B FMURIMER —HL-60 A B4 Mt A % 48 A (0. 1mL 5x10° 4
M) BT EMEMYE SCID NRIAMBE. 48K A/NEE 100mm’
CR BRI AR 400 mm® )i 38 1 B8 Bk 55 U B d Bk v 77 /N B . B R & A
A NFNRAREF IR SRR —HL-60 40A8(0.1mL 5 x 10° 40 1) 4 ¥
FRVESTREMEYE SCID /R EBRBKA . Mgk H 4G 11 KT

30 VBIT. BREBE/PNRAEIERE, WEHRE (tumor mass) BSET. FJ
MEAERIK,
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[233] 4.6. My9-6-DM1 H)4&5ME Rt FTha

[234] FATEEENERANE CD33 A% 4 M & (Namalwa) 1 Lb

My9-6-DM1 %f ik CD33 HI41 f(THP-DKA R EM, K@t s &8s

JE KRR EE RN E MR AGTEE. My9-6-DM1 875 7 A5
s CD33 PR I8 40 oG 2% 00 40 i A s (B 20). B E ZI% CD33

FAPEZI o) Bl B8, R UEA CD33 MKt 48 R B 1% 2 th T 41 CD33 Hitk,

My9-6 (145 58 [ 1EH .

[235] 4.7. My9-6-DM1 /s B, N A b e R fh B A 1B A

[236] AW A HL-60 FrRARRFHBEYE SCID /R NE &N

10 My9-6-DMI1 HIfER . HL-60 s 7 Mk, FMEAKZE 100mm’ #
SEER/N. My9-6-DM1 LBV ZFFBKHE TR —IR, F4E 5 R, FIEE
B 21 iR AAFERSAZTBEY T mg Pidk, HITRHE DML 5l
B AR 15ug DM1/mg H4k 0 & e R E A e E R — MR,
BN R AAEE IR RYET SR EN . My9-6-DMI1 AJ {44 A\ HL-60

15 ARFRMBEDNDRSEKPBEER EAESRRB/MFHE
21). FEHMHIFHANBEFET 19 26 mgkg), METMRTLHE,
BARKMAEER KN 10% (B 21 A f1 B), BfF 2ERKPHENHET 3
mg/kg), 5 R/NRHFE 2 REREEEE, A 4 R BRI MREER
PR KB RESE T K2 20 K. SRA THP-1 B 5% 40 i R th W22 T 2R

20 KIS R, My9-6-DMI1 BI{F3%H A THP-1 MyE R MBHEDM/NRTET
KHEIVA AE A EIER BR).

[237] XRS5 RMEH My9-6 HiikiaiT RS RIE R T 8 BT
th. Pk E xR AR AE KW EEA, BIFZE 50 mgkg MIFIET(E
21 C).

25 [238] My9-6-DM1 KIiEHE AT 5 E#LHERI P CD33 HitAMAIEEFE R EEY
TABESZARPMHESE. FABERSTZARNE 4 KA 3 AE.
W15 R HE AR B E A MTD (0.3 mgkg) F FAEREZ4 S
Fuxt SCID /) BB AR IR(BIE R B7R). 7RI F7E 100 F0 200pug/kg 7
ETHNESTHENERE 21 F). FHEES AR EREA R

30 PPERKHZHET(100ug/keg)H — i MR HEIERMEKIERE
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(K& 25 XK).
[239] ZE—NEMARK F, My9-6-DMI1 HIFUIFR IS M AT 5 R3S BE I £
hehd, EBEFENFEEAEE. B HL-60 MERMBEDK/NREXR
YBIT, BeEs R, BEERFIERN 23 mg Hiik/ke B 350 pg DM1/kg; &
s WERMAMFIERN 350pgke; BURLEKIAEFIEN 23 mg/kg. BIHAR
BERBITH 6 RARPH 4 REBITEPMREL, RPXFMKEHNLY)
RERIEEREN. BAYERNTESR 3 RARMMEEKGHENER,
HERKEZKRY 10 KB 22).
[240] My9-6 HLikH MNP A KI&H Z W, 1 My9-6-DM1 BB ] 5|
10 EAERTENEER. BEYET/NREERZN (B 12%) HeT
CARTHIREE, FTRERER T EBEY& P HHtmER. E58 70 RFHME
F7E 6 RIBEMITH/AMRPHIR T MENEAK. XEFHYEZTH
B IR YET I F B Z IRk My9-6-DM1 1897 . 3B IR F“E R R4
HIB, WHMBRIASRAOFHEN, XR\MBEHNEEKDSRZREAEE
15 VPR EK.
[241] TEA BB EYEEIF My9-6-DM1 KIsR/E R HEZE N HL-60
PR BRBE RE M. 7E1RT AT R £ K 2> 400 mm’ MEFA.
Figh, ¥ My9-6-DM1 H)iEH SRR i #tAT L . My9-6-DM
B[ {# SCID /MR I KB e 2B (B 23A & B). 75, B RHE®S
20 R/PMEAHH 2 R)%T My9-6-DM1 KIS ZIRVETT R8T . FAERLT
) (Ara-C MFEPER)N BRI AEKERRD . BRBAGDFIERN DR
B RIR KGR B7R).
[242] 4.8. My9-6-DM1 7E HL-60 41 /) R A S & P I T3
[243] My9-6-DM1 7E 1985 B Fp#5 PR A B (9 /E F R R B, To ATt/
25 MEBPRFER T BEYERFFEERPHENE, K HL-60 A EE
FEAZERBEEKS, EXMERD, WRADNREEFAMRE 30 # 50 X
ZIEFET-. FEEFMKE 11 R, FFiHA My9-6-DMIL 1897 KI/MR B FF
TERARER M, 8 JAARFH 7 R 70 RUVFFE(E 24A). AT F
BMEREERRBERN RAEFEHENZW, RE 8 /P RP 2 RE
30 FFERVRITBAART., RPF—EMNAYENE. ARESETRMEE

54



200380102406. 0 oo P E43/43W

IRV AR L 5 B R A E I R B HL-60 Ja i X FRERE - 29 M1 A

BREUR. FFIRVRIT JE 3 — P R G2 4E FRAIE B3 1 BB [a) ANk 8 v 25 ) 2 18] 19

BEZRABREAERBER P, FRENTRAE L HENFERESE

24B). BmMAEHEE R TEERBHAYELE. My9-6 HrikpLm{F
s AMEHEESETZARRE R FEER —Ermm.

[24410R 587 B8

[245] RIFEMIARAT KL, Hl25% IR My9-6 Hiik FIZ¥ 3SR AR T 2002

F11 A7H, RETEREREEFYRB S L (American Type Culture

Collection), 1549 WBFH, #HEFRBEMEBHEER, 20108, HAKFREERBR T
10 & PTA-4786.

[246] ZEAATFH, %7 FELERMEER K HRY, LHRONES

HEAESINEIL, UHES%.

[247] REAR\BLHFR, FUHLRHRELREIEANSE . BT AR

SRS EE AN 2R ULR A B2 AT T3 17 & MR ME S, FAE
15 HHEWITEHE.
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F1/27H0

<110>
<120>
<130>

<140>
141>

<150>
<151>

<160>
170>
<210>
<21
212>
213>

<400>

BEHEAR
P-COI3 A A VAT S HEBEHE B R B9 07 4
F174222

PCT/US2003/032737
2003-11-05

US 60/424,332
2002-11-07

94

PatentIn version 3.2
1

5

PRT
/AR, (Mus nusculus)

1

Ser Tyr Tyr Ile His
1 5

<210>
<211
<212>
<213>

220>
221>
222>
<223>

<400>

Val Ile Tyr Pro Gly Asn Asp Asp Ile Ser Tyr Asn Gln Lys Phe Xaa
1 5 10

Gly

<210>
<211>
<212>
213>

<400>

2
17
PRT
MR

MISC_FEATURE
(16).. (16)
X" AT EARKEQ

2

15

3
9
PRT

MR
3

Glu Val Arg Leu Arg Tyr Phe Asp Val
1 5

<210>
<2in
<212>
<213>

<400>

Lys Ser Ser Gln Ser Val Phe Phe Ser
1 5

Ala

4
17
PRT
MR

4

10

56

Ser Ser Gln Lys Asn Tyr Leu
15
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<210>
211>
<212>
213>

