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1. A HL -CD74 (cCD74) R lEDLAR. (mAb) BRI A By, Hrp A& &4 It -CD74mAb
(1) HAME X (CDR) AR PT —CD 74mAb [ ZE X (FR) [ %2 %% FH 8 5 m] 242 X AT PR 1
R N B 2 X, o BT ik A mAD (1) 3R BE T AR X AL R BT ~CDT4mAb F5 8 W] AR X 11
CDR, fT ik CDR H.HE & RSSQSLVHRNGNTYLH 28 1 P2 41) ) CDR1, 578 TVSNRFS 28 3L /R )5 41
[¥) CDR2, M1{5 44 SQSSHVPPT 2 5 1% )7 41 () CDR3, 11y 2L 77 BT ik 1k & mAb 1) 55 55 W] A2 X A 5
L PT —CD74mAb 3% W] A2 [X [¥] CDR, ATiR CDR AL 4% & 45 NYGVN 2 K MR 41 [¥) CDR1, &4
WINPNTGEPTFDDDFKG S Z51% /5 %) (%) CDR2 Fl 475 SRG KNEAWFAY &L 1% /541 [#) CDR3,

2. BUFE K 1 &P -CD74mAb 8 H v B, Ho A1 ik mAb 5 iy BrBu G 1] . 2A &Rk
AR XA L 2B IR n] AR X,

3. BUMIELSKR 1 (k& 91 -CDT4mAb B 7 B, Hrh BT ik mAb s H B2 k& 16 1.

4. N Bt —-CD74 (huCD74) H 38 B HU /& (mAb) B v B, Hob AL & N B ik 1 5 4
T B ] AR DXORIE E X, BT IR A BT -CD74mAb 4% BE R AR X [#) huCD74 CDR 44 4% &
H RSSQSLVHRNGNTYLH %8 %5 /% /% 41 [ CDR1, 2 5 TVSNRFS 44, %% /% J5 1) If] CDR2, Fl & 4
SQSSHVPPT 2 JE 2 7 41) (1) CDR3, 111y He A ik A mAb () % ] A% X AL 45 Bl 5T —CD74mAb B HE ]
AZ X 1) CDR, ITi& CDR A48 54 NYGVN ZJE /LT 41 1) CDR1, 74 WINPNTGEPTFDDDFKG Z8 12
JF41 ¢ CDR2 FI4r 4 SRGKNEAWFAY 22 JE 14 741 1] CDR3 .

5. BHMIEK 4 I AL -CD74mAb B Fy By, Horp Fridk mAb 5 H v B A TeGlo

6. BUFIFEsR 1-5 AF— T 1A BUR A 50 —CD74mAb B3 F By, Hoh 4 2 3 /0 —Fb Rk i
P : (a) ik mAb B B CD-74 W45 & e = MEET XS CD74 1Pt ik sl BE BRI 5 (b)
BT id mAb sk BERE RS 20 A (1) Raji Wbk E 088 40 D Y ZEAL T (o) PITIR mAb L B S
W =PI E AR 175 2 4l M 75 T ) Raji Wk VR4 MR A 2, Prad L == vl 5
IgG1mAb [ Fc X [V,

7. FHE SR 1-6 AF— I 1’ 8tk & 50 —CD74mAb s H F By, Hdh ik B2 F(ab’ ) .
Fab. scFv.Fv. 8 {#H] F(ab’ ), Fab. scFv 8¢ Fv F7555 Bk 4= 5 3 5 AN 250 i) il A f4 22 1,
R TR B S D74 S

8. MANE R 7 NSk &L -CDTAMAb s B, o ikl & A 2 20, sz
H 2R R,

9. BUFE K 1-8 /& — T it A Bk &Pt —CD74mAb 8 B, Hh Tik 161 18 & X 4
A TgG2a, 1gG3 B 1gG4 [N 1E 2 X & #i.

10. A EF— D ABORE R 1-9 (F— T mAb s B PTiAB &8 A .

L1, BURIEK 10 [ HLARRLG 8 B, HE&H — D EE MR MEET AT ANAE CD74 (1) e 4
Habrid ) PR B

12. BORJEESR 11 U ARRLA S, o Bk e 40 fobr id )ik B B 41 K ishi s

13, BURIEER 11 PeikmbG g e, Horb o il e 4i fuds i) 2 & B CD19, CD20, CD22,
HLA-DR, CD30, CD33, CD52, MUC1 1 TAC {3

14, — Pz 60, Kb AR & 20— EE K 1-134F— 15 D74 4561
mAb B B E B AR R A B A TR R Y PR TR B R o 1 2 W B0 T )
to

15. — PR TT d-G WAL & T —Bhif 7 5 BORIE I8 7 V2 I 29500 b (1 i, BTk ia

2
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YA G255 BRI H2 8RR 2 /b — PrBOR Bk 1-14 £ — T mAb BIL v Br el
PURRLG & O SRR S .

16. BOFIEZSK 15 [# ik, 20 rp BT ad 3 500 RE 126 F 3R 18 CDT4 (R e, Fo 9% S
H & S5 M, 28 B AR AR B 0 .

17, BUFIEESK 16 (19, Forb R 360 CD74 1R 1 JiRg 3% 1 S (8g L AR 5 4 bk g
FEDTE MR 2 K EBER, 55— B g M R F T 40 v g

18. AURIBESR 17 [ &, Horh BTk ik CD74 (R ME IR i [ B8 22089 0« ARG e
g Wi 0 BE SR AR AT SR LR, FE T SR R (R R B AN Mk 2R (R 2B
B 41 A bk EU8 A8 P AR B 1 g P IR L P N 2 e M R

19. BUREEK 16-18 4L— T A ik, Sorb i mAb B3 B ek L Hi iRl & bh 20 ~
2000mg (177 7 2 F ik Y SO P e A

20. BUAMESK 15-19 FfF—T R 3%, o BT ik mAb 5y B sl P A4 & 8 B 6 i
2/ — PG R B BA TR s fE A R TR a T IR B TR S i R R 4
B WA A D G 1R T RO AR B B R Al R TR R AL IR B
HAEGE A B,

21, BURIESR 20 B Ig, o Bk 4 o 55 R 2 9 22

22. BURELR 20 (I I%, oA Bk % P8 15 500% B 40 i e 7 T e AR K R 7 R L
2 AR R T R TR R T TR R A R AR R AR R R e A A
HrP TR A0 M A R Rk ) TL-1. 1L-24 IL-3. IL-6. IL-10., IL-12, IL-18. IL-21 ML
HAERIENZE, Pri’k D2 2 MERLE 7, iR T EE A o - THE. B-THERN
Y - TINE, Il R V& ) Rl R 4 e — AR Y& IR+ (G-CSF) B30k 4 o ek 40 i — #Ev%
AT (GM-CSF) »

23, BUFIEEsK 20 [ FH &, Hoh R B k% B 7] 55 ¢b4, €5, CD8, CD14, CD15, CD19, CD20,
CD21, CD22, D23, CD25, CD30, CD33, CD37, CD38, CD40, CD40L, CD46, CD52, CD54, CDSO, CD126.
B7.MUCL. A= 85 1 Ta. IML. 24 F1 HLA-DR [ MV ¢ mAb B F B, 702525 F 852 3t b
[

24. — PR TT A A WAL S T —Fhia T M s 0 5 1R 2550 i A g, B S X
7 oIk ELIR B A9 A0 ) D74 it J5t BH 1A 20 ek v A A it FH B0, 5 22 B R S () A R
Z /b —PORCRE R 1-14 AF— 001 mAb sk L B sk Bk & B A a7 A5

25. BUMIESK 24 (A I, Hodr mAb sy Brall otk i & se A et A 20— R T8
I SRR R vA T 2 A IR s e A

26. BURER 25 IR Ig, Jorh PR vG 7 AL RE DT AR S Sz 1 300 s 4 B B 50 2
V)RR RO ML = A 2D — P S e R SR O AR IEA) R R ERL TR
B4 B R sk LA A A BT

27. BURELK 26 BRI, o PrikPupkik B v 56k CD74 4N, A8 S va7 ik
FHR 989 PR 40 B T 2 3 40 PR A S0 SR ) mAD sl G B, BITER mAb mH B AR 22 BT RS
HOE=RZNa TN

28. —PBIT HEWAER & T—Fhiay7 B 20— Pz Fo % RV R 15 B e IR
I AT 12 Wi 05 908 IS PR 1R 7 V2 R 2530 PR 16 O, B 5 B i A 1At LB 5 22 BT ez

3
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(AR AN E D —FIBUR) SR 1-14 AT — T mAb 8L A Br sl LBkl & B A REIT A EaW .
29. BOFIEEK 28 B, Horh mAb BRI Be sl Hpt fRml & s A 20 —FH 46
I7 P IR YT R B B TR s S A
30. —FRIT AAWAEE A T PGy 7 ik Bk I L F i BRI CD-74 kT
JHg | e SRR, B B S M B LA A e 1 T VAR 250 IR IR, P vy A
WA 225 BTS2 B R 22 /b — R ORI 3K 1-14 AF— T mAb BlCH Fr B sl B i it
A E, Hhii i s g E B RS 2 /b — PGy &R T mAb BCH B sl e H 4l

HHA L.
31. BOMIELSR 30 [ AL, Forh Birid v 7 ) B Al S B R 15500 R PEAR 0 IR L 4
ik S I/ [

32. — S Wr gl & WAE & F 1 — Bl 2 W U7 VA I 25500 b O L3 R XS 2
N BUE Ry AT A2 /D — Bt B R LR | I AR CD-74 (RS R S R, H
Bt o BEVEDI S G2 A TR (A AT DA 5 28 2 B nT RS2 IR 3 R 22 20— o BSUR 25K
1=14 AT — ) mAb s Bes PR Rl & 8 A 2 4L 54, b il A 24 25 G K2 o)
T mAb s BL LSRR A B e L

33. BURIEER 32 1 Al , b Bir it 2 Wil ml e e JCT DA AR SRR B PET A U 1
[l 2%, P MRT ARG ) < Jes , el 2 e s 7 A 00 P g i 1 s 78 A I i £

34, — M EBURER 1-14 £ 50 mAb sCH F BOSOMERL T 1 2880 1T 28 MHC $TJ5
PR B BT A2 A I 1, HL b e v YR 77 TR J A R o B

35. BUFZER 34 e v, Horp T 2REW 1T S80I kil i 2 KA A it 0 i 22 3 4
N5 BITid mAb s R B HE RO IR B B iR

36. BUNEESR 34 5 35 (¥, Horp I L @l 5 g 65 mAb B A Bl cDNA A1 i ik
BHT 1R cDNA, AIEESH B W B S FLsh 4 e s R B DU IR R & B PR s SR g 5

37, — MRS R B Ry A MRS, R BOR R 1-14 (£ — T mAb s A BealcH:
U R & R B L TR e MR X TR s 5 ME A MR 140 I M A ) RS B R A
R B E AR AT B R DR SR A B B

38. W E LR DNA 751, BT ik #% IR 4w A () mAb B3 i Bt H

(a) BUFIESR 1-14 £ IUHIPHT -CDT4mAb B3 B 5

(b) A5 2D — PR ZR 1-14 £ — U Priddit -CD74mAb BLILF BRI BT R & B2
BB

(c) BUFIER 34-36 AL — T HT s A0

(d) BURIEESR 37 (00 7 1tk sl o A PR AR

39. SABAE K 38 ¥ DNA P41 R ILHK

40. AR ER 38 1¥) DNA J 81 i) T- 40 o

A1 BUMEESR 1-14 4 IO RRGT -CD74 Hrik sl H 7 Beali Ry it & 8 B sl BOW T
ATk BARIE CDT4 BB IR S B IR B B S e MR A B R A HE R R ) BT
i 9 PR AE BRI 1R 3 o

42. NIRAL BT -CDTA FL AR, b BT 3 Bt 1 Bl 15 77 1K Raji 3k 260 40 i 3 2 1k, L
L BT PR 2 55 L SR PSSR 5 3 4 RS IR P I Ragi IR E2 R 4 LI T, P

4
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@ AU E 5 N 1g61 1) Fe e M, i pir il Hi ik 5 AL 5 5285 1 4h vk e X (CDR)
J¥ %) CDR1 (RSSQSLVHRNGNTYLH ;SEQ ID NO :19) . CDR2 (TVSNRFS ;SEQ ID NO :20) #
CDR3 (SQSSHVPPT ;SEQ IDNO :21) #1 # 4% CDR & %1 CDRL(NYGVN ;SEQ ID NO :22) .
CDR2 (WINPNTGEPTFDDDFKG ;SEQ ID NO :23) F1 CDR3 (SRGKNEAWFAY ;SEQ ID NO :24) [
B -CD74 Pk 454 D74,

43. BRI E 3K 42 P -CD74 P Ak, H P Prid ik 5 8 5 5 B B #b ¥ X (CDR)
J¥ %) CDR1 (RSSQSLVHRNGNTYLH ;SEQ IDNO :19) . CDR2 (TVSNRFS ;SEQ ID NO :20)
CDR3 (SQSSHVPPT ;SEQ ID NO:21) F1 # 4% CDR & %1 CDRL(NYGVN ;SEQ IDNO :22).
CDR2 (WINPNTGEPTFDDDFKG ;SEQ ID NO :23) F1 CDR3 (SRGKNEAWFAY ;SEQ ID NO :24) [
Pt —CD74 HUIALE A CDT4 HIAH IR R AL

44, BURIELR 42 [P0 —CD74 Hiik, Hp prid ik S @ik,

45. BUREEK 44 1Pt —CD74 Pk, Hrh Prid it -CD74 JUATEALFAEL T RS
PRSI BN, A 06T R .

46. BURIESK 45 WPt —CD74 Fih, Horb riR e ik B S48  HEE Ak 8 VE T
WREVR 2 R ME R BER . B A ORI . T 40 R L B SRR R R B I
Jegr e AR B A0 R bk TR 4R 28 ME B 41 AR EL 7 A R bR M (ot A SR b v
I3 .

AT, BUMEESK 42 WHL -CD74 Pk, Hrh Prik a5 2 2 b —MiGsr 7l b

48. BUFIEE R AT 1yt —CD74 Pk, Hodr prad 1657 FIRFE 5 —huk sl dl 7 B ez 7y
LN &8 k=5 [N N N R L RV SR N T R X TS AL 7/ &N
NN R B A o 5 s LA A A T —huik.

49. BUMIEK 48 WIHL —CD74 Pk, Hrh prid g w5 50 2 A eliE = .

50. BRI ER 48 (14T —CD74 HL A, Horb i S e 115 570038 5 40 B PR 7 48 e A= R
TR LR E A0 M A R T R TR SRR T TR R AR A4 M A R R L AR A R
WA

51. BUFIEESK 50 HIHL —CD74 HriA, Forb prid i 48 Mo A8 e Rl 742 % H IL-1. IL-2. IL-3.
IL-6+ IL-10+ TL-12, TL-18 HT TL-21 5 ¥k B2 25 25 & Pl 8g I8 S0 IRl 1 5 45 7% ) 8 BR) 1 2 R 4
M — SEVR IR (G-CSF) Bk 41 o 5 W 4t e — B2 7 R+ (GM-CSF) .

52. BURELK 48 [t —CD74 Pk, Horp Ik U MEA% 221 B *°Ac, "°F, “Ga, “'Ga, ™Y, ™Y,
11111’1, 1311 , 1251 , IZBI , gngC, 94mTC, 186Re, 188Re, 177LU, 62CU, 64CU, 67CU, ZIZBi , 213Bi , 32p’ IIC, ISN, 150’
“Br, Fil *'At,

53. WM ELK 48 [PL —CD74 Fi Ak, Horp Pk 28 — Ptk 28k, 2 51k B D4, CD5,
CD8, CD14, CD15, CD19, CD20, CD21, CD22, CD23, CD25, CD30, CD33, CD37, CD38, CD40, CD40L,

CD46, CD52, CD54, CD74, CD8O, CD126+ B7MUC—1. Ta. /L5 19 HM1. 24 F1 HLA-DR {141 A &5

I
/= o

4. BUNEER AT (5T -CD74 Jiik, Horp Bradia 7 Ak B KRBETE DL BIHRGTAER,
RAHEZR (epidophyllotoxinw) , ALK, HAUM, etk ), HLAFE, Cox=2 MHIF, It
A7 4253380, P E A ), P TS, Bl 3, aiiens, A2 I, CPT-11, EA R, 0T, bkt
TR h 25, WAHFEIR , = %0, nH RIS, COX—2 FIFI, W e SR A, WG SALLAD) , BT

5
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AW, WL, 2t S, RETT, KEFI, BT sR AL, 2, ks R,
FERAR, PEEVYEM R, T IR ANS, brostatin—1 FIHE

55. BUMIELSK 49 [Pt —CD74 Hifk, Hh ridd ik B AR R S E % \DNase 1,
HEERE R A, FNRREPUR TSR O O 2 DR R M o A 2 2 A 5 e
HNER,

56. BUMIELK 42 [Pt —CD74 Hifk, Horb Irid i —CD74 Pria A iE 8 228 — kel
Bt, H&54 AFP. CD19. CD20. CD21. CD22. CD23. CD30. CD33. CD52. CD46. CD74. CDSO. HLA-DR
Bl MUC-1 B 42 hMN-14. Mu-9 AR IR 551, 5k PAMA Hriksk L B .

57. BUMIEL K 42 [Pt —CD74 Pk, Hrp Fridpifat & A TgGl. 1gG2a. 1g63 B8k 1gG4 8
TEIX o

58. BUHE K 42 ()L —CD74 Pifk, H frik Hu kA JaG 97 ik B %% - T H I/
B A E, S ME B R AN AR D PR R, 15 M B R it AN AR e D 1 R B B2 LR, T
GEAE, 2 R PEREAL, VH G A G B, EARENLE I, REM ARG, IRIET R, KR
e, ZRMELRAAE, KRR TAIE, BRI, 7 — & IR, BEEK B R G B R, 45151
LLBE, 2 B K 98, BTAK AR IR L5 A Ak, R I ST &, 851, Bt & R, £ B
LLBE, Tgh B, &5V ME 2 Bk 2, sk MR B AL R, o AR 0T o 25 5 1E, 1055 A 26 P I R
(thromboangitis ubiterans), Ji & M HVT B AR, A BOR AR 28, BRI Th g otk i
B2, 12 HEEsh M 98, Z2 LK / LR, 2308 %, 35 KA (pamphigus vulgaris) , 5
20 [ PR 28 I, S 0, DL 4 ) 2R Rl , 15687, E A sl ik 28/ 2 L, e 3T,
ST B ANER B R RN ARV 9 ) 8 B S

59. EHBURIE K 44 9T -CD74 PUARE D —FIGIT I 5 o

60. —FP NYRALHT —CD74 Hiiaut i By, Horr rdk sl v B -

a) 5 A & % B B 4b ¥ 2 X (CDR) J* 41) CDR1 (RSSQSLVHRNGNTYLH ;SEQ ID NO :
19) . CDR2 (TVSNRFS ;SEQ ID NO :20) F1 # %% CDR ¢ %1 CDRI(NYGVN ;SEQ ID NO:22).
CDR2 (WINPNTGEPTFDDDFKG ;SEQ ID NO :23) F1 CDR3 (SRGKNEAWFAY ;SEQ ID NO :24) [
Pt —CD74 Pk TE G 45 & CDT4 MIAHIFIERAL s LA

b) WERTFRIG Raji vk E 589 40 D PN £E 4L

61. BHMZEK 60 I ANEALHT -CD74 PiiAsi i By, Hor firid it —CD74 Hiiksl v B #t
PR BER DA B o

62. AHZEK 61 B AEAHT -CD74 PiAdal e i B, Horp frd bt —CD74 Pk sl i BAr
AAEEL T R R e RS UA F BCT , I 8007 i .

63. BUFIE K 61 A WEALHT -CD74 PLiR eIl 7 B, Hoh prid i —-CD74 Hikeli Il i B4
HR 2 DRI b

64. BURIESK 63 I AYRALHT —CD74 AR i B, Horh v 7 A6 56 —Hiih st
J B G B T ) SRR 4 R R N RO A R S A D Bl G R Y R B O T
FRicd) s R SO IR B M 53 3R B L A A 486 I 28 — Bk

65. AUFESK 61 I ANYRALHT —CD74 Pk sl H 5 By, Horb Pk i A sy Befa &0h
ST A i - A S RNk, S B T I AN AR e T SRR 18 T B /AR
WD VSR, LSS, TR R A, 2 R MEtE AL, V8 & 0a 08 ISR I, ERENLE )1, Ra

6
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LRI, I B R, IR, 2 IR MELRGE, MR RIEIE, B R, 7 — & IR,
FEER IR G T 2, G5 MELLBE, = KRBl K A, B K AR [ 456k, 8 R 1 D01 48, 45715
Wi, B TR R, 2 HELLBE, 1gA B, 4 1T M2 Bk 58, 5 B A AE 48, < BB i 2%
Ak, M58 I ZEPEKE 98 (thromboangitis ubiterans), JU PR H 4 AR, A A< AR
R4, TR B Th e yuik, B 57 5, 12 HEVE S HERT 5, 2R / L%, Z8E K, T8 KA
(pamphigusvulgaris) , 554 49 [G P 28 e, BV 505, L35 4 0 R Ak, 5 BEH7, B 40 i s))
Wk / 2 IR, TR I, 23R B /N ER B 98 RN 4T YL I 58 1K) B B S 0 o

66. SABAE R 61 1 AIEALHT —CDT4 Hrikalk L i B 2 /b —Fidyr AL 649 .

67. A7 255 bRz IR R 4G4, HoAL & 16 T e A SR RO ZE 3K 60 1A
JEALBT —CD74 Pk s B

68. BUFIEK 67 [4L-E4, Horh Frid i /& B— 40 Ml I g, SR 3008 sl Al g
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R {E{k 31 -CD74 3k Fn{E A /3%

[0001]  AHIE 2 HIIE H b 2003 4F 3 H 3 [H, i 54 03809863. 6 K] & B 44 PR A1 A< & B
AH IR IR A B R B 1) 73 ZE H

[o002] RETFE &

[0003] 1. < BAAuE

[0004] AR EHWS R NIRAL AR —CD74 JUAA B v B st & 2 /b —Fhdit -CD74 $i
A, UHZ B EPUAR (mAb) FIPTARRE & 8, AJEA k&R BT -CD74mAb BRI F BT
BT RS W 2 A, A I 28 A URAL kS RN BT -CD74mAb B Bk iR T 2
Bt B 240 U4 O 96 L » B v EEL 98 AT L A&/ () L mh 40 i A D74 Bl B o M o
JFNZ 0 5 G i AR R I 5. AR K2/ B2 5 7 Pt —CD74mAb
B B LA B -CDT4mAb BUIL v BEI 22 2D — AN RN X2 M s SR AR R, 0
T 20 P AR SR R T I 2 R R mAb R — AN AR K S PURKE A
Pt -CD74mAb B v B o PR NURAL Ik & A BT -CD74mAb, v B, S 48G9 m] s fE
N2 TCIRYT T W AT A o AR BHW K g s N IRAL kS BT -CD74 Bk, T2ty
1/ B2 R BT -CDT4mAb e H R BY, R ELVRTT VR 2 Wi MR PR 2R A 1 DNA R4, A
B TR DNA J751) 28 PR R A 2 40 L, i) 28 A JRAL ik & FUABT -CD74 Uik 77 i

[0005] 2. RIHE =

[0006] sy i — A H b A ] e B 10 i 8 A i sl R G Mk AR R I R 3 I R G
KT IIEIRTT » % B ARES R S B8 4m ) 2 3 e R 4. AEE AT SkER (NHL) , £ &M
" B TR R A R P VR L ) M I A T A R ST B SR PR () B 40 B e o X
AR R 2 BT N 2 IR A TR

[0007] 55 T Wk 40 M N 2 2 AR IR S e N2 P IR DG BTG P R . T Al S 40 S 30 T 48
O KETE, T 40 J ™ A 4 O DR~ F0 T 4H i — A SR AR B0 AR T 40 M0 A 75 2200 4
FRAMIGEAAE 5 PR — RS 5, %05 59 A T T 40 R i i R 7 A0 ) T 40 i
ZAR (TeR) IR R, PR - FmtEE Sl E e S 5PiR 240 (APC) KK M
RSB FEEAZHAEE G4 MHC) I KB HFiak MHC 1T REA RS G HPiRK. Ak
) MHC 3 T4 5% 4 HLA C N A IBTIR ) 2 1

[0008]  &IR 1T K7 FA7A4E T PR E 4 fu 2R Y, B0 B 400, %40 M / Eved iy
RS RGN |, 72 R ZEE O T, I 2 B R B 4 M A B 1 8 F IR MEC 1T 2847 T8
A SN PREEAS TR A R X 2= . 7R A, MHC-1T 43857 HLA-DR, HLA-DQ 11 HLA-DP 73F-,
HAFAE T 2 P A gm0 S A7 ZE 08 E o BRLEE, 40, ke 15 40 B &7 B 1) 40 B 0 D m] 43 S R
Bl B0 I S 0 A 1 4 ) AR B S SR AR LA AR i o CDAHT 4B MR TR 5 1T 2R T AH ORI
Jiko