<400>

5
7
PRT
MR,
5

¥rp Ala Ser Thr

210>
211>
{212>
<213

<400>

6
8
PRT
MR

6

His Gln Tyr Leu
1

<210>
211>
212>
213>

<400>
Gln Val
1

Ser Val
Tyr Ile
Gly Val
50
Lys Gly
65
Met Gln
Ala Arg
Thr Val

210>
211>
212>
213>

<400>

1

7
118
PRT
MR
7

Gln

Lys

His
35

Leu

Met
20

Arg
5

Ser
5

Gln
5

Ser

Glu Ser

Ser Arg

Gln Pro

Cys Lys

Trp Ile Lys Gln

Ile Tyr Pro Gly Asn

Lys

Leu

Glu

55

Ala Thr Leu Thr

Ser

Val
100

Ser
85

Arg

70

Leu Thr

Leu Arg

Thr Val Ser Ser

115

8
113
PRT
MR

8

5

Glu Lys Val Thr Met

20

Thr

Gly

Ala

Thr

40

Asp

Ala

Ser

Tyr

Ala

Ser

25

Pro

Asp

Asp

Glu

Phe
105

Glu

10

Gly

Gly

Ile

Lys

Asp

90

Asp

Val Val Lys

Tyr Thr Phe

Gln Gly Leu
45

Ser Tyr Asn

60
Ser Ser Thr
75

Ser Ala Val

Val Trp Gly

Pro Gly

0

Glu Trp
Gln Lys
Thr Ala
Tyr Tyr

95

Ala Gly

110

15

15

Ala

Thr Ser Tyr
3

Val

Phe

Tyr

80

Cys

Thr

Asn Ile Met Leu Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly
10

Ser Cys Lys Ser Ser Gln Ser Val Phe Phe Ser
25 30
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Ser Ser

Ser Pro
50

Pro Asp
65

Ile Ser
Tyr Leu
Arg

<210>
<211>
212>
<213>

<220>
223>

<400>
Gln Val
1

Ser Val
Tyr Ile

Gly Val
50

Gln Gly
65

Met Gln
Ala Arg
Thr Val

<210>
<21
212>
<213>

<220>
<223>

<400>

Gln
35

Lys
Arg
Ser

Ser

9
118

Lys Asn

Leu Leu

Phe Thr

Val Gln
85

Ser Arg
100

PRT
ATF3

Tyr

Ile

Gly

70

Ser

Thr

Leu Ala Trp Tyr
40
Tyr Trp Ala Ser
55
Ser Gly Ser Gly
Glu Asp Leu Ala
90

Phe Gly Gly Gly
105

A EMy9-6 ik EHEAEX

9
Gln

Lys

His

35

Ile

Lys

Leu

Glu

Thr

115

10
113
PRT

Leu Gln Gln Pro Gly Ala Glu
5 10

Met Ser
20

Trp Ile

Tyr Pro

Ala Thr

Ser Ser

85

Val Arg
100

Val Ser

ATFF51

Cys

Lys

Gly

Leu

70

Leu

Leu

Ser

Lys Ala Ser Gly
25
Gln Thr Pro Gly
40
Asn Asp Asp Ile
55
Thr Ala Asp Lys

Thr Ser Glu Asp
90

Arg Tyr Phe Asp
105

ANFMy9-6 RARETEX

10

Gln Gln
Thr Arg

60
Thr Asp
75

Ile Tyr

Thr Lys

Val Val
Tyr Thr
Gln Gly
Ser Tyr

60
Ser Ser
75

Ser Ala

Val Trp

Ile

45

Glu

Phe

Tyr

Leu

Lys

Phe

Leu

45

Asn

Thr

Val

Gly

58

Pro Gly

Ser Gly

Thr Leu

Cys His
95

Glu Ile
110

Pro Gly
15

Thr Ser
30

Glu Trp

Gln Lys

Thr Ala

Tyr Tyr

95

Gln Gly
110

Gln

Val

Thr

80

Gln

Lys

Ala

Tyr

Val

Phe

Tyr

80

Cys

Thr
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Glu Ile Val Leu Thr Gln Ser Pro Gly
1 5

Glu Arg Val Thr Met Ser Cys Lys Ser
20 25

Ser Ser Gln Lys Asn Tyr Leu Ala Trp
35 40

Ser Pro Arg Leu Leu Ile Tyr Trp Ala
50 55

Pro Asp Arg Phe Thr Gly Ser Gly Ser
65 70

Ile Ser Ser Val Gln Pro Glu Asp Leu
85

Tyr Leu Ser Ser Arg Thr Phe Gly Gln
100 105

Arg

<210> 11

211> 46

<212> DNA
213> AIFH

<2200

<223> PCRZ|#JHindKL

<400> 11

Ser Leu Ala Val Ser Pro Gly
10 15

Ser Gln Ser Val Phe Phe Ser
30

Tyr Gln Gln Ile Pro Gly Gln
45
Ser Thr Arg Glu Ser Gly Val
60
Gly Thr Asp Phe Thr Leu Thr
75 80

Ala Ile Tyr Tyr Cys His Gln
90 95

Gly Thr Lys Leu Glu Ile Lys
110

tatagagctc aagcttggat ggtgggaaga tggatacagt tggtge

<2105 12
211> 36
<212> DNA
213> AIFRFF

<220)
<223> PCR5|#Bgl21gG1

<400> 12

ggaagatcta tagacagatg ggggtgtcgt tttgge

210> 13
<211> 30
<212> DNA

213> AIF3

<220>
<223> PCR5|#JEcoPolydC

<400> 13
tatatctaga attcccccee cceccececcee

<2100 14
<211> 32
<212> DNA

Q213> AIF%)

<220>

<223> PCR5|#¥)Sac1MK

59

46

36

30
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<400>

14

gggagctcga yattgtgmts acmcarwctm ca

<210>
<211>
<212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<400>

15

32

DNA
AR5

PCR3|#IEcoRIMH1

?isc feature
'w&&nw&m

15

cttccggaat tcsargtnma getgsagsag tc

<210
<211>
<212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

cttccggaat tcsargtnma gctgsagsag tcwgg

<2100
<211>
<212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
<223>

<400>

16
35

DNA
ALFF3I

PCR3F|#JEcoRIMH2

misc_feature
(18) (18)

AR THHER
16

17
34

DNA
AT

i3+ 5] ¥)Leaddegl

misc_feature
(26 (26)
“n” AT ARAE B

misc_feature
(29) .. (29)
“n” ] DL R AT R R

17

ttttgattct gectgtgggtg tccggnacnt gygg

<210>
<211>
212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

18

33

DNA
ATFF5Y

5 3 51 ¥Leaddeg2

?5;? feature
“n TUEEH&%&

32

32

35

34

60
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<220>
221>
<222>
<223

<400>

misc_feature
(31)..(31)
n"HUREFAEER
18

ttttgattcg ctgetgetge tgtgggtnws ngg

<210
211>
<212>
<213

<220>
<223>

<220>
221>
<222>
<223>

<220>
221>
<222>
<223>

<400>

19
39

DNA
AL

i35 YLeaddegl
misc_feature

(31).. 31

n"A U REFMZETR

misc_feature
(34)..(34)

“n" A A REMEER
19

ttttgattcc caggtgttca tgetgetgyt nytntgggt

<210>
<2l
212>
<213

<220>
<223>

<400>

20
39

DNA
ATFF3Y

ANBEHAEAFIY My9I6LCBsrGl
20

tacaggtgta cactccgata ttgtgatcac ccagactcc

<210>
<211>
<212>
<213>

<220>
<223>

<400>

21
35

DNA
ATLFF3Y

AFEALT|Y My96LCOLL
21

actggaaatc aaacgaactg tggctgcacc atctg

<210>
<211>
<212>
<213>

<220>
<223>

<400>

22

35

DNA
ALF5)

AEALF1 #My96LCOL2
22

gccacagttc gtttgatttc cagtttggtg cctec

<210>
<21
<212>
<213>

<220>
<223>

23

39

DNA
ATLRE3

ALY My96HCBsTG1

33

39

39

35

35
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<400> 23

tacaggtgta cactcccagg ttaagctgca gcagtctgg

210> 24

211> 29

<212> DNA
213> A3

<220>
<223> A4S My96HCOLL

<400> 24
ccacggtcac cgtctcctca gectecace

<210> 25
211> 29

<212> DNA
213> ATLFF

<220>
<223> AHEWFIY My96HCOL2

<400> 25
gaggctgagg agacggtgac cgtggtecc

<210> 26
<211> 43
<212> DNA

213> ALFF

<220>
<223> AFEALFIY My9-6LCNMLS

<400> 26

caggtgtaca ctccaatatt atgctcaccc agagtccatc atc

210> 27

211> 42

<212> DNA
213> AIF%

<220>
<223> A4S My9-6HCQP

<400> 27

caggtgtaca ctcccaggtt cagctgcagec agcctgggge tg

<210> 28

Q11> 22

<212> DNA
213> ALRFF

<220
<223> A¥EAFIY MY9I6HCQ64-1

<400> 28
agaagttcca aggcaaggcec ac

<210> 29
211> 22

<212> DNA
213> ATLFEF

<220>
223>  AFEIFIY MYIEHCQ64-2

<400> 29
cttgecttgg aacttctgat tg

62

39

29

29

43

42

22

22
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<210> 30
<211> 60
<212> DNA
213> AIFF3)

<220>
<223> APRALEIY MYIBHCQ105

<400> 30
cgatgggcce tiggtggagg ctgaggagac ggtgaccgtg gtcccttgge cccagacate

<210> 31
211> 79

<212> DNA
213> ATIFF3Y

<220>
<223> AYR{L3|4 MY96LCEVGPR

<400> 31
aggtgtacac tccgagattg tgctcaccca gagtccagga tctctggetg tgtctccagg

agaaagggtc actatgagc

210> 32

<211> 48

<212> DNA
213> AIRF3|

<220>
<223> AEFEAFIY MYI6LCR45

<400> 32
gcetggtace aacagatacc agggcagtct cctagacttc tgatctac

<210> 33

Q11> 26

<212> DNA
213> AIFR%)