[0009] 55 S MR A 2R A e 4 e RS A 1) ok R s BE B TR AT BRI T AT iR
250 B 16 2 PR AL R AT BRI, AT BR ) T IE R AR B B TR 255 (Goldenberg,
Semin. Nucl. Med. ,19 :332(1989)) . T4k, & T HUA I ¥ 77 19 B8 A FLAE g AH X bt
Ji 58 A7 P R AE A B 48 A8 S 50 = M R A 9T 49 BIE SE (4 1, 22 WL Thorpe, TIBTECH,

8
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11 :42(1993) ;Goldenberg, Scientific American, Science & Medicine, 1 :64(1994) ;
Baldwin 2 U.S. 4,925,922 Fl 4,916, 213 ;Young, U. S. 4918163 ;U. S. 5, 204, 095 ;Irie 2&
U.S. 5,196, 337 ;Hellstrom %5 U. S. 5, 134, 075 Fl 5, 171, 665) « — &1 = » FL IR AH bR
VDRI Frac TR BCHT R A BEAE e s 467 B FH 2 L v o 5 Rl By s 505 40 KL A I g it
PR R B AR, A B S5 &1 0. 01% ~ 0. 001% (Vaughan 2% Brit. J. Ra dio. ,60 :
567 (1987)) o JE AR PEFR 12470 AR B SR BG Iront I e Fky ) &2 o 2 SV Y BRL R HoAl 166 mn
TR TR R R R B

[0010]  §l LL1 (mLL1 5KE$T —CD74 ifk ) s& 5 CD74, 11 28 HLA #£pU)R, B, B— WREE 40 i,
BN BRI 2R B, N B- WK ERI A M 5, BE R, T 40 M Ibk 2R RN 2 L iR 40 e ks
RRT BIAZRRE (11 2+ ) RAERMN IR 7w fEPLR (mAb) (Hansen %% Biochem.
J. 320 :293(1996)) o &5 T4 MU ) LL1 FAS AR DX 2 PRI P A0 A0 AR Ja Ak PRl 7 it »
WY B TS mAb, WiHT —CD19 FIHi —CD22, [FIRT. LL1 IR AR va IR T a7
(1) 4 6 TR PR A

[o011] Bl LL1 |1 /)> B 6 80 40 Mo Fn ok 3 I J5 H Raji B— bk B2 98 40 fie & 16 ) 57 (7
Pawlak-Byczkows ka 2§ Can. Res. ,49 :4568 (1989) HFx & EPB—1) %y ] BALB/c /> B I
I M Rl A J TR o mLLL ISR R R FH , a0 7] OK 2 250 e i 5 1 LA —4E, T APt - /b i
ok (HAMA) M N AE AP R FE A2 3R PR o EVESS T mLL1Fab’ &, 85 A BE R 2] HAMA
Wi N, 038 o A M TC FRAiC ) mLL1Fab ' B 58 AR 53 7 o Juweid 2% Nuc. Med Comm. 18 :
142-148 (1997) o SXTM, 7EH- 2L 697 M2 W Pk ag o, WL &K ht —-CD74mAb, 14K
Pt —CD74mAb K] FH i ] R il Bk HLAA TR A D RS W R 7 A 80k, AR BB ¥
TE BB B, ET] RE 2 BB A AR AR A i = 25 ] SR - /D RBLiEE S
FHRERE R

[0012]  ELZR mLL1 MBI B R AT LSt oy JEUPE 1] 8, 4547 76 38 75 B2 5 $E 1gG
B3 TR 97 1 40 B 5 5 B 58 I B AR A7 i I TR ke — RO 5, HAMA 1 B 2 X6 5
Pt —CD74mAb [ ARHZ W ANATT B VORI BT . BRI, k& AJEALFIA BT —CDT4mAb f H:
B bt iRmG & B L R B RS TR s Wi R &, 20/ sl R 7k
mAb, K H i BRI WS VAR PR BT — /D RPTA 64 15 0 F 3R H 18 H T 697 A
W

[0013]  Jx FHAIA

[0014] A BHD K m] 4 DROE N ZEAL E N 40 e BT —CD74 Podk Je 3L v B R Pk &
A, JCH R ADUA . NS PT IR s APk

[0015] AR BHIE WD S A 54l bRl & f0 /B AR BN e b ok S B A B AR B
H B PT -CD74 Bk 4

[0016] AR BIIEW K AL & i B T2 Wi sl va o7 7 L A % B $T -CD74 Hiikeldt A B
BRIl G A B B R A .

[0017] AR EHIEW KA S HUARS AW, Tl RS A W& A %8 TR IR A &
B E)PL —CD74 Bk sl v Br sl ik ml G s A s A B

[0018] A/ BHIE WD I XURs 5 1t B 2 e S B Ad, B B HiRE &, TR A5 a5
B TR e M X R0 BRS HE AE ) 1R _E  SRA B R B AR B ) R B
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PREHTAR T BB AR B BT -CD74 Hi A sl H R B sl A st & o 3 s B

[0019] A B KAl Rl AR K W) CD74 Hidk S I BEER Pk Rl &t 3 L &6
T RS Wl I 7 i

[0020]  AA WAL Fe g b CDT4 P A B 7 B sl vk il & 2 1 s 7 B S 8 5 0 A
PURSRED) SILZF5 APEDUAR R DNA 351, A4 85 1% DNA P81 (K 28 B AR A i =40, Rkl
AR IR CDT4 LRI T ik

Bt E fEj 41

[0021] K 1 BoR T LL1 FRIEREE W] AR X 1) DNA FIE SR 741 B 1A 278 T i RT-PCR
FRAFHY LLIVH (1) DNA Rz 51 741 . ] 1B S27n T FH 5’ —RACE 3R1S 1% LL1VK ) DNA FlZ 2
FRITH)o HHAHRY. DNA [ 4 9bs (1 2 3 18 7 41 AAZ B IR 741 T I SR P RIS R R . 2 IR T
G 550 T4 . CDR X A () 2 SRR VR L IR AR TN R RIZe W 7n o & Kabat' s 1g 2014w
GYEH TR EERIR AL, WA TR TR IE T g 5 s . FIRE 2 2055 BR - BT 9 5 1) 5%
=R Kabat b5 77 S8 Ml AN k3t . H 5 BEEEIT 9 5 (1) 3 A TR 55 LA AH R 9 7E BT 4k
Fo B, KK LA HRER S 827, 82B il 82C /R4 824, B Al C.

[0022] &2 B7R T 1E Sp2/0 40 - SRk kA LLL (cLL1) EAVRRRET] AR [X (1) DNA Fl2d 2%
RI75. Bl 204 .78 T cLL1VH [ DNA FHEJE R /741 P 2B 7R T cLL1Vk [1FI8URE DNA FlZ
SEIRT A . HAHRY. DNA 751 9wt 0 2 25 1 7 41 LA R - RS R 7R . CDR X i S R TR ik
DUFHARRN T RIZE B . TR AR N5 5K L PAHR . ¥ A% cLL1 1 PR
A7 s T HERR HE B

[0023] &3 &R T APifk, cLL1 A hLLL PR BRI B EE v AR X (K 20 R R 741 I BT o B 3A
W T AR RF-TS3, cLL1 FThLL1 [ VH Z 25 1R 7 41 L3 i 1 3B 7R T APt ik HF-21/28,
cLLL F1 hLL1 f# Vk S EG PN LEAT o [ SRR cLLL 5 A Huik oA % SR AH A 1 2 o
HEX ARF CDR X o cLL1 ¥ N= 1 C- Kumbk s (T RIZ) T K staging 244 & & i
HES ANPUAIAT IO AEH W 1 (% Kabat' s 1g 53 Fow's %

[0024] ¥ 4 7R T 7E Sp2/0 40 b R IE M A5 LL1 (hLL1) FEF14RHER] 22 [X 1) DNA Fl2
E 75, B 4A SR T hLL1IVH f¥) DNA FHEUZERR 751 M ] 4B 7~ T hLL1VK [ DNA Fl 2
FRIT5). HIAHRY. DNA J751) 4 () 2 508 7 1) LB P REAGIS R 7R o CDR X Hp (1) 2 FE IR 5k A
FHAAFI R RIZE Bon. $ K . 1A FE . 1B ] Kabat’ s Ig 2> 745 A T o R Mk
[0025] ¥ 5 IR J A4 % hLLIVH LR Rn & Bl AR NS | ) 1) A% 1 IR LA Fi Sk 263k
TRo ikFR 31— K. A X DNASE (AAR, 5140H0 PCR 74 ) FH S8 38R I Sk H i
RN . Vk FEBILIARI 77 2 i

[0026] ] 6 E/n T a4 Ph A MR I 45 A IRVE LU cLLL AR LLL (45 6 26 F i i 45
WA ER cLLL (=) 8imLLL (3508 ) S A1 1251 FRid I mLLL 4, 2R 5 A Raji
MMIAE 40CHFE 1 /NI ZEVES G T A 1 40 M 3 T i U PEFR I mLLL. cLL1 AR
LL1 XU AR IC ) LLL 5 Raji 4045 & BIsw g se AR IESE T e V R EE T fE
iR

[0027] K7 EIR T 1E Raji 40 M fBEGpk fIT LA ELEL cLLL FhLLY HI45 & 26 ) 54
MRS AR IS R . AR hLLL ( =M% ) B cLLL (25 ) S1EE ) HRP 454 1)
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LL1VR A, ARG AE ] Raji 40 f IS4 ER A A 1) 96 SLAME R e R P T =100 8 1 /i #6:30)
JE 454 1#) HRP-LL1, hLL1 F cLL1 % HRP-LL1 84 (155 4 52 2 4HF, 57~ B mAbLLL [{r 5
PERISERN 72 AYEAL LLL H 13 DAARATE

[0028] K8 B R T 5 Raji 4IREEL A " T- $71A ¥ hLLL Rl mLLL (955 /. KU
FRIc ) hLLL (i bric 554 ) simlLl (A bRid LR ) 5 Raji L RIE B AR5
PR R B ARG G Abo SR 5 1E W 35 92 4 M0 I8 From it 8] s ksl 55 48 i AH G 1 (ZETR 4R ,
TERSFRIE TP WA ( =4 BB (RIS ) UM HEFRICHT Abs. & 8A /R T 454
(%) Ab 7E 3 HE M4 /. B 8B B TR WIS (A 50 (2> T 3 /I ) hLLL Jn TSR 45 3
PN SIS I B 3

[0020] &9 R T AZHEA LL1ADs X Raji 41 o i) 40 e sE M VE A - 44 5 X 10°Raji 4 i fE 0 H
FephPA S (AT 7R )5 1 g/ml mLL1, cLL1 8¢ hLL1, BLEAEfT Ab (Nil) , 54 50 1 g/
ml  a-mFc B a —hFc Ab, ERIEAFATATEER) (Ni1) () 1ml B5FRFE b, WA TR . 4 A
A7 A M 8 DR H — ke 5 3 H o THRAFIR 4 & 5 CIET7 8 ) AUEIE 4 5 AE I
[ A0 AP 4E M L] (3578 ) FFLAE IRt Rz .

[0030] & 10 7R TAZHCH hLL1 XF Daudi 40 M40 f g MEAE A o %7 5X 10°Daudi 41 fifE
0 HEM T4 (WTHEE R )51 g/ml hLL1 8% hLL2 (Ht —CD22, PN TE4L Ab) , B ICATfA
Ab(Nil), %A 50 1 g/ml a —hFeAb, B (Ni1) [ 1ml 3578354, WA MR . R
MM gE D H — k3 He RS E 2 CIETTE ) FAFIE 4L o5 7E R ()
0 IfFIE LI Bl (357 ) FF LA FRIN A 221

[0031]  REHFIA

[0032] [RAEFS AL, RiE“a” B “an” Zf5 “— P EA".

[0033] 1. Mtk

[0034] A EHIRAL T BB AR A AW 5 H e iRy R (BRI EEN 2 uiiriEdl o
FBRPUARBAGT A ) BeAH TR IALs MR (AHKRE ) AL RS
DL -CDT4mADb, o B, kb & & 0, A IiGr MRS i 2 6. AT THRITfiE
Wr B 40 M PR, e CD74 BHME SR R A B 5 G B e 1 UV

[0035] 2. X

[0036]  7E NGRS AFH T 2R, $e4ban F e LUME T HE AR K.