<220>
<223> A¥R{L514) MY96LCP8O-1

<400> 33
agcagtgttc aacctgaaga cctggce

210> 34

QI 26

<212> DNA
213> AT

<220>
<223> AWE4EIY MY96LCPSO-2

<400> 34
gtcttcaggt tgaacactgc tgatgg

<210> 35
<211> 48

<212> DNA
213> ATIF3I

<220>
<223>  AFE4LE14 MY96LCQL00

<400> 35
ttttaagctt cgttigattt ccagtttggt gecttgaccg aacgtccg

<210> 36

63

60

60
79

48

26

26

48
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211>
<212>
<213>

<220>
<223>

<400>

34
DNA

ALF3
ABALT Y My961cNM

36

caggtgtaca ctccaatatt atgctcaccc agag

210>
<211>
<212>
<213>

<220>
223>

<400>

37
48

DNA
AR5

AEALS Y MYIELCK45
37

gectggtacc aacagatacc agggcagtct cctaaacttc tgatctac

<210>
<2115
<212>
<213

<220>
<223>

<400>

38
38
DNA

ATIRFH

A4 My96HCApal
38

cgatgggcec ttggtggagg ctgaggagac ggtgaccg

210>
211>
<212>
<213>

<220>
<223>

<400>

39

35

DNA
AL

ABEHF|Y huMy96LCOL]
39

actggaaatc aaacgtacgg tggctgcacc atctg

<210>
<211
<212>
<213>

<220>
<223>

<400>

40
35
DNA
A L5

NS4 huMy96LCOL2
40

gccaccgtac gtttgatttc cagtttggtg ccttg

<210>
<211>
212>
<213>

<220>
<223>

<400>

41

34

DNA
ATLF3)

ATEILS) Y My961cEM My961cNV chMy961cBsiWl
41

caggtgtaca ctccgagatt atgctcaccc agag

<210>
<21
212>
<213>

42

34

DNA
AR5

64

34

48

38

35

35

34
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<220>
<223> ABEHFIY My961cNV

<400> 42
caggtgtaca ctccaatatt gtgctcaccc agag 34

210> 43

<211> 31

<212> DNA
213> AIRE3)

<220>
<223> A#E4LZ1¥) chMy961lcBsiWl

<400> 43
ttttcgtacg tttgatttcc agtttggtge ¢ 31

<210> 44
<211> 23
<212> PRT
Q213> MR

<2205

<221> MISC_FEATURE

<222> (23)..(23)

223> "X'AUREMEER
<400> 44

Asn Ile Met Leu Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly
1 5 10 15
Glu Lys Val Thr Met Ser Xaa

20

<210> 45

<211> 23

<212> PRT

213> MR

<400> 45

Asp Ile Val Ile Thr Gln Thr Pro Ser Ser Leu Ala Val Ser Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys
20

<210> 46

Q11> 32

<212> PRT
213> ATIFEF

<220>
<223> fEjF51¥SacIMK

<400> 46
Gly Gly Gly Ala Gly Cys Thr Cys Gly Ala Tyr Ala Thr Thr ?éy Thr
1 5 10

Gly Met Thr Ser Ala Cys Met Cys Ala Arg Trp Cys Thr Met Cys Ala
20 25 30

210> 47
2l 23

65
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<212> PRT
<213> /MR

<400> 47
Asn Ile Met Leu Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys
20

<210> 48
<2l 17
<212> PRT
<213> /MR

<400> 48
Lys Ser Ser Gln Ser Val Phe Phe Ser Ser Ser Gln Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 49
211> 12
<212> PRT
213> PR

<400> 49
Ser Ser Gln Ser Val Phe Phe Ser Ser Ser Gln Lys
1 5 10

<210> 50
Q211> 12
<212> PRT
213> PR

<400> 50
Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser
1 5 10

<210> 51
211> 11
<212> PRT
213> /MR

<400> 51
Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu
1 5 10

<210> 52

211> 19

<212> PRT

213> /MR

<400> 52

Arg Tyr Phe Asp Val Trp Gly Ala Gly Thr Thr Val Thr Val Ser Ser
1 5 10 15

Ala Lys Thr

66
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<210> 53
<211> 20
<212> PRT
213> PR
<400> 53

glu Val Arg Leu Arg Tyr Phe Asp Val Trp Gly Ala Gly Thr Thr Val
5 10 15

Thr Val Ser Ser
20

<210> 54
<211> 19
<212> PRT
213> /PR
<400> 54

Met Gly Glu Asp Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr
1 5 10 15
Val Ser Ser

<210> 55

<211> 339
<212> DNA
213> R

<400> 55
aacattatgc tgacacagtc gccatcatct ctggetgtgt ctgcaggaga aaaggtcact 60

atgagctgta agtccagtca aagtgttttt ttcagttcaa gtcagaagaa ctacttggcee 120
tggtaccaac agataccagg gcagtctcct aaacttctga tctactggge atccactagg 180
gaatctggtg tccctgatcg cttcacagge agtggatctg ggacagattt tactcttacce 240
atcagcagtg tacaatctga agacctggca atttattact gtcatcaata cctctccteg 300
cggacgttcg gtggaggeac caaactggaa atcaaacga 339
<210> 56

<211> 354

<212> DNA

213> /PR

<400> 56
caggtgcaac tgcagcagcec tggggctgag gtggtgaage ctggggectc agtgaagatg 60

tcctgcaagg cttctggeta cacatttacc agttactata tacactggat aaagcagaca 120
cctggacagg gectggaatg ggttggagtt atttatccag gaaatgatga tatttcctac 180
aatcagaagt tcaaaggcaa ggccacattg actgcagaca aatcctccac cacagcctac 240
atgcaactca gcagcctgac atctgaggac tctgeggtet attactgtge aagagaggtt 300
cgtctacggt acttcgatgt ctggggegea gggaccacgg tcaccgtcte cteca 354
<210> 57

Q211> 17

<212> PRT

213> AR

<400> 57

Val Ile Tyr Pro Gly Asn Asp Asp Ile Ser Tyr Asn Gln Lys Phe Lys

67



Tyr Leu Ser

<210> 61
<211> 96
<212> PRT
213> MR

<400> 61

Val Gln Leu Gln Gln Pro Gly Ala Glu Leu Val Lys Pro Gly ?la Ser
1 5 10 5

Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr Trp

68
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1 5 10 15

Gly

<210> 58

<211> 10

<212> PRT

213> /MR,

<400> 58

Gly Tyr Thr Phe Thr Ser Tyr Tyr Ile His

1 5 10

<210> 59

<211> 10

<212> PRT

213> MR

<400> 59

Val Ile Tyr Pro Gly Asn Asp Asp Ile Ser

1 5 10

<210> 60

<211> 99

<212> PRT

Q213> PR

<400> 60

Asn Ile Met Met Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly

1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Val Leu Tyr Ser

20 25 30
Ser Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75 80

Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys His Gln
85 90 95



200380102406. 0 7oAl R FE14/21T1

20 25 30

Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile Gly
35 40 45

Arg Ile His Pro Ser Asp Ser Asp Thr Asn Tyr Asn Gln Lys Phe Lys
50 55 60

Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr Met
65 70 75 80

Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala
85 90 95

210> 62

2l 114
<212> PRT
213> AR

<400> 62
Asn Ile Met Leu Thr Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Val Phe Phe Ser
20 25 30

Ser Ser Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Ile Pro Gly Gln
35 40 45

Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Val Gln Ser Glu Asp Leu Ala Ile Tyr Tyr Cys His Gln
85 90 95

Tyr Leu Ser Ser Arg Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg Ala

<210> 63

211> 115
<212> PRT
213> /MR

<400> 63
Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala Val Ser Val Gly
1 5 10 15

Glu Lys Val Thr Met Thr Cys Lys Ser Ser Gln Ser Leu Leu Tyr Ser
20 25 30

Ser Asn Gln Met Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

69



Asp Ile Val
1
Glu Lys Val

Gly Ala Gln

Met Thr Gln Ser Pro Ser Ser Leu Thr Val

5

Thr Met Thr Cys Lys

20

10

Ser Ser
25

Gln Ser Leu

Lys Asn Tyr Leu Thr Trp Tyr Gln Gln Lys

70

Thr Thr Gly
15

Leu Asn Ser
30

Pro Gly Gln

200380102406. 0 B A £ OE15/2TH
Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Ser Ser Val Glu Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gln Gln
85 90 95
Tyr His Ser Tyr Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile
100 105 110
Lys Arg Ala
115
<210> 64
<211> 115
<212> PRT
213> /MR
<400> 64
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr Val Thr Ala Gly
1 5 10 15
Glu Lys Val Thr Met Ser Cys Thr Ser Ser Gln Ser Leu Phe Asn Ser
20 25 30
Gly Lys Gln Lys Asn Tyr Leu Thr Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45
Pro Pro Lys Val Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80
Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gln Asn
85 20 95
Asp Tyr Ser Asn Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu
100 105 110
Lys Arg Ala
115
<210> 65
<211> 115
<212> PRT
213> /pR,
<400> 65
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35

Ser Pro Lys
50

Pro Asp Arg

65

Ile Ser Gly

Asn Tyr Asn

Lys Arg Ala
115

<210> 66
211> 115
<212> PRT
213> /PR
<400> 66

Asp Ile Val
1
Glu Lys Val

Arg Thr Gln
35

Ser Pro Lys
50

Pro Asp Arg
65

Ile Ser Gly
Asn Tyr Asn

Lys Arg Ala
115

<210> 67

211> 115
<212> PRT
213> PR

<400> 67

40

Leu Leu Ile Tyr Trp Ala
55

Phe Thr géy Ser Gly Ser

Val Gln Ala Glu Asp Leu

Tyr Pro Leu Thr Phe Gly

100

Met Thr

Thr Met
20

Lys Asn

Leu Leu

Phe Thr

Val Gln

85

Tyr Pro
100

Gln

Thr

Tyr

Ile

Gly

70

Ala

Leu

105

Ser Pro Ser
Cys Lys Ser
25

Leu Thr Trp
40

Tyr Trp Ala
55

Ser Gly Ser

Glu Asp Leu

Thr Phe Gly
105

Ser Thr
Gly Thr

79
Ala Val
90

Ala Gly

Ser Leu
10
Ser Gln
Tyr Gln
Ser Thr
Gly Thr
75
Ala Val
90

Ala Gly

45

Arg Glu
60
Asp Phe

Tyr Tyr

Thr Lys

Thr Val

Ser Leu

Gln Lys
45

Arg Glu

60

Asp Phe

Tyr Tyr

Thr Lys

Ser Gly
Thr Leu

Cys Gln
95

Leu Glu
110

Thr Thr
15

Leu Asn

30

Pro Gly

Ser Gly

Thr Leu

Cys Gln
95

Leu Glu
110

Val

Ser

80

Asn

Leu

Gly

Ser

Gln

Val

Ser

80

Asn

Leu

Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr Val Thr Ala Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Phe Asn Ser
20 25 3

71
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Gly Lys Arg Lys Asn Phe Leu Thr Trp Tyr His Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Thr Ser Val Gln Ala Glu Asp Leu Ala Ile Tyr Tyr Cys Gln Asn
85 90 95

Asp Tyr Ser His Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu
100 105 110

Lys Arg Ala
115

<210> 68

<211> 115
<212> PRT
213> PR

<400> 68
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Ser Val Ser Ala Gly
1 5 10 15

Glu Arg Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser
20 25 30

Gly Asn Gln Lys Asn Phe Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40 45

Pro Pro Lys Leu Leu Ile Tyr Gly Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gln Asn
85 90 95