[0037]  WIAULEH iR, B2 Fe K (BRI, RARAFAEM BE i 1E 5 o 2 Bk 8 (1 2 8 B
FEHTTIECRN ) ek A+ (B, 1g6 ik ) sizskiz b i imtt (HY,
SRS ) &, whiiA A B

[0038]  Hiik ) B PUIAR—#i5r, Wi F(ab’ ), F(ab), . Fab' |Fab. Fv.sFv %, AF%E
GER, Ui R B e PRI RAH RIPUR S5 4 o Bln, $1-CD74 g BEHiiA i Bl CD74
MR E A o AE“DUA R B AR — PG iR R TRMOE N E A, ZEaEd
SRR USRS T RE S Sk — R EEM . B0, Prik v BOAEE thn] 42 X 41 %
()43 15 1 B, v B RN AR Bl ] AR X R “ P B, e A ) A i T 2 ) A [ o Tk Bk
i (“scPv A7) RN EA 52 M0+, R B S R] 22 [X ) 28 SRR VR FE 20 i) A
N ERAT

[0030]  MRULUET 2 —MA SRR G aPUR. ZKFEREATUAD T Fe #i7)
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AL T RN FAER  WikMASE A F ADCC (AREEBT AR 40 Mg ) H 8 3l mT S 304 M AR 1)
BlLitile SRTT, Fe &B70 ml BeAN Va7 AR LI 75 2216, e ML, iE T a6 sl . Spiiat
f& 2 swE DA BT E SR, DL LT A Bk, Wik &Pk, AR HuiRs A bk,

[0040]  HREGHUMARE—FPEALE D, KO A RIE T — MM Hi A uk 2 mk ik sh ) bk
A5 HAMSE X (CDR) (R R] AR5, T i A o3+ I 1E D BOUSRYE T APifk. 4 7 8b: B
N kG DU IE E X ATk TP, WiisioR.

[0041]  AJSALDLAR S B4l 8 1, Pk — MR B, 40, mi s S PiiA K CDR
MG DS S PAR B B RE R AR X AR RE T AR X B 22 N BB W] AR AR B R AR e bk
o3 B PR E BORYE T A4

[0042]  ABLAAFEIR H gk “ TREACTE” CLuw NBT 5L PR 0 I 7 AR e P N AR ) e R
INERIIBLR . AEZ TS, B N B REIE PR R oA AU B AL R SR AR RS A
JRETHE ) W SR R AR T 40 B R /D B R . 12 S A/ SRS B R S R AT N A BTR I
NPUAE, %/ BUOA] FH T8 70 W N PUAR I 2428 o Green %% Nature Genet. 7 :13(1994),
Lonberg %5 Nature368 :856 (1994) F1 Taylor £ Int. Immun. 6 :579 (1994) Hii& T MEEFE A
WP RIS AN BRI 71 584 NBUARIE W] CLRT DR Bl g (A i s, DL R W 1R 8 Je 7
K (phagedisplay technology) AT 4%, T 1K e 77 VA N A 40 . #an, 2 I
McCafferty 25 Nature 348 :552-553 (1990) MK H R Ho 2 AL 5 10 fo s BR8  n] AR X JE A
FErh ARSI & NPUR S B o TR 712 B iR ] 22 X 5 (R R HE 2R P e [ 42 22 4R 03
PRI 3 B BR EEAIME B TS AL, R S 7 DA W e Aok R 1T i Shse MEBTIAR A B
[0043] PRI Ay 2 AR A0RE A0 75 Wik B AR5 R 28 1 55 1 DNA 45 UL, 25 Thifh D Re R M L B ie &
SPEE PGSR I X LRy M BRI R R . R VA, BRI, T B 40 i it R
Mo AT LA 2 B 2 SE R 1 14 R s, X 253, BT 28 WAFI U Johnson Al Chiswell, Current
Opinionin Structural Biology3 :5564-571(1993) .

[0044] LW LLAHARSME AL B 4l i A N itk 2 D3EE LR 5,567, 610 i1 5, 229, 275,
BHA LG NMESHE .

[0045] YR YT SRS HUARES 5 70 I AT B0 7 i FH I 8RR A T Huak s 43, BRI Pt R slibith
B B FE AT H TR I R . 1T I S S LR LR B 2

N N AN S N RN S L N Sl N K A N R | B
AR T AL 2

[00461 2 Wi5lE — Al SHUAARE 7 B, Brak sy ik v BEsOW v B s &t A, Honl i i e
P AL B PUR 4 M A T e Wb 194 TR T R A B2 IR AR, (B R T,
SEPEFINL B Yk (IS AR - BErMER A, EH, 2t & sl TR L3R
Hfg (MRT) ()7 7R 5@ (o, W7 ) . 2B LR 6, 331, 1756 AFF T MRI HR
FL5 MRT BEEFN A W BRI H &, B A SCa I NE NS 2%, L, 2 Wik B U Pk
[FIRE 2%, F TR A% BB R R 9 etk G40 o0 T FBCS T 4 s P 58 7 In 48t
Ry, S T I S A B T 45 6 Fmid 38 710 2 R A 38 KR R T I
o BT FETT LR -G N 2 2, 22 8 sl e HoA B i 2 A AR i s 47 AR I 8%, T
N mERT A TEEER, Bl 4 —EEER (EDTA) « W &2 =& T &18 (DTPA) .
R, 0, e, — - GREIERUIR, P (polyoxime) F LA H FiZ H R LIEEH] .
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P AR HEAL 220 BE A0 S IR PR R T . BG4 R BRI 5 Pk 7 1), B HLA
o35 [ N g /D B R M KEE AR/ BRI A IR R B S Hi AR AHIE . Hawthorne ({36 H &
) 4, 824, 659 ( 44 K “Antibody Conjuates”, 1989 4F 4 H 25 H /A ) #iiR 7 H TH 845
Stk & Ie, BAE IR, FEEFRHL B TR TR A ARSI A E R S
% R AE A NS B E AR GRS —KEEE N 60 ~ 4, 000keV [FE Wi PE R A7 2, 40T,
1311 , 1231 , 1241 , 62CU, 64CU., ISF, 11111’1, 67Ga, 68Ga, gngC, 94mTC, HC, 13N, 150’ 76BI' #@ﬂﬂ ;J:)‘J—iﬁrj.ﬁﬁ,f% E,(J
2— 3L -DTPA Je Ho— F IR IR . 4 5 AR R BT — AR I, AH R 255,
2 SRR SR dn s, BAEL B S IIE R T MRT. KFREEA57) 40 NOTA, DOTA A1 TETA 3
T2 P& @ R YE SR BeRr AR 43 B K AL RV O A% 2 . Tl i U
G & E IR/ DT S AR R E M A BB E G B 6. AR ORE TRES S
1% WA T RATT [ *°RA LB ARV G 2B W R IR SR 1k

[0047] B2 EWEPUARR Y S5 IRTT RISGE BRI A . 12 Wil T R O 1 sk ARk
SPERIPR G & ) Can A TR YR g, vH R LI W W Z RO B0 ), 18U PE bR
WY LRSS v, B, o BB FEUER TR FALE.

[0048]  FKIAEMIE AL TEME E41 M P RIS DNA 731 18, M RK KL E T
FRAA A BT T 1A B 1, A2 — e e R R Y oA R g 1 R S TR Y e R
o PTRIERBERR N “HRAEMEERE T A ot

[0049]  FEAfH W] LT & ba P 28 PR B R IR 80 1R 1) B A 4 M BSC LA 40 P o iR IR
A5 A0S L Jor A 0 i A A M, G 40 R P BT LB A4 B DL R B S R s, L U S it
T LR TR AE DM g A0 Gt ik sl S R A L m R SR R . 8 VLB e B
0 Mo B 45 BE TR AN L, 4 SP2/0 i B NSO il g, LA 6 R UPAE (CHO) 40 g 222 J8 4
Mo Z R e m P RIAUARIH L L4, A41H 5, PER. C6 [RIFERRAIIE H 3Kk
mAb K H B RS E A, XA MR AT TW0 0063403A2 71, H 55 HIm FLah 4 e & , 40 CHO.
COS. Vero Hela. BHK HI SP2— 40 il RAHEL T fill o5 i T 2 ~ 200 {5 A HE AR BAEM
(1) 595 ZR G0 R o 2 2 IR Bl A G G FH T 46 58 4 N BidA o

[0050] G AS U B 5 B A FH I, RB B E G & AR EAFI S WPUR - 45601, W
AN Z AN A AH R BAS R e PR O AH R BAS R B S B AR s b iR v BOAHIE 2. G SR )
M BoR T PG A HA 2 DR A PR SR I 2SR B A B, BB A
=Mz, PLARGEANZ N RN H SPURNE G2 EAHE/EN, it
BT g EPURRISEM ) R et SR T — DN PuikR G E E R 45 G 2 /D HR sGRAL B,
BRE R, BURE S, =tk 2. AT g S RARPUE, a0, TeG, &2 M,
AR L BA I 2560 (R R e R, RO L S — R4 & R, Z2MEE
W BA X R AR — AN S A AL A S S — AR, W W B A AT S AR SR
RN 5 AL s R e Be iR . BURRG & AL AN PR , AN RIBUAR 2) B
[FIHUA o 1 2 N85 DL 2 A B2 R S M R 2 o PUARRIG 8] b n A& Bk s ik i B
FETT o & T PTG 8 B W7 0 B SE B ALRE S e 550 ( “Pidhk — S i 5nde
G EE”) MEERE (D - FRIUEREGEAD”) . — UL E R O REZIR
(RNase) , Y1k N #E2H RNase.

[0051]  ZHf e UEDLARSE BERII 55 22 /DA B AR S5 04 (R BE AT, 91 1, P AS B IR,

13
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ARTFIBTE A AR ERAL, BCEPURR / Bibt Rl sk AL 25 A iibiik. — MRER N
XT B 4HRE, T 40, B BG40 M, R 40 ORI IE R 4 BT IR BR AL o5 —MRe e PR TR A X AH [
YIS AY ERAS[FIFR , o B— 40 E A CD20, CD19, CD21, CD23, D46, CDSO, HLA-DR, CD74
MICD22. 25k, ZMMPLAM S HA 2 T DEE0 AL HITR S G461 A ARy
et i, XU PUE, AN A m s — MR RV 5 — S A RS PR X
A8

[0052] XUt DA A RIS 455 W B AN R S5 0 (R REAL IR P« RURF e DA (bsAb)
FOXCRs e P iR B (bsFab) B 22 /b—ANRE k456, 94 B 40, T 4019, B 8840 i, K
S B RH T K 40 Mo 48 B b B B R AT RS R 22 2 B — AN e MR 5 6 R B I 1 485 R VR T R BR
WO GME . PG - TRRE & 2 M R Ea EE . — 0, X
RS PEBUR RS B 2 BRI, AR, 0 a0 HoA XS — BB R R RSG5 5 A R scFy ATLE
AHEXT S R PR B GEA AL S Fab fr B 785 — B, XURE e bk fl & S E 2
A, AL B A B — P PR R A A A TG LA BN S R R IR A 4
EAL RIS scFve,
[0053] AL (caninized) BiAEAL (felinized) Bk 2 H p UMz (B —4)
Fl) BRSO RE B AN OE X AME G 304 (B — R ) Sz sk i 1 I S AR n] AR B 4y
RS 2 R B I S e Bk R A A AR X W S R

[0054]  FKEBFERMPUIL, 4=, 457, (L F, 5858, “EIFE, LAY « TEARIE IR S
HEP, ZXERS,

[0055]  EAELFEVEA BB o I B2 R, /N LG B, WK R, & B, KR
S 2B AR, K T AR R Esh e . AEARIE RSty Z2rh, B2 REO -
[oo56] 3. fLfEHR A APALAT A BT IARTLE P9 10 5 5 BB AR IR il 2%

[0057]  Hya[EHLiA MAb) S &1 Ay 2 HLR 13 — RBP4 HAzpi s HE — 2k
BB IR &5 G AL A — R IR M o A 5 BRI RAL S5 G o BT XTI 7 P B 1 6 14
BN v B DR ] AR ST AR N 52 CL ) vE SR A . 9, 22 W, Kohler F Milstein,
Nature 256 :495(1975), fllColigan %% (eds. ), CURRENT PROTOCOLS IN IMMUNOLOGY, VOL. 1,
2.5.1-2.6.7 T4 (John Wiley&Sons 1991) [ 7 F LH “Coligan” ], fai &2, B0 PR
il £ AT LU ik FH AL & BRI AL -G53 5 /0 B 18 T BRI VA A ot 28 8 P A ™ AL A7 AE , B
AT B— IR CL A0, Flf B— bk O 40 B R i e 40 Mk ) 28 A AT R, v P A AT IR, B AR R
XTI IR BT R BB R BH 4 v, 35 983%™ AR E T B B S5 B A4 (1) v [, R A AT 98 435 9%
Yo B hiA

[0058] W] K FH £ Fif O R4 R 71K Ty vk N AT IR B IR 4y B R 44k MAb. TR 43
Ty AHEAL A ER IR R B () S R JE AT, RN HERH JZ A B 7 AS e 2 . B, 2
Il Coligan 2.7.1-2.7.12 WL A1 2.9.1-2.9.3 T, [6 £, Z Ul Baines 2, “Purification
of Immunoglobulin G(IgG)”METHODS IN MOLECULAR BIOLOGY, VOL. 10,79-104 71 (The
Humana Press, Inc. 1992) ,

[0059]  FE&F AT G5 R BT AR 4 A2 B i, mT B AR g AT I 7 3 bl S A BRI AT
o RPUAEABLA F B NS ER A Ak A2 AS SIS AR N 2 B BN 2, 470> BB b
e XA I /D B A BRI AR ] AR R R 2 A AR X A, AR R AE G420 B A
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BRI R NS BR SR N TT o) 28 A VRAL B SR BT . R BN TRAL B ST BE TR IR oA il 23 1R Y
WEG T 5 U DX G g5 J PR A DG PR o A il

[0060]  BE [ B Ay BR AT (AT AR X I — M VA A T, W1 Orlandi % Proc. NAT'L Acad.
SCI USA 86 :3833(1989) 1, ¥ A A NMENSH . MEIKEGDUEM T2 AR A
NIRBFN . 5140, Leung 5, Hybridoma 13 :469(1994) FI& T AlAl T 4nAe] 18 i 44 4w b5 LL2
BoygBEPUA, —FPH —CD22 HLAAIR) Ve F1V, X[ DNA J741, 43 5 N K Fil TG a2 X 4]
Ml & LL2 A5 7R ZHEARAIEHRE T LL2 BRER w4 X, Ve F vy, % B MR 7
Fl)o 145 NJEAL MAD (977 V54838 T, W1 Jones 2%, Na ture 321 :522(1986) , Riechmann 4§,
Nature332 :323(1988) , Verhoeyen 2%, Science 239 :1534(1988), Carter Z&, Proc. NAT’ L
Acadd. SCT USA 89 :4285(1992), Sandhu, Crit. Rev. Biotech. 12 :437 (1992) , 1 Singer %
J. Immun. 150 :2844 (1993) , K Bk G —3CH 5 I NMEN 7% .

[0061] 4 TiZ%H I, AR REGR T A 5 CD74 HUR 454 IF 08 H T2 Wi ya 7 5 v Rk
NIEACFINTUAE S 7 B NIRAHUATIHUA B BoRlikR T4 4 “$i —CD20 HLiaFLFl & &
R AT 7797 19, AREE S 18733/1073 136 [ fm i Hid , 38 EIi i H1i % 60/356, 132,
2 [ 1l i B 60/416, 232 AL HE A 325 18733/1155 1 shMN-14 ik, fu1 2 JF T35 [H
WE 5 .5, 874,540 HP AR R, HAE T1T 250 - I Pt Buik (BL —CEA HiLfk ) Mu-9 Bt
7 TS E HE S . 10/116, 116 H [ B8 LE 3T 7k SAFP Hr ik, w028 I+ 22 W i B i
60/399, 707 [FIABLEHTIR sPAMA LIk, WA TF T4 0 “ B ra PR 13 I I H, AREEA
5 18733/1102 AR LEHTA sRST HUiA, WA T3 E I i 60/360, 229 H 1R LEHT
A HICD22 Hidk, WA TF T2 E & H) 5, 789, 554 F1 6, 187, 287 FZE [H Hi 09/741, 843 Fll
09/988, 013 H AL LEH 1A, BRSO AT I MAAE N S5 .

[0062] kA HLARE A CREE B — MY, imk A S HUAER) COR KR 2 X, 5L
T4 4y, RMEE X, 5 A APUARRIEAE AR, B, A 5w hrikod @t
H— A EZ AR A FR B H#ulix & mAb 142X i) FR 19741 1 7 V500 T A J5Ak . HoAdkh,
W/ B CDR M/ BR AR FEBR R A I BRI R v AR B 5 B 2 N BUAR I AR R T AR X o PR A /)
i, CDR fa] L6 #8 22 A FROEH & S EHUASERU) B FRAREE 28 0%, #on] B 75 E RS 1S LA
W RPTARRI IR IEEA )y XA B DK FR X A — AN B Z N el AR A% L AT
B N T R4 BN FER AT R 45 628 R0 ) BTR R 7712k S . 9, 23 0L Tempest 55
Biotechnology 9 :266(1991) Fll Verhoeyen 2§ Science 239 :1534 (1988) . 4, AJEAL, ik
A0 Mab #1555 S5 1t 26 A7 (R 6 AT T Al A e CDR AU A% 1T A5 185 T, M 45 20 1) 8 e A4k ]
7R SR AR BTSSR ) Mab %8 s A R 208 o 9, 22 D W00029584A1

[0063] il & A B (FIHT AR g — Pl 7 0o il ok AR 2% JE R ) 4k & IO L P ol % . lan,
I, Colman, A. , Biochem. Soc. Symp. ,63 :141-147, 1998 ;3£ [H & H| 5, 827, 690, ¥t — & 0 ft
BIGINERS T o il 55 AL S g i BT S 2 BR a3 SRR RE I DNA Jy BT 994 DNA 74
FEAR . FiZ DNA v B sl 2 A 3 UL A FLBh ) b Bz 4l e b RIS 1) A 31 IR A1 G 3Rk 2 ik
e SRR, (HABR T, >k B %, BEEFIAREE SR AR, B o - FLEREE R EER, 40
B - RS A AN RFERE AZRE A3 T Pk, fiA R BAEL 3 5k AL
i — R S MR R Y RV RV e Az . LR T SR IR P R A7 s A AR E T4 .
RIB G 2 SR T FLBh W OF BRI AZ B, AR 5 DR R A 22 W 1k 2 PR I - 8 Y Al 2 2
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Ho. MG, H Southern 73 itk 7 INAZ R A LRI+ 4. 8 T 2IPLIE, LT E
RIS Rl — 25 T AH R 40 M rp [T R 2K o SR A LB 0 N IR B v B 352 27 07 V25 43 BTk 1B 2 ik
ERTE P ) ) ) LI P LA B LA Fr BERAEAE R D Re 1t o AT SR ARSIk O 20 BRI AR v T 5 EL
¥R N

[0064] AR EHHIER AP, BT, H T 5 NI, & BUAPT -CD74 LR BEG 1R IT A
HL —CD7T4MAb B IL & AFiAA, tndt —CD22, Hi —CD19, it —CD23, it —CD20 BiHi —CD21Mab, 7] 3%
HERENEEE - A3 . Hl, 2 W Mendez 2% Nature Genetics, 15 :146—-156 (1997) ;
EELHT 5,633, 425, HAEWGIANENSF .. B, APUAERT WEA A2k F 5 R R
(R PR B P [ o 38 e KT P R A e R A R BE DRI NN S B Bkl 1 2 TR P 1%/ B
B R G NPEA . N e Bk AR AR B2k HA B KRB AL X B, H AL L
P NFERAL 0. 2% o AR OREEFE RS IR BEEE 7 A2 R PUAR I, D2 KR 70 N B BEAAR
FEILR RE /DN IR o IR 73 A5k SE i, THIRE R & 1 URD R A 8L N R
B S PR R A BE AL R ) % BN T3 4K (YAC) o RN BN AR KN KL IMb, k)
73 YAC 75 B A e Bk S R e B 5 BRI (R 2 o R P R YAC, — i B B B e 1 —
Pl A RS IR B, 28 FH 5 YAC— M BEIK ZF 5/ UG 40 B R B2 23 ) F NN AR5
VIR T 40 B ve B AR S A/ BRUTRI . AR PR 48 0P R AR T YAC 1 BE J) i ik 25 A5 21 (1)
kA HEE AR R H 5 U AR SR I B AT Bl . BRI R R, — A
N EERESE DR R T e 3 N R SE AT R, 7 A w7 B 8 T A e N BRI AR

[0065] B Ay 3BT i o) £ XU S ME mAb F 75 VARG T REAL 2 mAb, S A 5 B 2k =
P Bk Jake DA T 4743 L AT TBG LG 18 1) Sy Bk B 1 [RIPp Baik o 91 2, 23 WL FitzGerald 5§ Protein
Eng. 10 (10) :1221-1225,1997. 55— VAR EFE WA BLEZ DA R B FURBHUR A BLR
AARTFERE RN TR EAm S E . W, 20 Coloma % NatureBiotech. 15 :
159-163, 1997, H A4+ TR HI & Z M0 G E A . —FE R, SR 7
PURRLG & E 2 AN, A5, ) a0 B B — R IR B B A 25567 i (1) seFv LR X
9 R HUR I SN G S AL R ) Fab B 85— B, XU R DU RS S 2 0,
A5, A B E X — BB R T AN G5 G AL s IR TeG LB B4 28 — M i A 45 54
RIS scFv.,

[0066] T M AN ELE A AS[R] FRRE B A BB AR I BRI RUR: 7 M Bl A 2 3 ARARLER) 77 32 il
& KA VAR TRl 2 R A R A . B, TSR B AR B S R T —CDT4
UK Fab J BOFIE B 3T —diDTPA [ scFv Il &HEH . RMIER T, 11 G6CS i scFv 5
PL -CD74 PUAR EREMITE & X AHE . 803, scFv 115 55— NPT AR R BERE 2 X AHE . &
i Fd 5 scFv HEAL PV IER T 75 (138 B IRER: 77 9128 PCR VT FA VM FVe X K5
it scFv [ DNA Jy Be i d 240 2 gmfith CHL DX [¥) DNA JP 5[] staging 34k, B Y] 45 15 3
[K) scFv—CH1 M AARSR 5 3 2 A0 5 4w i T —CD74 HUAKRY VH X ¥ DNA R4 (R4 1k . 15311
FoARTT H T Y4l B e 340, i R IEXURE R B AR Rk A S TR LB A e
[0067] 4. Hifk Bl

[0068]  PHGIRESR MR PR BTl Canmib A . ik i B BUAIPLR 45 A
i, i F(ab’ ),, Fab’ , Fab, Fv, sFv %, HEHIAN BCBHE, (HAR T T @itk s+
(18 B ABHATI S F@b) ', FBL A EE F(ab) ', B BER i Bk Je i 7= 2R 1
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Fab' FBt. S, n[f% Fab’' RIELE (Huse 2% 1989, Scienc e,246 :1274-1281) LUf#
PR THORN ] {58 1 2 0 B P iR e MR SR e B Fab' B AR ARSI RIPLA B B
[0069]  Hi4% Fv 43+ (scFv) f4E VL X R VH X VL I VH X BCA TE OB 45 647 5. 3X
AR — 2 IR E R 7 (L) LR, R VL X2 scFv 73 1 N- 3 & 43 WK scFy
5y 138 R VL-L-VH, s 2 VH X 52 scFv 73 - i N= S & 43 W 3R 75 8 VH-L-VL.  H Tl
2% scPv 73 F M 18 B I IKIE B 7 7B RR T 36 1B £ 8] 5 4, 704, 692, 36 H £ 4 5
4,946, 778, R. Raag FI M. Whitlow, “SINGLE Chain FVS.” FASEBVol 9 :73-80(1995) #N
R.E.Bird 1 B.W. Walker, ”Single Chainantibody Variable Regions,” TIBTECH, Vol 9 :
132-137(1991) . RESHE A/ GIAMEN S,

[0070]  HifA fy B nl i A K HT A 8 B /K i sl i A8 KA B B 5y — 18 T R A R i
JITads v B FR) DNA T 25 o AT R FH 8 R 77 VA S B AR S EE B 2R AR 4 KT AR T 3R A5 BT
B Bl prik v BOal ik A a BB A R D UIA T AR R 7R F (ab” ), 1 5S Jy
BT o 1207 BOS R FH SR FEIE B, FORT AT 1 T Fh s e 10 At i 7= A= 1R 3R 55 1) BHL
Wik — 20 g, L4 3,68 Fab' B Br. B, IR JINER [ B 2R L AE ik
PIAS A Fab 7 BORl Fe i Beo 1Z8ET7 548 T, B, Goldenberg, SE L4 5 4, 036, 945
A4, 331, 647 MU AP REE 225 30, i LM a5 ANAME NS %, ieT] 20
NISONOFF %4 Arch Biochem. Biophys. 89 :230(1960) ;Porter, Biochem. J73 :119(1959),
Edelman Z& METHODS IN ENZYMOLOGYVOL. 1,422 T+ (Academic Press 1967),fll Coligan
2.8.1-" 2.8.10 F1 2.10.-2.10.4 11

[0071] itk B o — T2 e g b B A B AN phE X ) (CDR) K. CDR 2 Hi 4 i) 7] A2
DX B, AR 250 b 5Pk B 256 R AL B AN HILE A8 R g 43 Hnl 48 R,
CDR A B e m 2R X . AR X AL HE =N CDR. A i i A4 72 4 s 3 7 S Hi AR 1) CDR A= A
KAAF CDR IR JIT ik 55 BRI T A ik, 191 4 4ot FH 285 W B N LA™ A= o A4 () 40 B ) RNA 5
R AR DR o B, 220 Larrick %7575 :A COMPANTON TOMETYHODS 1IN ENZYMOLOGY
2 :106 (1991) ;Courtenay—Luck, ” GeneticManipulation of B 75 [ Hi 14”7, MONOCLONAL
ANTIBODIES :PRODUCTION, ENGINEERING AND CLINICAL APPLICATION, Ritter %% (eds.),
166—-179 T (Cambridge University Press 1995) ;fH Ward %% “Genetic Manipulation
and Expression of Antibodies”, MONOCLONAL :PRINCIPLES AND APPLICATION S,Birch %%
(eds. ), 137-185 Jitf (Wiley-Liss, Inc. 1995) .