Asp His Ser Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Ile
100 105 110

Lys Arg Ala
115

210> 69

<211> 113

<212> PRT

213> PR

<400> 69

Asp Val Val Met Thr Gln Thr Pro Ser Ser Leu Ala Met Ser Val Gly
1 5 10 15

Gln Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ile

72
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Ser

Ser

Pro

65

Ile

His

Lys

Asn Gln
35

Pro Lys
50
Asp Arg

Ser Ser

Tyr Arg

<210> 70
211> 114
<212> PRT
213> MR

<400> 70

Asp
1
Glu
Ser
Pro
Pro
65
Ile

Tyr

Lys

Ile Val

Arg Ala

Asn Ser

35

Pro Lys

50

Asp Arg

Ser Ser

Tyr Ser

Arg

<210> 71
211> 113
<212> PRT
213> PR

400> 71
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr Val Thr Ala Gly
1

20

Lys Asn Tyr Leu
Leu Leu Val Tyr
55

Phe Ile Gly Ser
70

Val Gln Ala Glu
85

Ala Pro Arg Thr
100

Met Thr Gln Ser
5

Thr Ile Asn Cys
20

Lys Asn Tyr Leu

Leu Leu Ile Tyr
55

Phe Ser Gly Ser
70

Leu Gln Ala Glu
85

Thr Pro Tyr Ser
100

5

Ala
40

Phe
Gly

Asp

Phe

Pro
Lys
Ala
40

Trp
Gly

Asp

Phe

25

Trp

Ala

Ser

Gln

Gly
105

Asp

Ser

25

Trp

Ala

Ser

Val

Gly
105

Tyr

Ser

Gly

Ala

90

Gly

Ser

10

Ser

Tyr

Ser

Gly

Ala

90

Gln

10

Gln

Thr

Thr

75

Asp

Gly

Leu

Gln

Gln

Thr

Thr

75

Val

Gly

Gln
Arg
60

Asp
Tyr

Thr

Ala
Ser
Gln
Arg
60

Asp

Tyr

30

Lys Pro

45

Glu Ser

Phe Thr

Phe Cys

Lys Leu
110

Val Ser
Val Leu

30

Lys Pro

45

Glu Ser

Phe Thr

Tyr Cys

Lys Leu
110

73

Gly

Gly

Leu

Gln

95

Glu

Leu

15

Tyr

Gly

Gly

Leu

Gln

95

Glu

15

Gln

Val

Thr

80

Gln

Ile

Gly

Ser

Gln

Val

Thr

80

Gln

Ile
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Glu Lys Val

Gly Asn Gln
35

Pro Pro Lys
50

Pro Asp Arg
65

Ile Ser Ser
Asp Tyr Ser
Gly

<210> 72
<211> 109
<212> PRT
213> PR
<400> 72

Asp Ile Val
1
Asp Arg Val

Val Val Trp
35

Tyr Trp Ala
50

Ser Gly Ser
65

Glu Asp Leu
Thr Phe Gly

210> 73

211> 117
<212> PRT
213> /MR

<400> 73

Gln Val Gln
1

Thr Met
20

Lys Asn

Leu Leu

Phe Thr

Val Gln

85

Tyr Pro
100

Met Thr

Thr Ile
20

Tyr Gln

Ser Thr

Gly Thr

Ala Leu

85

Gly Gly
100

Leu Gln
5

Ser Cys
Tyr Leu
Ile Tyr

55
Gly Ser
70

Ala Glu

Leu Thr

Gln Ser
Thr Cys
Gln Lys
Arg His
55

Asp Tyr
70

Tyr Tyr

Thr Lys

Gln Pro

Ser Val Lys Met Ser Cys Lys

Lys

Thr

40

Trp

Gly

Asp

Phe

Pro

Lys

Pro

40

Ile

Thr

Cys

Leu

Gly

Ala

Ser

25

Trp

Ala

Ser

Leu

Gly
105

Lys

Ala

25

Gly

Gly

Leu

Gln

Glu
105

Ala

Ser

Ser Gln
Tyr Gln
Ser Thr
Gly Thr
75

Ala Val
90

Ala Gly

Phe Met
10

Ser Gln
Gln Ser
Val Pro

Thr Ile
75

Gln His
90

Ile Lys

Glu Val
10

Gly Tyr

Ser Leu

Gln Lys
45

Arg Glu
60
Asp Phe

Tyr Tyr

Thr Lys

Ser Thr

Asp Val

Pro Lys

45

Asp Arg
60
Ser Ser

Tyr Ser

Arg Ala

Leu

30

Pro

Ser

Thr

Cys

Leu
110

Ser

Ser

30

Leu

Phe

Val

Pro

Asn

Gly

Gly

Leu

Gln

95

Glu

Val

15

Thr

Leu

Ala

Gln

Pro
95

Ser

Gln

Val

Thr

80

Asn

Pro

Gly

Ala

Ile

Gly

Ala

80

Trp

Val Lys Pro Gly Ala
15

Thr Phe Thr Ser Tyr

74
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Tyr Ile His

35

Gly Val Ile
50

Lys Gly Lys
65

Met Gln Leu

Ala Arg Glu

Thr Val Thr

<210>
<21
<212>
<213>

<400>

115

74
116
PRT
PR

74

Gln Ile Gln
1

Ser Val Lys

Tyr Ile His

35

Gly Trp Ile

50

Lys Gly Lys

65

Met Gln Leu

Ala Arg Gly

Val Thr Val

<210>
<21
<212>
<213>

<400>

115

75
119
PRT
;|

75

20

Trp Ile

Tyr Pro

Ala Thr

Ser Ser
85

Val Arg
100

Val Ser

Leu Gln

Ile Ser
20

Trp Val

Tyr Pro

Ala Thr

Ser Ser
85

Gly Lys
100

Ser

Lys Gln Thr

40

Gly Asn Asp
55

Leu
70

Leu

Leu

Gln

Cys

Lys

Gly

Leu

70

Leu

Phe

Thr Ala

Thr Ser

Arg

Ser

Lys

Gln

Ser

95

Thr

Thr

Ala

Tyr

Gly

Ala

Arg

40

Gly

Val

Ser

Met

25

Pro Gly

Asp Ile
Asp Lys

Glu Asp
90

Phe Asp
105

Pro Glu
10

Ser Gly
25

Pro Gly
Asn Thr
Asp Thr
Glu Asp

90

Asp Tyr
105

Gln Gly
Ser Tyr

60
Ser Ser
75

Ser Ala

Val Trp

Leu Val
Tyr Thr
Glu Gly
Lys Tyr

60

Ser Ser
75

Ser Ala

Trp Gly

30

Leu Glu
45

Asn Gln

Thr Thr

Val Tyr

Gly Ala
110

Arg Pro

Phe Thr
30

Leu Glu

45

Asn Glu

Ser Thr

Val Tyr

Gln Gly
110

Trp Val
Lys Phe
Ala Tyr

80

Tyr Cys
95

Gly Thr

Gly Ala
15

Asp Tyr
Trp Ile
Lys Phe

Ala Tyr
80

Phe Cys
95

Thr Ser

Gln Ile Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro ?éy Ala
1 5 10

75



200380102406. 0

ot

#l

®OH21/2TH

Ser Val Lys Ile Ser
20

Tyr Ile Asn Trp Met
35
Gly Trp Ile Asp Pro
50

Lys Gly Lys Ala Thr
65

Met Gln Leu Ser Ser
85

Ala Arg Glu Lys Thr
100

Gly Thr Ser Val Thr
115

<210> 76
211> 118
<212> PRT
Q213> AR
<400> 76

Gln Gly Gln Leu Gln
1 5

Ser Val Lys Ile Ser
20

Trp Val Asn Trp Val
35

Gly Gln Ile Tyr Pro
50

Lys Gly Lys Ala Thr
65

Met Gln Leu Tyr Ser
85

Ala Arg Ser Gly Asn
100

Thr Ser Val Thr Val
115

<210> 77
<211> 113
<212> PRT
213> /MR

<400> 77
Val Lys Leu Gln Glu

Cys

Lys

Gly

Leu

70

Leu

Thr

Val

Gln

Cys

Lys

Gly

Leu

70

Leu

Tyr

Ser

Lys

Gln

Ser

55

Thr

Thr

Tyr

Ser

Ser

Lys

Gln

Asp

55

Thr

Thr

Pro

Ala Ser Gly
25

Lys Pro Gly
40

Gly Asn Thr
Val Asp Thr

Ser Glu Asp
90

Tyr Tyr Ala
105

Gly Ala Glu
10

Ala Ser Gly
25

Arg Pro Gly
40

Gly Asp Asn
Ala Asp Lys

Ser Glu Asp
90

Tyr Ala Met
105

Tyr Thr Phe

Gln Gly Leu
45

Lys Tyr Asn
60

Ser Ser Ser

75

Thr Ala Val

Met Asp Tyr

Leu Val Arg
Tyr Ala Phe

Gln Gly Leu
45

Lys Tyr Asn
60

Ser Ser Thr

75

Ser Ala Val

Asp Tyr Trp

Thr
30

Glu
Glu
Thr

Tyr

Trp
110

Pro
Ser
30

Glu
Gly
Thr
Tyr

Gly
110

Asp

Trp

Lys

Ala

Phe

95

Gly

Gly

15

Ser

Trp

Lys

Ala

Phe

95

Gln

Tyr

Ile

Phe

Tyr

80

Cys

Gln

Ser

Phe

Ile

Phe

Tyr

80

Cys

Gly

Ser Gly Ala Glu Leu Ala Arg Pro Gly Ala Ser

76



200380102406. 0

r%‘

#l

* H22/27H

Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Thr
20 25

10

30

Ile His Trp Ile Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp
35 40 45

Tyr Ile Asn Pro Ser Ser Val Tyr Thr Asn Tyr Asn
50 55 60

Asp Lys Ala Thr Leu Thr Arg Asp Arg Ser
65 70

75

His Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val
90

Arg Glu Gly Glu Val Pro Tyr Trp Gly Gln Gly Thr

Ser

<210> 78

<211> 113
<212> PRT
213> PR

<220>

<221> MISC_|

<222>

100

FEATURE

(1).. (1)
<223> X" WUREMEER

<400> 78

1

Ser Val Lys

Ala Ile His
35

Gly Tyr Ile
50

Lys Gly Lys
65
Met Gln Leu

Lys Arg Ser

Ser

Ile Ser
20

Trp Ala

Ser Pro

Ala Thr

Asn Ser
85

Tyr Tyr
100

Xaa Val Gln Leu Gln Gln Ser
5

Cys Lys

Lys Gln

Gly Asn
55

Leu Thr
70

Leu Thr

Gly His

105

Asp Ala Glu Leu Val
10
Ala Ser Gly Tyr Thr
25

Lys Pro Glu Gln Gly

40

Asp Asp Ile Lys Tyr
60

Ala Asp Lys Ser Ser
75

Ser Glu Asp Ser Ala
90

Trp Gly Gln Gly Thr
105

Ser Asn

Gln Arg

Thr Ala

Tyr Tyr

Thr Val
110

Lys Pro
Phe Thr

30

Leu Glu

45

Asn Glu

Ser Thr

Val Tyr

Thr Leu
110

(i

15

Tyr Thr

Ile Gly

Phe Lys

Asn Ile
80

Cys Val
95

Thr Val

Gly Ala
15

Asp His

Trp Ile

Lys Phe

Ala Tyr
80

Phe Cys
95

Thr Val



200380102406. 0

ot

#l

®OH23/2TH

<210> 79
<211> 118
<212> PRT
213> /PR
<400> 179

Yal Gln Leu
Val Lys Leu

Met His Trp
35

Arg Ile Asp
50

Ser Lys Ala
65

Gln Leu Ser
Arg Tyr Asp

Thr Thr Val
115

<210> 80
211> 114
<212> PRT
213> /MR

<400> 80
Gln Leu Gln
1

Lys Met Ser

His Trp Ile
35

Ile Tyr Pro
50

Lys Ala Lys
65
Leu Ser Ser

Asp Tyr Gly

Val Ser

Gln gln Ser

Ser Cys Lys
20

Val Lys Gln
Pro Asn Ser

Thr Leu Thr
70

Ser Leu Thr
85

Tyr Tyr Gly
100

Thr Val Ser

Gln Ser Gly

Cys Lys Ala
20

Lys Gln Arg
Gly Asn Ser

Leu Thr Ala
70

Leu Thr His
85

Tyr Tyr Phe
100

Gly Ala Glu

Ala Ser Gly
25

Arg Pro Gly
40

Gly Gly Thr
55

Val Asp Lys

Ser Glu Asp

Ser Ser Tyr
105

Thr Val Leu

Ser Gly Tyr
25

Pro Gly Gln
40

Asp Thr Ser

55

Val Thr Ser

Glu Asp Ser

Leu Val Lys

10

Tyr Thr Phe

Arg Gly Leu

Lys Tyr Asn
60

Pro Ser Ser

75

Ser Ala Val
90

Phe Asp Tyr

Ala Arg Pro
10

Ser Phe Thr

Gly Leu Glu

Tyr Asn Gln

60

Ala Ser Thr

75

Ala Val Tyr Tyr Cys Ser
90

Asp Phe Trp Gly Gln Gly

105

Pro Gly Ala

15

Thr Ser Tyr
30

Glu Trp Ile
45

Glu Lys Phe

Thr Ala Tyr

Tyr Tyr Cys
95

Trp Gly Gln
110

Gly Ala Ser
15

Arg Tyr Trp
30

Trp Ile Gly
45

Lys Phe Glu
Ala Tyr Met

95

Thr Thr Leu
110

78

Ser

Trp

Gly

Lys

Met

80

Ala

Gly

Val

Met

Ala

Gly

Glu

80

Arg

Thr
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<210> 81

211> 116
<212> PRT
Q13> PR

<400> 81
Glu Val Gln Leu Gln Gln Ser Gly Pro Asp Leu Val Lys Pro Gly Ala
1 5 10 15

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

Tyr Met His Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu Trp Ile
35 40 45

Gly Arg Val Asp Pro Asp Asn Gly Gly Thr Ser Phe Asn Gln Lys Phe
50 55 60

Lys Gly Lys Ala Ile Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Gly Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Arg Asp Asp Tyr Tyr Phe Asp Phe Trp Gly Gln Gly Thr Ser
100 105 110

Leu Thr Val Ser
115

<210> 82
<211> 119
<212> PRT
213> MR,

<400> 82
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys Pro Gly Ala
1 5 10 15

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

Trp Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile
35 40 45

Gly Glu Ile Leu Pro Gly Ser Gly Gly Thr His Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Lys Ala Thr Phe Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly His Ser Tyr Tyr Phe Tyr Asp Gly Asp Tyr Trp Gly Gln
100 105 110
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Gly Thr Ser Val

<210>
211>
<212>
<213>

<400>

Gln
1
Ser
Gly
Gly
Lys
65
Met

Ala

Ser

Val

Val

Val

Tyr

50

Gly

Gln

Arg

Trp

<210>
211>
212>
<213>

<400>

115

83
123
PRT
R

83
Gln

Lys

Asn

35

Ile

Lys

Leu

Ser

Gly

115

84
21
PRT

Leu

Met
20

Trp

Asn

Thr

Arg

Phe

100

Gln

A (Homo

84

Thr Val

Gln Gln
5

Ser Cys
Val Lys
Pro Gly
Thr Leu

70

Ser Leu
85
Tyr Gly

Gly Thr

sapien)