[0072] L& BIVIPUARI 7%, 404y B 5 LUE R s B 5285 - BERE A B A BRI —
B, BT, A0 2 BOB AR BOR 2 n] DA IR, U BUBe S5 4 o BB RN i P R 45

I
= o

[0073] 5. PL -CD74 ik

[0074] AR EHHT -CD74mAb 447 HAERXT CD74 PUE Ry =R 4s 5 B CDR. AR B I
P ~CDTAmAb J2 AYSAL, 4 5k mAb HLILAU 5 AT ~CDT4mAb, § LLIMAB fJ CDR AUZIEIR .
NIEAHT -CDT4 B si DA (mAb) s Bt & RPT -CDT4mAb 142 8E W] AZ[X 1] CDR, ATk
CDR 4945545 RSSQSLVHRNGNTYLH Z8JE 82 /71 () CDR1, £ 7 TVSNRFS S IR FF 51 CDR2, A
P4 SQSSHVPPT ZJEFR T F KT CDR3, BhAN, AJEALHE ~CDT4 8 5 Bt 1 sl H A AL R T ik A
R mAb 6 TR 5 X, R 78 5 T EL 4 BB ~CD74mAb [ 5% 5 X ) CDR, JIF & CDR
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A5 5 NYGVN 2 B 1% 7 41 i) CDR1, & 75 WINPNTGEPTFDDDFKG %8 =12 5 41 (1) CDR2 FlI &4
SRGKNEAWFAY ZAFEMR 41 H CDR3. JhAh, AVEAL mAb FEA IR R 3 E0OXLE mAb, L F7 Bl mAb
ZE Y RIE N LA RIS FE RGBT X CDT4 e e e, o CD74 BICA MHCTT 28m] AR%E, Ti, HAE
4009, 0 B- AN, AL MO AN 2N 4, DL A B A0 R SRR A i, AR R A
R

[0075]  FE—ANSEHET F P, AR CDT4 itk 2 & &7 WMPT -CD74 (mlL1) f EAMRIE X
(CDR) FABUAMAZLX. (FR) FIEEHEFT =5 n] 748 X ) AN UL BT -CDT4 e B A (mAb) BY
R B, Horp N5 AL mAb [R5 ] A2 X AL 66 BB —CD74mAb 42 BE W] 22X 1) CDR, fTik CDR
§5 £ RSSQSLVHRNGNTYLH % % 2 7 71 (1) CDR1, &7 TVSNRES 2L 1% 741 ¥ CDR2, Fil & A
SQSSHVPPT Z4 £ /2 f3 41 ) CDR3, 17 v A J5AL mAb F) T 5% 7] 42 [X AL E B 5T —CD74mAb FHE 7]
AR [X [¥] CDR, fITi& CDR A3.4& & NYGVN 2 2 )7 41)(¥) CDR1, ¥ A WINPNTGEPTFDDDFKG % FE /2
JEHII¥S CDR2 FIEH SRGKNEAWFAY 28 JE 1R 741 ¥y CDR3. EEANERHETT AZ X (1) i, CDR 4351 &7
T 1A R 1B o R RERTE ] AR X (R PR RT3 Ik QA b — P AKE R B mAb FR AR
AR EEIRAEAT BRI PR RO CD74 (Ry S ko SRR, 5181 . 3B 1R CLLT Vk 741 1 i,
IR T AR X ) SRR TR B 2, 3,4, 46, 87 F1 100, FIE L 3A (¥ cLL1 VH /741 ¥ B FEHE R A2 X 11
FILBRILIE 5,37, 38,46, 68,91 A1 93 %[ (15K [ il mAb 19— A5 A5 5 MRS R AT (R4
FE AL BT ~CDT4 [N FR Ho AR AR FERE S

[0076]  FEARIERISLHE T o, A& . 4A BIERETT AR X AN . 4B A BT AR X A IR
WPT —CD74mAb AJEAL LLT (WLL1) sH 7 BOH] T AR 90 e i 75 o S HL A, AJRAL
P -CDT4mAb B B & A BRI R RN B R 2 X s AL oy o IR, AR SCATHE IR I AT
—Fft NJEAL T -CD74mAb s H BEI A S AL ST ~CD74mAb s H BERT LU A AL TgGlo
[0077]  EAR NJSAL BT —CDT4mAb 2 AL 16 1, A & B3 4045 ik 5 P —CD74 (cCD74) mAb BY
HR B, fE—A Sl 7 b, A1 -CD74 (cCDT4) Hag BEPLIAR. (mAb) sIL F BL AL TS
P ~CDTAmAb [ B n] AR X, T3 e i ] A2 X 45 547 RSSQSLVHRNGNTYLH 28 2 16 7 41 )
CDR1, & TVSNRFS ZZEFL FP 41 ) CDR2, M1 SQSSHVPPT 2 5E /2 > 41 i) CDR3. 1155 — 5K
W7 Z AT —CD74 B 5w EPUREIL A BOEAE DT —CD74mAb Y EERE R AR X, ik i
AJ AR X AL RS 5 NYGVN 225 B2 /7 471 [¥) CDR1, %7 WINPNTGEPTFDDDFKG 22 2% 2 /7 471 [¥) CDR2
R4 SRGKNEAWFAY SUSER ¥4 CDR3. 75 53— 34 M J5 i, kA9t ~CDT4mAb £ 55 547
FLAT ~CD74mAb [ ELAR g€ X (CDR) A1 ELHT ~CDT4mAb FRIFA SIS (FR) A% BERI 55T 42 X
RO P IR 32 B A0 B 1 52 X, L AP i mAb [ R 7T 28 IX (L4 LT —CD74mAb 2 ] 28
[X_[¥) CDR, fTi& CDR 57 RSSQSLVHRNGNTYLH 2 52 741 (1) CDR1, 3545 TVSNRFS 2 Fk iR
FEFIT CDR2, #1457 SQSSHVPPT 28 H5E 2 FE 41 i CDR3, I H AL r ik ik & mAb () BB A 48 [X
£ BP0 ~CD74mAb EE4E T A5 [X 1) CDR, FTi& CDR ALFE 4 A NYGUN 24 55 1% /541 i) CDRL, &4
WINPNTGEPTFDDDFKG 24 FE 2 /3> 41 ] CDR2 H15 7 SRGKNEAWFAY 24 FEIR 741 1¥) CDR3. 1% 1)
kA BT ~CDT4mAb B F BB I . 2A IR BB ] AR X AN . 2B R n] AR X,

[0078] A %% Wi A0 $5 A Ht -CD74 (huCD74) # 5¢ % T /& (mAb) s A B, H A& A
PL-CD74mAb FEHE R AL X, Py i e i ] 22 X AL 15 35 47 RSSQSLVHRNGNTYLH Z 5 2 /- 411 1) CDRIL,
A4 TVSNRFS S8 L/ 741 It CDR2, M1 &4 SQSSHVPPT 48 JE 18 % 41) 1] CDR3. 4, i A3 A
PL-CD74 (huCD74) FIEFETIE (nAb) BEL B FLAL S Brid A mAb (Y S B n] 42X, Pr ik gk
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AJ AR X AL R BT —CD74mAb FHE W] A7 [X [¥] CDR, ik CDR 446 A NYGYN 2 L 12 )7 41) 1] CDR1,
4745 WINPNTGEPTEDDDFKG 28 J5 % /5 471 () CDR2 FHr 45 SRGKNEAWFAY S %741 1¢) CDR3. 5
DL, A BH 2 FF T A8 NPT AA A e A a0 ] A IXORTE 52 (X AP —CD 74 (huCD74)
B B (mAb) BR 2L B B, MR AL -CD74mAb % BE T A [X [¥) huCD7ACDR £ $E &
#H RSSQSLVHRNGNTYLH %, 3% [ J¥ #1) If] CDR1, 2 45 TVSNRFS 24 % /% J 41 (19 CDR2, 1 & A
SQSSHVPPT 28 2% /% /7 #1) 1) CDR3, H H H: A A mAb ()8 55 7] 247 X A4 Flt —-CD74mAb HHE 0] 4R
[X [¥] CDR, FTik CDR 45515 NYGVN & B2 /741 [¥) CDR1, 545 WINPNTGEPTFDDDFKG 2 R P
41)f) CDR2 14545 SRGKNEAWFAY 22 JEM8: /7 41) i) CDR3.

[0079] AR BHHREAS Ak & BN IEAL BT —CD74mAb Ak 72 TG, Horp i g X LIt & A
IgG1L,fH TgGl W43 AR N TeGI. ik A TeGl BAUEAL TgGle REHIHE, AJs4L CD74mAb, hLL1,
FAKBAN 161 WITEZ X AREEX . LIEHL, k& F1 A LLImAb 35876 41 [F (1948 2 X F1 4
BEDC o BRI, PTHAT IS LAE N TeG2a. 1gG3 8 1gG4 WY ATEE X B #t TeGl HITHE X .
[0080] A BIILVE B R Pt —CD74 i va BT A4 s iy B, A 3 WPt —CD74mAb 285w 42
[X ] CDR, JiT &% CDR £ 4% & RSSQSLVHRNGNTYLH 2 JE 1% FE 41 () CDR1, ¥4 TVSNRFS 2 JE &
JF A1) CDR2, M1 257 SQSSHVPPT 24 2 /7> 41 1) CDR3, Bt 4%, R HT —CD74 . va B iR sl 5 fy
B, A& bt -CD74mAb HE#E W] AR [X [¥) CDR, firid CDR 4% & 43 NYGVN Z & R /7 41 ¥ CDR1,
4745 WINPNTGEPTEDDDFKG 28 J5 /% /5 471 () CDR2 FH4r 45 SRGKNEAWFAY S %741 1#) CDR3. 5H
ek, PT -CD74 B EHUA B i B & bt —CD74 (mLL1) B E Mg E X (CDR) B
PL-CD74 LA A AL X (FR) , Horp ik i mAb [¥) 52 58 7] 22 [X A9 45 % 45 RSSQSLVHRNGNTYLH
IR 7 51 ¥ CDR1, & 7 TVSNRFS & %5 1R /7 41| i) CDR2, F1 & 45 SQSSHVPPT 4 2 & ¥ %1
[¥) CDR3, & H:vh pr ik §1 mAb 1 5 & W] 2% X A9 16 % 3 NYGVN & 2% 1R )7 41 1Y) CDR1, & A
WINPNTGEPTFDDDFKG 28 351 /5 41) (1] CDR2 FII 445 SRGKNEAWFAY 28502741 [#) CDR3.

[0081] A EHEIEEA N B E  AJRALEC R PT —CDT4mAb By BUY BT 2 /b — R N iy
ML EPUR, CDT4 KR Ls SRR, H 5 CD-74 45 &4k J A AT B CDT4 N
Prik el BeBAWT s g S 2 1 Raji Wh LR 40 e N AEAL s AT 5 B 55 1gGL mAb
(1) Fe Rk i L =BT g 28 e s S A e 2 Raji @B T,

[0082] Ak ABAIEALHT —-CD74mAb 1) 7 BERT BL& B, 42 F(ab’ ) ,. Fab. scFv. Fv
8¢ F(ab’ ), Fab. scFv 8 Fv {373 Bl R BE R ERE R Al A M ik . S Tk i B
5 CD74 L.