Asn Met Thr Ser Ala Lys
1 5

Gly Lys Lys Arg Ala
20

<210>
211>
212>
213>

<400>

1

85
21
PRT
A

85

Gly Lys Lys Arg Thr
20

<210> 86
211> 20
<212> PRT

Ser

Ser Gly Ala

Lys Ala Ser
25

Gln Arg Pro

40

Lys Gly Tyr

55

Thr Val Asp

Thr Ser Glu

Gly Ser Asp
105

Thr Leu Thr
120

Pro Gly Gln

Glu Leu Val Arg Ala Gly Ser
10 15

Gly Tyr Thr Phe Thr Ser Tyr
30
Gly Gln Gly Leu Glu Trp Ile
45
Leu Ser Tyr Asn Glu Lys Phe
60

Arg Ser Ser Ser Thr Ala Tyr
75 80

Asp Ala Ala Val Tyr Phe Cys
90 95

Leu Ala Val Tyr Tyr Phe Asp
110

Val Ser

Lys Gly Asp Ser Asp Ser Glu
10 15

10

Asp Gln Thr Ser Val Arg Pro Gly Glu Lys Gly Ser Ser Asp Pro Glu
5 15
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213> A
<400> 86
Asp Val Thr
1

Gly Lys Lys

210> 87
211> 21
<212> PRT
213> A
<400> 87

Asp Gln Thr
1
Gln Lys Lys

<210> 88
211> 20
<212> PRT
213> A

<400> 88
Glu Val Thr
1

Gln Lys Lys

210> 89
<2l1> 20
<212> PRT
213> A

<400> 89
Asp Val Thr
1

Gln Lys Lys

210> 90
Q211> 24
<212> PRT
213> A

<400> 90
Gln Gln Ala
1

Gly Lys Ser

<210> 91
QL 24
<212> PRT
Q213> A

Ser Val Arg Pro Gly Lys Lys Gly Ser Ser Asp Pro Glu
5 10 15

Arg
20

Ser Val Arg Pro Gly Lys Lys Gly Ser Ser Asp Pro Glu
5 10 15

Arg Thr
20

Gly Pro Arg Pro Gly Gln Arg Gly Asp Ser Asp Pro Glu
5 10 15

Arg
20

Leu Leu Pro Pro Gly Gln Arg Gly Asp Ala Asp Ala Glu
5 10 15

Arg
20

Val Lys Pro Gly Lys Gly Thr Pro Gly Gln Gln Lys Lys
5 10 15

Ser Ser Glu Ala Ser
20
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<400>

1

91

5

Gly Thr Pro Ser Ser Glu Lys Ser
20

<210>
Q21
<212>
<213>

<400>

92
24
PRT
A

92

Gln Gln Ala Ala Lys Pro Gly
1 5

Gly Gly Ser Ser Ser Glu Gln
20

<210>
<21
212>
213>

<400>

93
24
PRT
A

93

Gln Gln Ala Val Lys Pro Gly
1 5

Gly Thr Ser Ser Ser Glu Gln

<210>
<21
<212>
<213>

<400>

1

20

94
23
PRT

94

Gln Ala Val Lys Pro Gly Lys
5

Lys Ser Ser ggr Glu Gln Ser

Gln Gln Ala Val Lys Pro Gly Lys Gly Thr Pro Gly Gln Gln Lys Gln
10 15

Lys Gly Thr Pro Gly Gln Gln Lys Gln
10 15

Ser

Lys Gly Thr Pro Gly Gln Gln Lys Gln
10 15

Ser

Gly Thr Pro Gly Gln Gln Lys Gln Gly

10

82
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A 2
My9-6 : |
B FF3 SEQID NO:
Leaddegl TTTTGATTCTGCTGTGGGTGTCCGGNACNTGYGG 17
Leaddeg? TTTTGATTCGCTGCTGCTGCTGTGGGINWSNGG 18

Leaddeg3 TTTTGATTCCCAGGTGTTCATGCTGCTGYTNYTNTGGGT 19

JEFNBRE: S=G+C, Y =C+T, W = A+T,N=A+T+G+C.

A 3

Fsk B E ML 127 4 Brookhaven $i% FELEHI S
2rcs  3hfl 3hfm 1aif la3r 1bbj 43c¢9 4fab 6fab 7fab
2gfb  2hip 2hfl 1a6t laxt 1bog 2hrp 2jel 2mep  2pp

lyuh 2bfv  2cgr 8fab 1ae6 1bvl 2dbl 2f19 2fb4  2fh
1sm3 Tltet ivfa glb2 la4j Icly lvge lyec 1Tyed lye
Insn lopg losp 1aj7 layl 1Iclz 1plg Tpsk 1rmf 1shs
Incd Infd 1Tngp Tlacy 1lafv 1cbv 1nld 1nma 1nmb 1Ing
ITmcp Imfb Tmim 15¢8 1a5f laxs Imlb 1Impa 1inbv Inc
1jrh 1kb5  1kel lap2 1b2w 1ladq 1kip 1kir 1lve Tmam
ligi ligm 1ligt l1ad0 1baf 1cfv  ligy 1ikf  1jel 1jhi
1gpo 1hil Thyx 1a0g 1bjm 1clo liai libg 1ligc 1igf
1fpt  1frg 1fvc lagk 1bln 1d5b 1gaf 1ggi 1ghf 1gig
1fai 1fbi 1£dl 1ad9 1bbd 1f58 1ifgv  1fig Hflr 1for
1dbl  1dfb 1a3l 1bfo leap Vdsf  1dvf
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& 8A
28 (EE4%S) (SEQID NO:SS) :

1 aacattatgctgacacagtcgccatcatctctggctgtgtctgca
1T ¥ I ML T Q S P S S L AV S A

46 ggagaaaaggtcactatgagctgtaagtccagtcaaagtgttttt
16 ¢ E K VvV T M S C K §S S Q s VvV F

CDR1

91 ttcagttcaagtcagaagaactacttggcctggtaccaacagata
31 F 8§ § S 0 K N Y L A W Y Q QI
CDR1

136 ccagggcagtctcctaaacttctgatctactgggcatccactagg
46 P G 0 S P K L L I Y W A S T R

CDR2

181 gaatctggtgtccctgatcgecttcacaggcagtggatctgggaca
61 E 8§ @ VvV P D R F T G S G 8 G T

226 gattttactcttaccatcagcagtgtacaatctgaagacctggca
76 D F T L T I 8§ S V Q S E D L A

271 atttattactgtcatcaatacctctcctegeggacgttcggtgga
99, I Y Y ¢ H Q0 Y L. S 8§ R T F G G
CDR3

316 ggcaccaaactggaaatcaaacga
106 ¢ T K L E I K R

89
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& 8B

E|H CES5RS) (SEQID NO:56) :

1 caggtgcaactgcagcagcctggggectgaggtggtgaagcctggg
1 Q¢ v g L. Q QP G A E V V K P G

46 gcctcagtgaagatgtcctgcaaggcttetggctacacatttace
16 A 8§ V K M s ¢ K A $Ss G Y T F T

91 agttactatatacactggataaagcagacacctggacagggcctg
3T. S Y Y I H W I K Q T™ P G Q G L
CDR1

136 gaatgggttggagttatttatccaggéaatgatgatatttcctac
46 E W V G V._.I ¥ P G N D D I S ¥

CDR2

181 aatcagaagttcaaaggcaaggccacattgactgcagacaaatcc
61 N 0 K F XK G K A T L T A D K S
CDR2

226 tccaccacagcctacatgcaactcagcagectgacatctgaggac
76 s T T A Y M Q L 8§ S L T S E D

271 tctgcggtcEattactgtgcaagagaggttcgtctacggtacttc
91 s A VvV Y ¥ C A R E_ VvV R LL, R Y F

CDR3

316 gatgtctggggcgcagggaccacggtcaccgtctcctca
106 D VvV W GG A G T T V T V S S
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&9
R My9-6 CDR
BeE SEQ IDNO:
CDR: KSSQSVFFSSSQKNYLA 4
CDR2: WASTRES 5
CDR3: HQYLSSRT 6
B
CDRI: SYYIH 1
CDR2: VIYPGNDDISYNQKFKG 51
CDR3: EVRLRYFEDYV 3
AbM E 5
CDRI: G YTFTSYYIH 58
CDR2: VIYPGNDDIS 59

CDR3:: EVRLRYFDYV 3
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B 10
R FEF LB
B 50
8-27" NIMMTQSPSSLAVSAGEKVTMSCKSSQOSVLYSSNQRKNYLAWYQOKPGOSP
muMy9-6 D it eeeeennnocncnnaennnnns FF..S.......... I
99
8-27 KLLIYWASTRESGVPDRFTGSGSGTDFTLTISSVQAEDLAVYYCHQYLS
MUMYO-6 Lttt et e, Seev.Teuun....
B 50
VIOZ# -VQLQQPGAELVKPGASVKVSCKASGY’I’F’I‘SYWMHWVKQRPGQGLEWIGR
muMy9-6 Qeennnnn. Veeevannn M. iiiinennn. YI..I..T....... V.V
98
V102 IHPSDSDTNYNQKFKGKATLTVDKSSSTAYMQLSSLTSEDSAVYYCA—
muMy9-6 Y.GND.IS...eueeueuenon. N L R
* SEQ ID NO:60 EL =
# SEQ ID NO:61
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1 50
My96 NIMLTQSPSS LAVSAGEKVT MSCKSSQSVF FSSSQKNYLA WYQQIPGQSP
1sbs DIVMSQSPSS LAVSVGEKVT MTCKSSQSLL YSSNOMNYLA WYQQKPGQSP
1hil DIVMTQSPSS LTVTAGEKVT MSCTSSQSLF NSGKQKNYLT WYQQKPGQPP
lasf DIVMTQSPSS LTVTTGEKVT MTCKSSQSLL NSGAQKNYLT WYQQKPGQSP
la3r DIVMTQSPSS LTVTTGEKVT MTCKSSQSLL NSRTOKNYLT WYQQKPGQSP
1frg DIVMTQSPSS LTVTAGEKVT MSCKSSQSLF NSGKRKNFLT WYHQKPGQPP
lmecp DIVMTQSPSS LSVSAGERVT MSCKSSQSLL NSGNOKNFLA WYQQKPGQPP
43¢9 DVVMTQTPSS LAMSVGQKVT MSCKSSQSLL NISNQRNYLA WYQQKPGQSP
1lve DIVMTQSPDS LAVSLGERAT INCKSSQSVL YSSNSKNYLA WYQQKPGQPP
lap2 DIVMTQSPSS LTVTAGEKVT MSCKSSQSLL NSGNQEKNYLT WYQQKPGQPP
1ncb DIVMTQSPKF MSTSVGDRVT ITCKASQDVS T...... AVV WYQQKPGQSP

100
My96 KLLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSVQSEDLA IYYCHOYLSS
1sbs KLLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSVEAEDLA VYYCQQYHSY
1hil KVLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSVQAEDLA VYYCONDYSN
la5f KLLIYWASTR ESGVPDRFTG SGSGTDFTLS ISGVQAEDLA VYYCQONNYNY
la3r KLLIYWASTR ESGVPDRFTG SGSGTDFTLS ISGVQAEDLA VYYCQNNYNY
1frg KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ITSVQAEDLA IYYCQNDYSH
1lmcp KLLIYGASTR ESGVPDRFTG SGSGTDFTLT ISSVQAEDLA VYYCQNDHSY
43c9 KLLVYFASTR ESGVPDRFIG SGSGTDFTLT ISSVQAEDQA DYFCQQHYRA
1lve KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCQQYYST
lap2 KLLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSVQAEDLA VYYCQNDYSY
incb KLLIYWASTR HIGVPDRFAG SGSGTDYTLT ISSVQAEDLA LYYCQQOHYSP
115

My96 .RTFGGGTKL EIKRA (SEQ ID NO:62)
lsbs PFTFGSGTKL EIKRA (SEQ ID NO:63)
1hil PLTFGGGTKL ELKRA (SEQ ID NO:64)
laSf PLTFGAGTKL ELKRA (SEQ ID NO:65)
la3r PLTFGAGTKL ELKRA (SEQ ID NO:66)
1frg PLTFGAGTKL ELKRA (SEQ ID NO:67)
lmcp PLTFGAGTKL EIKRA (SEQ ID NO:68)
43¢9 PRTFGGGTKL EIK (SEQ ID NO:69)
1llve PYSFGQGTKL EIKR (SEQ ID NO:70)
lap2 PLTFGAGTKL EPG (SEQ ID NO:71)
Incb PWTFGGGTKL: EIKRA (SEQ ID NO:72)

FREG T L

93



200380102406. 0 oW B KW #$12/25W
& 11B
5B RRERFIIK 10NN EHE
i - 50
My96 QVQLQQPGAE VVKPGASVEKM SCKASGYTFT SYYIHWIKQT PGQGLEWVGV
1plg QIQLQQSGPE LVRPGASVKI SCKASGYTFT DYYIHWVKQR PGEGLEWIGW
lae6 QIQLQQSGPE LVKPGASVKI SCKASGYTFT DYYINWMKQK PGQGLEWIGW
ifor QOGOLOQSGAE LVRPGSSVKI SCKASGYAFS SFWVNWVKQR PGOGLEWIGQ
ligy .VKLQESGAE LARPGASVKM SCKASGYTFT TYTIHWIKQR PGQGLEWIGY
1bbj XVOLQQSDAE LVKPGASVKI SCKASGYTFT DHATHWAKQK PEQGLEWIGY
I1ngb .VQLQQSGAE LVKPGASVKL SCKASGYTFT SYWMHWVKQR PGRGLEWIGR
imim . .QLOQSGTV LARPGASVKM SCKASGYSFT RYWMHWIKQR PGQGLEWIGA
1a6t EVQLQQSGPD LVKPGASVKI SCKASGYSFS TYYMHWVKQS HGKSLEWIGR
1d5b QVQLQQSGAE LMKPGASVKI SCKATGYTFS SFWIEWVKQR PGHGLEWIGE
1fai QVOLQQSGAE LVRAGSSVKM SCKASGYTFT SYGVNWVKQR PGQGLEWIGY
100
My96 IYPGNDDISY NQKFKGKATL TADKSSTTAY MQLSSLTSED SAVYYCAREV
iplg IYPGSGNTKY NEKFKGKATL TVDTSSSTAY MQLSSLTSED SAVYFCARGG
lae6 IDPGSGNTKY NEKFKGKATL TVDTSSSTAY MQLSSLTSED TAVYFCAREK
1for IYPGDGDNKY NGKFKGKATL TADKSSTTAY MQLYSLTSED SAVYFCARSG
ligy INPSSVYTNY NQRFKDKATL TRDRSSNTAN IHLSSLTSDD SAVYYCVREG
1bbj ISPGNDDIKY NEKFKGKATL TADKSSSTAY MOLNSLTSED SAVYFCKRSY
1ngb IDPNSGGTRY NEKFKSKATL TVDKPSSTAY MQLSSLTSED SAVYYCARYD
1mim IYPGNSDTSY NQKFEGKAKL TAVTSASTAY MELSSLTHED SAVYYCSRDY
labt VDPDNGGTSF NQKFKGKAIL TVDKSSSTAY MELGSLTSED SAVYYCARRD
1d5b ILPGSGGTHY NEKFKGKATF TADKSSNTAY MQLSSLTSED SAVYYCARGH
1fai INPGKGYLSY NEKFKGKTTL TVDRSSSTAY MQLRSLTSED AAVYFCARSF
124
My96 RLRY...... FDVWGAGTTV TVSS (SEQ ID NO:73)
1plg Keveunuo FA MDYWGQGTSV TVSS (SEQ ID NO:74)
lae6 TTYY, . ..YA MDYWGQGTSV TVSS (SEQ ID NO:75)
1for NYPY..... A MDYWGQGTSV TVSS (SEQ ID NO:76)
ligy  .eveen... E VPYWGQGTTV TVSS (SEQ ID NO:77)
1bbj YGHW. ..... ....GQGTTL TVSS (SEQ ID NO:78)
1ngb YYGS....SY FDYWGQGTTV TVSS (SEQ ID NO:79)
1mim GYYF...... .DFWGQGTTL TVSS (SEQ ID NO:80)
la6t DY..u.... Y FDFWGQGTSL TVSS (SEQ ID NO:81)
145b SYYFY....D GDYWGQGTSV TVSS (SEQ ID NO:82)
1fai YGGSDLAVYY FDSWGQGTTL TVSS (SEQ ID NO:83)

5k g S AL
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K 13A
muMy9-6 ZHRERE
Kabat ER | >30% | 25%-35% |. 4R muMy9

frs e TR Aveacc | FHAEE| mn HE .
1 51.46 1 N1
3 35.42 3 M3
5 31.82 5 5 NA TS
7 28.04 7 26.17
9 40.08 9 S9
10 29.04 10 27.76
12 29.63 12 22.32 other A's
15 34.39 15 15 18.20 33.36 AlS5
16 25.61 16 NA
17 26.21 17 25.11
18 44.33 18 K18
20 2891 20 29.11
40 45.25 40 P40
41 44.52 41 G41
42 35.34 42 Q42
45 32.68 45 45 32.58 K45
57 39.81 57 G57
60 46.07 60 D60
63 25.60 63 26.87
65 25.28 65 24.07
67 32.05 67 67 1lve left out S67
70 29.16 70 2028 30.13 D70
76 26.02 76 24.29
79 26.83 79 NA
80 32.78 80 80 NA S80
81 39.95 81 ES1
100 33.79 100 100 34.05 G100
103 30.30 103 103 30.30 K103
105 26.42 105 26.96
107 41.06 107 K107
108 49.29 108 R108
109 41.85 109 Al09
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& 13B
muMy9-6 EHRERE
R | PomBE |Famg | geane | FRRE | MR

1 40.08 1 Ql

3 38.62 3 - Q3

5 28.06 3 NA

9 35.98 9 A9
11 48.07 11 V1l
13 49.75 13 K13
14 32.39 14 14 32.20 P14
15 30.69 15 15 31.84 Gl5
17 26.01 17 26.67