[0083] 6. ZEFFIEFZ A IPiLIA

[o084]  FHT-BR-EIGITHIBL —CD74 Pidg, LA LI e R AFR: MR PiAE, ATk, is
A4 2 U (B8 E D — AN CDT4 AT BRI 45 SN 22— %) CD74
TR ES —PUR A A AL MENHUE (RS X RIRA BEUR I 21456
B a50) s BOZBUATT [FIN B 20 A 2 0 7 1

[0085] Ak BHALIE I HUIARL G & A B FE A SO iR i AJsAL ik & ABCR BT —CD74mAb 2%,
HABIPABZ A Fv, B Fab’ o B0AN, 55— ARIE BT AR R -G o8 A3 A SOl i AU
ik A NBCE BT —CDT4mAb BRI 7 B — A ERZ AN Fyv, 8 Fab' , fl— ek ANk B 55 4b
YUK Fv 8k Fab’ , BTI& 55 4M BT ARRE S PR A 5 — R, BTid 75 — B 2 oA % s 40 g ks
O S, BRI RE 40 AR 0 A 2 CDT4 B, Ik CD74 MI4I ik, 0, FH Ti897
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B 4 M R 35 B B 40 I S EHTE, 0 €D 19, CD20 B CD22 MR bRICY) (LA & S EUH:
RGN M e CDT4 P4 Y, a0 FEFR I Th Y S100 550 b Ak, s 40 B bR id 4 mT L2
1% B HLA-DR, CD30, CD33, CD52MUCL F1 TAC F3E -B 40 Mo 5% b i

[0086]  AS BHIEFRLL T XU et 8 2 5 e ML, FLrp AR BT —CD74mAbs B v Bt
s BT RS 81 06 T S PR R e o 802 PR 40 IO AR 1240 S e PR 0 AR AR SR i )
A7 BV BB ARV T (A T BT DU BB v B AR B I XK S PR RN 2 o e
AR IE H T95 3 2 s ) B0E BRI 7, Horp XURE = ML ik Bl 22 /b — Pl X
HEEY) BT R A R IR e, R 2D — B R CD74 (HLA  TT R ARRE (11D, WAl
T 1999 £ 5 A 19 HHY, 4 K “Theraputic Usinga Bispecific antibody” FJ3EHE 415
09/314, 135 ( HAICHIAMAE N 275 ) Fritihin) ) e it

[0087] AR HIEIREE T & 20— AMr e M 456 80 8 4 bR id Y I 4 XA & /b — i
MRS G AL I AP B S5 6 DBV S PE DR BT AA i B BITIl W] A8 1n] 45
Y aFE A Bl 2 D — AN XUR DU B BTAR i B A D — AN G5 X BT R R A
BARE T

[o088] Wi Fl £ M E AL 7Ll LIRXUR e EBUR BT A B

[0089] AR BHHIEES KRBT -CD74 ZMPifk. 2 A HEAT &5 & & A B R A 28 — R e
CAZIRHTAE . B 2B IE T AR EREE T - FEX RIS SRR
HARBE AR XS — AN RARE Py 0o B A2 IR E T A Bk A - FE X,
DLtk 2 e 2R AR [ ERE P AR X 58 AN 55 By 0 1o BEANEE—RIEE AN BBk Py 4> FIE K
BT GG R T 2R — RS AN B BRER O - FER A T BB — 7 &5 07 A

[0090]  HA VL-L-VH 4 8Y, o L 2811 5§55 Fv 43+, W] 55— HA VL-L-VH f4 2Y
[FIEREE By 0 FIE LUB R — W BP0, 25— scFv [ VL X HIEE = A scFy
Gy VH R BRE LAE A RAL S &, T — A seFy 1) VH RIS = A scFv 431 VL [X.
HEr LA B e AL 25 B A

[0091] AU BHI) Iy — L7 %872 CD74 XURE s, e e 88 iy 2 A T, HoA 2 LA Ik
H MG B = G5 G AL s PR A e B TR BE , e A~ g5 & A sl B — AR ISR A T
5 A HA XA & IFIE T 8otk m AR 2 WorI A / 8GRI Rt g Ay . ik,
SES R A TS A M CD20 G547 SUAT—AN CD22 4547 o XU, = A 80 [ 715 A P A
ANFEH scFy, —A scFv AEF AR B S — NS BEEER T 5 5 —HUAm VL KAHZER Pk
1) VH X, 1058 A scPv B & AR AR — NS HBEIER T 5 5 —PuR R VH X AHE Pk
(%) VL X o A\ VH FI VL X il 48 2 0 16, 2008 5 e il ) ) b4 i 1 72 1 32 B4 74 1) DNA
JEORLA B B e A VH X (VH- 88 ) 80584 VL X (VL- 4% ) DAMER 240 R 2 e 7 1
(R F A]E I —AN VH BT —> VL BERHESLAN A 1 il 25 10 7 SR . i an, A3 =4y, =
R S MEARGR), VH- B8 H = A VH X 25 IR 7 SR i B> VH Xk B A AN RRE S PR $e
A, HH 22 PR R IR R 3 A, T VL 0K i BN VL X4, 5 T VH BE R AHABLR)
IR FAHIE . BUABURI VH R VL X BLR - ~PAT BB S, AR BH A i 77 25 LA
55 VHBEP I VH DOAH SO HEZ IR VL BE A 1 VH X .

[0092] 6. XHifk, =HriaFaPUHTiA

[0093] AR HHIHL —CD74 PifRid w] FH T+l & D Re 1 BURs ¢ e S REBLIE (bscAb) , KA

20



CON 102174108 A WO P 14/30 T

ML, BT A8 4 7 A L 4l B b i A5 o T, 2 I Mack 5§ Proc. Natl. ACAD.
SCI. ,92 :7021-7025, 1995, 5| N, Hltn, il it 4 Ha M - LR RIER TIEREW S 94t Py
FrBOR) 4 77155145 bscAb . FFFRAE PCR 777543 B AN T 75 S P4 V 3285 (VL) 1V
FHE (VH) X ARG 3R H & 2SR VL AT VH cDNA JE 432 M T 76 4 25 fil& PCR 1 Ji S0
JrBe B PCRABIEF AN (Gly,—Ser) ; ¥, M — P& VL I VH I 1. AR5
AR T R R A PSR — AR TR e R ey
W AT R AT . BRI bscAb FTBE T TR R B R B AT . DhBErEE A
JOT 11 2 08 RT3 a2 A e b T R O SR PR T AT o SR P A AU V2 1 A LR
MERLG O . AR M PR USRSl B T AR BRI .

[0094] 511, NJ5Ak, k& BN BT —CD74 5 REHUAR AT FH T 2 B R e ML AR, =i
(S AV 7 N e 2 SO N Y VB 7 R ik = T e SR SO E 71 W S N i = e =y
A7 s PR HG 0, R S 4 1K) 236 R0 T 38 0 5 R BT 7 A6 ML B B A BN TR] o X T XL
A, AT AL 22 A 20 TR BR B A5 3 MR A RAL CD74 mAb [ Vy 22 Ik 5 A YE4L CD74mAb K]
V, ZIRAHE RN A8 BB G NURAL CDT4 RUBTA . 78 =B iE ol T, 48 A
AL A TR AJ5AL CD74mAb 18]V, Z2 BK5 U4k CDT4mAb 1) Vr 22 JRAHIE B 1K = 25 B
R =57 2 —> hCDT4 =Hifk,

[0095]  AXSCHEIA I AT R ) fe 2 FH 3 A TR i CD74 BH P4 g AR B i e 1k 025 12 W
PESRIRIT o XL XU BT IEBEPE 1 5 58 2 PR 45 A 66 7= A5 SR 88 0 HLAE B T 4 B
KA TE B A, ToB s 45 A (0 0T PR ] 45 PR Id D 1 P 3 ik ELHE 1755 41 2R ) 2 R o A
IME o S IIFRIFE YT T B R 2%, 299, T, R, B, B, SR, A KR
ZEW, R E . i, TSRS RD M4ELE 8. U PR 25 1 5L 4
7[133 225AC, 18F, GSGa, 67Ga, QOY’ SGY, lllln’ 1311 , 1251 , 1231 , gngC, 94mTC, 186Re, 188Re, 177LU., 62CU., 64CU., 67CU.,
?°Bi, *Bi, P, ''C, N, °0, “Br, Fl At HE U ML E ] FAE S WIS T ), U
e VR W I RE 2 60 ~ 4, 000keV FAMEIRIT HIMBER K 60 ~ 700 [FBUHHEZ % .
[o096] 81 A ik ok, B A XUKE = M09 D AR WL /& (FR A tandab) B O 48 4 i &
(Cochlovius Z& Cancer Research (2000)60 :4336-4341) » XUFr 5 tandab 2P MHIE £
SR =289, A Z IR E P AS RIP R B DU T 78 RO S 70 256 s 1) 7 Tl i 422 1 DY
ANTTARDR (Vs Vigs Vs Vi) s FeFP SRR AN AN [RIRE 7 18 B AHIE

[0097] 7. ZEMZ MR 2R BT -CD74 Hiik

[0098]  FEAS & EBHI 5 — St 7 R 2 A Z M P~ CD74 Jrik. TlK i = iR
BN 22 55— B AN 2 IR N OR o Bl C R o BRI IR 2 R R VR BE T A B AR 25, 15 5 Ik,
AR Bl OB, A2 ) VIR, IKEE R, W MR SRR RS, IR, 4 R AR
H B E hEetE d R A . WA SO R 1Y), Shae ki B i RA A2 DhRe s .
[0099]  FE—/NSLJE T SRR, i, R, U PEAL G, B, B A E R AR, B A
), 40 IR 1 R S DhEE MR T 5 2 ¥R S IR AR S, ik E h 5 2 Mg 4
T E SRR R S Y I RE A an s B, RO, 2R, S BRI & . 2R E LG T
AT E AR, S, — RS RN, — RamE RN, = CGREIRMBL ) B, ik — Wik, &k
T IV fiz ~ 72 FE B IR W B, I — B %% . W05 20 S AR A RIE A B iz A
SRR LA &5 AR R R BRSO AR FH Y, ThRE MR A B 2= Th R 1k

21



CON 102174108 A WO P 15/30 BT

o AR IE R ThBE MR 4 He B 5.

[0100]  7EH-ESEE 77 S, KRy BT 25 58 A ) 22 1R N A IR XURs e MEBLAR ~ S 1] 1)
1e6 326 T 5 TR A 2R I AR S M U A IE BB, DA ST 28 46 77 R PR S 2 v 7 1R
Ho BEAIBITHIA] SRR M E- ARG FE RN, B AR NS — AT I 459
(R0 53 26 3 10 259076 B S5 (1020 BR P DSBS — ANl B0 ) 28 S R o 45 7 -

[o101]  FE5)—SEii 7 &b, A E E A SR GEMALE S, 2 BB E 5 201
LA EARS S . MTi%771, 2 W Ryser %5 Proc. Natl. Acad. Sci. USA, 75 :3867-3870,
1978, L E LR 4, 699, 784 KL E LR 4, 046, 722, HAC5 I NAMEN 27 . SE1L
EASBERW NS EO NS SRR EEEEN ).

[o102] 8. AJEAL, ik &R APUAEH TRy iz

[0103]  AVEAL, & N S o BB A4, B, A SCHRGIR 1Pt —CD74mAb S H8 MAD, HRAIE A4S
3 3697 T RS W 7R o R, AR B BOAS e B R N UEAL,, Tk A BT AR AR
HRRBUAAR SBE FH B O 22 oo R T A B IR IR 25 24507 &, (BN S5iR9T RIE & . e
SMREEY, ARG A RIFTIRK S CDT4 4541 NI, -4 BN CD74mAb ) 45 /1>
— Rl 52 W B0 TT FIAHIE R mAb B R BEE LA R G R B I BUR Y .