19 37.64 19 K19
23 29.92 23 30.11 K23
26 29.48 26 31.43 G26
28 33.67 28 28 35.59 T28
41 44.46 41 P41
42 46.28 42 G42
43 42.00 43 Q43
52B 25.21 52B 25.21

53 28.84 53 28.84

56 29.08 56 29.08

61 43.12 61 Q61
62 44.46 62 K62
64 38.56 64 K64
65 41.85 65 G65
68 28.38 68 28.30

70 25.14 70 28.21

73 32.97 73 73 35.71 K73
74 47.68 74 S74
75 . 02667 - ... .35 _ | 2722 ) ____ ..
828 3262 | 8 B—|— 8B 13058 | - S8§2B
83 26.03 83 26.52

84 35.34 84 S84
85 37.78 85 E85
105 36.29 105 A105
108 25.74 108 28.73

110 26.94 110 23.38

112 41.61 112 S112
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XN OIVAYapADD

66 mommmmxwoxooumeuxomx><co 68 - ¥ dda1i1iaa 69'1TIO
6 mammmmxooxoocmecmwmx>¢o- 88 - M YYDEAASAOHDEIDHIUADTLAH adaedT1
- €6 mommmmaoouoaomauuomz><oo L3 LTYIN0IdassoAANDaUYASLOA TIP-110
76 mommmmuwoxaoomaoxomxm.moo 08 -HYNYDHDEIAASSOHAADIPYASIAC y1-1d
16 mmmmmmaooxoowmewmmmx><oo ] a&mmwmmammoxmwmm>meon 6HIT
06 mmmmmmmwwmoowmmoxwmv:,mom ¥8 NYYNDESTFADADDAAVYSIHN 9-6AINDW
‘ON ‘ON - LY,
@ 0gs BE @ das WH wi
I 2 3 WE Y GHER [ ) S Bl
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09d
LSO
€L (42!
931 SL
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BE e
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AR My9-6 B8 R

10 20 27b
NIMLTQSPSS LAVSAGEKVT MSCKSSQSVF
EIVLTOSPGS LAVSPGERVT MSCKSSQSVF

N.M..... se ssessecces sssavea  ee
B.V..cieie cosvececes vreacacnnse
NM..eoeoe tencacan te errevena .
NM.ceeeee vecevconce vevons ceea
B Veioeeeee cvrennoane oen ceceaae
EVieeeere tereccnnan onn ceeceoes
EMioooier caneanns .
EMo..oeot cieenns tee erececneas
E.M....... cresecacae svesssasea
2 . I
NVoiiiiie cencacenn “e . cecaee
N.Viieeiee aecennns ce seesveenan
N.Vi.ioeior cieences e svesenence
N.V....... cecesccste cteccnann .

54 64 74
KLLIYWASTR ESGVPDRFTG SGSGTDFTLT
RLLIYWASTR ESGVPDRFTG SGSGTDFTLT
Keveonenas connnn cees srssccsans
Kiveeeonne cesnenncce snvsoncnns
Reieienee ceecencane cnvanonsnsns
R..... Geeciaerscecece ssesseens .
Reveeoacoes vasoconcns sooncnsna .
Kivieerees cnstnnnene veene
Koo tiinne teeencnces sanns ceens
Reciveeera cavenennns teesecrean
O
Keearriee tencnecace senes .
Ke.oo.o.. v srssecssese sasces ceas
Roeeivnvene cacnae e sessenesaes
Revereonne vnanen vese esacee crees
Kevoevinat tneeonnens conenscness
K..... teee ceean ceeee secsean cee

108

RTFGGGTKLE IKR
RTFGQGTKLE IKR

(SEQ ID NO:8)

sescccsene oo
------ seee oo
ceceenssser ase
..... tseae oee
------ cseee oee
sevesacessr son
cseesacex s eos
sasevesees -
---------- aee
sessenccass cee
EEEEEERER] "o
.......... e
seavess ves saw
seacucscossn coe
---------- .

99

34 44
FSSSQRNYLA WYQQIPGQSP
FSSSQKNYLA WYQQIPGQSP

84 94

ISSVQSEDLA IYYCHQYLSS

ISSVQPEDLA IYYCHQYLSS

(SEQ ID NO:10)
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& 16B

Kabat #
muMy9-6
huMy9-6
huMy9-6
huMy9S-6
huMys-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy39-6
huMy9-6
huMy9-6
huMy39-6

Kabat #
muMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-~6

Kabat #
muMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-~6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6
huMy9-6

vi.o
vi.1
vi.2
Vv1l.3
V1.4
V1.5
V1.6
vV1i.7
vi.8
v1i.9
V1.10
V1i.11
vi.12
vi.i3
v1l.14
V1.15

V1.0
vi.1
V1.2
V1i.3
V1i.4
v1i.5
V1i.6
V1.7
v1i.8
vV1i.9
V1.10
vi.11
Vi.12
V1.13
V1.14
V1.15

V1i.14
v1i.15

A My9-6 EHER

10
QVOLOQPGAE
QVOLQOQPGAE

59
IYPGNDDISY
IYPGNDDISY

-------

IR R R

VVKPGASVEM SCKASGYTFT
69 79

NQRFKGKATL TADRSSTTAY

NOKFQGKATL TADKSSTTAY
I S ceen

......
----------
------
------
----------
..........
..........
..........
----------

--------

eveevene
........
ecrcsaa
erecsene
--------
srenrsne .

100

........
----------
.............
-----------
....................
----------
----------
----------
......
..........
----------
P
....................

....................

86 96
MQOLSSLTSED SAVYYCAREV
MOLSSLTSED SAVYYCAREV

................
----------
--------
....................
......
....................
..........
......
....................
....................
-------
---------
----------

{SEQ ID NO:7)
{SEQ ID NO:9)
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A 17
My9-6 Kp {8
BIrEEESUE . EEFEENE AR FEEGaM T
oM M oM
K 51.34+/-8.74 173.64+/-39.29 1.10+/-0.13
V1.0 66.53+/-17.83 209.004/-52.37 1.024/-0.04
V1.1 83.57+/-13.82 279.50+/-152.03* 1.07+-0.11%
V1.3 63.95+/-0.64* 203.05+/-153.83* 1.16+/-0.39*
V1.6 56.10+/-15.13* 216.50+/-70.00* 0.97+/-0.08*
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% 18
A A\
AVRIE My9-6 V1.0 HiE44 3] HL-60 &
1004
dp
M 754
mﬁ A
X 25
= iom o e
B [My9-6] (M)
AR My9-6 HE#4 43 HL-60 41t
1001 PREPRPIPDYS B A PP TR WU | A aaaal
75 :, V1.0 -

254 / |
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10" 10" 10* 10+

[My9-6] (W)
C
NTEAL My9-6 V1.0 34+ 443 HL-60 IR
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L

%R Ao fHE

254

T

[ys-8] (W)

0 et rorry —r—— Ry
10" 10°° 10* 10
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B 19

200

—=—My9-6
1504 —a— My9-6-DM1

0™ 102 ,:B“I-H;B”"”?B* 108 107

PUAWRE (M)

& 20

150 1 I TY YT, TV SE R TT ) MK S ST S W TV1 NN TS0 I X 177 M- 1aeaeul

FiEam, %

0..

1072 10" 107 10° 10 107

YREEM (FRER )
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K 21

b

Jh R AR (mm®)

A

98 A 5 (mm®)

4000
3.";!)03
3000
25005
2000-;
1 soo~

10001

5003%
i

4000
3500}
30001
25007
20007

15004

My9-6-DM1 F1 50 B 8 34 e

BB ERE

U My9-6 A EEEE D

T
2
4

¥ T 20 mo/kg, 35 mg/kg, 50 my/kg

10007 L
500 ¥

Bk R XS

60 80 100 120 140 160 180 200

t L KR XS

B BRI

T ¥ T T T, T T Y
20 40 60 80 100 120 149 160 180 200

104

£E(g)

13mg/kg (n=2), 19 mg/kg, 26 mg/kg

MR M ERMK

MRAE

20, 35, 50 mg/ky

10— — T r—— ™
20 40 60 B30 100 120 140 160 180 200

MREEHERHK
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& 22

o0 If BIKERXS
n’é‘ 20007 .] —o—m)
g
g - aa e
¥ F ~O— My9-6-DM1 (n=4)
B 1000] | 18 mgfg
£ 1
5007 !‘

oio 40 .': - 120 140 160 180 200
BmRVAIT BT
MR ERY

-o-EFE

154 ——My3-6 (Ab‘)
—O— My#-6-DM1

z; w0 o0 80 100 120 140 160 180 203
ERIBTLE T
SR ERE
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@ 23A
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3 BREARXS
2500 —%— PBS
nf‘\ ] —@— Ara-C+ lda (13+0.9)
E 2000 —¥— Ara-C + lda (7+0.5)
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& 15004 "0‘2‘:9"-5'%“1(":2)
&
& 1000]
%
¢ 20 30 40 50 60 70 80 90 100
Yowmr  Yaouwr
PR E R
& 23B
NRHE
257
; ¥
C
W
& 159 —%—PBS
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