[0104]  #RHT —CDT4mAb [ Dh2L AT @ it AT P SUkh se B0 A 1 453 2048 & - — PPl 2 AL
B, B, B0 SRR, 40 D4, CD5, CD8, CD14, CD15, CD19, CD21, CD22, CD23, CD25,
CD30, CD33, CD37, CD38, CD40, CD40L, CD46, CD52, CD54, CDSO, CD126, BT, MUCL, Ta, ik
4, HM1. 24, 5 HLA-DR, fJt 3% i #4 HLA-DR — ZE Y31y mAb, — Fhak £ P -CD74 I G2 & &
V), B R BB 28 (PR, 5T R, BAR Y R R R T TR Bl VAT TSR
MR RSB A IIPUR, —FhElZF S mAb — L [RIBY BR 7 8k % BT iR ) & 77 17 45 29 03R
SR AR B R R R B AT ME U MR R . IRIE G B 4 - A
HLJE AL HE 5 A CD19, CD20, CD21, CD22, CD23, CD46, CD52, CD74, CD8O, I CD5 Hi Ji 25 24 1B
eI PLER T 48 bl 5 N CD4, CD8 FiT CD25 (TL-2 524k ) HLIR S i) s Ledi 5
HLA-DR B J (R 58 250 mT L T-36 97 B 40 BRI T 40 B it o s A 26 1) B 4 B b Jst 2 5 A\ CD19),
CD22, D21, CD23, CD74, CD8O, A HLA-DR P J &AM FABLEH IR . RERIPLIER T 40 fbr)a 2
55N CD4, CD8 A1 CD25 i JR 252G I FBLEHTIE . CDA6 57 41 A 2 7 L R MAS FC 6 1) 40 i 284
fift (CDC) MBI PLIE IS B 2 AH SR 2 5 MART-1, TRP-1, TRP-2 F1 GPLOO Z&%4 1)
ABEEHLR . Mk, Pk K 2 R PR EriEsR — AHOCPUR 2 5 MUCL Fi CD38 S8 2 I B LE 5 Jir o
[0105]  [bAk, A B J 5035 28640 1 it FH AR A2 W R YR 7 B 40 Mk T80 A L7 9503 B8
REFP IR AW, WASCITIR , 28 3 P s MG T ) BG2 Wofl i 7 1, B 65 ]
DA S Wi BUGTT RIBI IR . Pz G IREE T PUA o 16 Sz S By 1, BRI ER 73 R4
G IEUTRA 5 4E R OREUH R IR R A 0T R 2R BT R &5 5 RE DT o

[0106]  Z R Wikl va T IR ] 7 (E 5 A R PR Ss & . BRARHE K iva T R & m]
H T 5 _EIREHUAR S 1 A f IRk 5n]. 167 S EFHE, B, 4223097 29 in KB ED
ik, B PIAZR, KRR HEZ (epidophyllotoxinw) , EAZKEI, HUACUHY, Ledb 7, ik
3, Cox—2 MG, PUA 250 34%, P A= S R T3, Fr A2 BT 2 25, RS, A2
B, CPT-11, S ARAIR FIX L e Hoe KPS e 2. M Tl iz g s mast
ARG 8 A A H R I8 TT 29 AR BT, SRR ER2E, AN LR, — &,
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M2 A, COX—2 FHhIFHI, Wene A4, WEne 2R, BB 25 &), T % . i@ Ak
VG 97 4 A T REMINGTON' S PHARMACEUTICAL SCIENCES, 19TH Ed. (Mack Publishing
Co. 1995) , 1 GOODMAN 1 GILMAN’ STHE PHARMACOLOGICAL BASIS OF y& 47 1% S,7th Ed.
(MacMillanPublishing Co. 1985) H1 LA S IX 46 H AR I E 1T R o HEB0& B AL 22697570, 4
L), R AR AR D T

[0107]  Uh4h, ZE4 541 DTPAL DOTAL TETA B NOTA BIUE B I¥ B, WA I (4% 0 42 5%
oy, BN MO ER FE5, AN < e sUBUN AR R T S g S i, S RO AR s g kL
PURE G AT 0T AN RIESEY . TG, bkl e R, s
BE, QORt AT WG EURS R0 bk O 40 T8 a0 B ) DR AE S AR A TR AR T R . AEYE
7, JAE AR A AR ST, SG T IVEBOEE 197 (Jori 4§ (eds. ), PHOTODYNAMIC THERAPY
OF TUMORS AND OTHER DISEASES (Libreria Progetto 1985) ;van den Bergh, Chem.
Britain 22 :430(1986)) . 1fi H, # g P4k ORI TOU A I 4Lkt DUE SRA3 61697
Mew 25 Y Tmmunol. 130 :1473(1983) ;Idem. ,Cancer Res. 45 :4380 (1985) ;0seroff %5 Proc.
Natl. Acad. Sci. USA 83 :8744(1986) ;Idem. , Photochem. Photobiol. 46 :83 (1987) ;Hasan
ZE Proc.ClinlBiol. Res. 288 :471(1989) ;Tatsuta %& LasersSurg. Med19 :422(1989) ;
Pelegrin %% Cancer 67 :2529 (1991) . #ATfI, iX 46 BT R GFE P BLER T VA AL T, ¢
R BEEOT B o« BRI, AR B R B s AR BRAYRL IR S0 B 855 WD R IR I
iz

[0108] <SR BH IR K JsUt P R AR T8 PR AR A 2 Wim 6 P o 6 FH R A T8 R 12 W )
SEId T REEAR G VLA ST SR BOE 75 3 5250 o W RS HE , 4] A E T
VeI, G, BRAAEL, M5 AR I HUA— & I, K5 AR 2- N3 -DTPA R —F %
FH CEER LR - EEFAGMES. 205 2001 410 A 10 HIEZHEE TS
09/921, 290, L5 ANEAN S .

[0109]  ShAN, JHUR PEFRIC P4 B S 5 45 -S WmT A5 T2 W It AR B Y— R ST 1 T80
PERA RBOE B - &SR & T, Rl 2 Re 84 60 ~ 4, 000keV [RJRU 1H [FI 7 %=, &
Tﬁ 1311 , 1231 , 124:[ , SGY’ GZCH, 64Cu, HIIH, 67Ga, 68Ga, gngC, 94mTC, 18F, 11C, 13N, 150’ 76BI‘ %0 1§U ﬁn’ 5
W4 k" Labeling Targeting Agents with Galli um—68" &P AN G. L. Griffiths fll
W. J. McBride 136 H LA HiE (& EIRE g5 60/342, 104) , AT T8 T HUG B IEHR
TR, 41 °F, ®6a, "Te %, Frid i &5 NMEAN S .

[o110] W ER, iR PRI R RE S TEUE AR KIPT -CD74 Hiik KLk &
HEPRT R . HedH TSRS e e s Ea s ROl EREER,
M S5 5 I IREE (RNase) « DNase 1, 7] & BK i 1 55 5% A, RN B REPUw 5 A
EIRER SR R R R MR A R R R R N EE ER . BT, 2 W Pastan 4§ CELLAT -
641 (1986) , f1 Goldenberg, CA-A Cancer Journal For Clinicians44 :43(1994) ., i&H T
AR LS R R AU AR R LA IR AR T 26 [ &4 6, 077, 499 b, ik 36 [H
LRI NENSH .

[0111]  IE W] S T, an gl Mo A 7~ 48 5 T, BUE bt iRl & 8 A R 7 78 r B
AR AYEAL T —CD20 Hifk—E it H o & H T A% 40 8+ 64E, (HAR T, T &
MENE, AR,
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[0112] AR BHIEW KA AL A BN CDT4mAb B3 A Br s bt kg & A s 126
8 1T 28 MHC 5 Jg kAN SR 1M T st AR S-S W H P i, I rb o i v TR 97 R e B
IR TR I B . PR SV CDT4 bRic I 4 e N AEAL I, T 288 1T 25 MHC
P AT T AL TR S B A A, AR SR AT L i KR VA T MO T mab sl B
BORBRERE A BRI R 2P RS GV -5 9w 5 mAb 5R3L R Bt cDNA Mg g3t R
JR B BB cDNA, SR 5 AR 40T I BF i L Al i b R A P ARl & R a okl & . B
AR B NIEAL, Bk & B CD74mAb B B BT R R & th B BT AR S & 0 ) idi T4
AT 1995 4 12 A 22 H, 44 “Use of Immunoconjugates toEnhance the Efficacy of
Multi—Stage Cascade BoostingVaccines” WK i€ [E 7415 08/577, 106 HiiAKIEIT T
2 TR G SO I E A S5 o A TR IEAL T —CDT4mAb R 71 3d I T+ SE ] 5
B LLL HITE L T o

[0113] 9. I E VIl

[0114] AR B REAT LA SRR & A ] 5 — Ml Fioa T Rsi2 i 4 & . 85,
— MR B2 WS A R RS DR BT I B E TR I —RiG T R S02 IR 4 2
FHR PR BRI B b o AR I RIPTARRL G A A S DS AN PR s B A
FZuR Rl G & B PR TR S BITREOS R . AL, BUikRlG B — e APk
Al BA 5 1A P2 WoR e —Fa Ty M. Ak, W7 SRIC U R AT LR ARG T
o BT, — AP PP HUBUR 1 R A R 25 S AHE PR G E E . R, TeG v LU
L AR LI S 2% E . P THB R 1e6 MIBR IR S 16 MR ¢ 2%
1259 . IR FRIANSIORIAIE AT 538 IR B IE 45 A SRR DN BE S 5 .

[0115] A%z W XU s PR BT AR PT FH T PG 8 2 I D7 v D3R AL 1 K I A i 7 1) s Py iz
Wi E AR IE T e SR A5 09/382, 186 24 FF T | F XURE 7 ME SR PG HE &
¥y 777325, o RURE e PERU A A i 1 FLIs I8 25 A4, SR 5 H*TC AR ic i A ik i1 23K
THEE AT LESS F1°MTC (R / 18 2R L, TRt 7R T P A s W e s o e IR 7 = 10
SEHPE . CANGST R B2 BRI BTG 0] H TRt M HTRR & B H . mAb ZE5H
U I B 456 R 7 1, V0T ) SG2 W D) OBt AR B Fe #8873 808 13 1 m] Tl i 3 48
D EI AR R I BEAT I 5 o

[o116] V&7 57 8i2 Wi 77 ml 8 e 0 B ) R 1 A0 38 S b A B R BB X e e . VR — b
%, 16 A] A S 0UE BE AT R, 4 N- BRI 3- (2- nibmg AL R AL ) N IRER (SPDP) ¥
JITiR Ik & BRI R Yu %%, Int. J. Cancer. ,56 :244(1994) . Al TR & & 1 — M 77 1%
AU AR PT S ST 4, 25 WAG) B, 22 B Wong, CHEMISTRY OF PROTEINCONJUGATION
AND CROSS-LINKING (CRC Press 1991) ;Upeslacis %, " Modification of Antibodies
by Chemical Methods, ” #F MONOCLONAL ANTIBODIES :PRINCIPLES AND APPLICATIONS,
Birch Z& (eds.) H1,187-230 1@ (Wiley-Liss, Inc. 1995) ;Price, " Production F
Characterization of Synthetic Peptide—-DerivedAntibodies, " in MONOCLONAL
ANTIBODIES :PRODUCTION, ENGINEERING Fi1 CLINICAL APPLICATION, Ritter 2% (eds.) H,
60-84 T (CambridgeUniversity Press 1995) . 80, JAI7 FIBGS I T £ BT 1A Pe X A
HIOBR R Iy BEAT A S o BRI W] H T 19 0 Ik 55 3R R 45 B0 A (R DR A 2he 2, sOpl 2k [T m] T4
A E I
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[0117]  JREE HPUIARME S 7 5 Bk oy 65 6 1 7 V2 AR AUE AR LRy . o, 200
Shih % Int. J. Cancer 41 :832(1988) ;Shih %% Int. J. Cancer 46 :1101(1990) ;I Shih %
FLE LR 5 5,057, 313, ik BRI NMERNSTE . —RITiEBE N B AR 5
RIPUAE ST SRR G RN, ik #8i i S HA 20— MiF B L s fe B I L8 2
WRo PEINR] P AR AR RS R (WP fi% ) B, H 3 bR A T i 4 R S-S D T ASUE
[o118] G AR =4S Wit o B2 Biak i B Wk b Fe X R, 7] LU
B AR PUARBBUR R B R ZE X b, 1, 22 0 Leung % J. Tmmunol. 154 :
5919 (1995) ;Hansen 25236 [H &R 'S 5, 443, 953 (1995) , Leung 2526 [H £ H 5 6, 254, 868, H: )
2 GINMENSTE . G TRESGE IR > H T 4A 7097 R 802 )

[0119]  10. 2% bFR[E:2 (T

[0120] B IR 25 AN IEAL, BE FIAHT —CD7T4mAb FIALAL T mAb, BEZEY), itk
RGBT AL B — Rh ek 2 A2 ae B3E BRI, — Rl a2 B BN gy BK L ) S 4
HE.

[0121] AN U BH (1) %0 3 486 W BB B AR T 42 O 0 5 VAT ol e 24 2 B A &4, H
I A R 28 A B PR N 25 2% IS R E ARG A G . LR BERER - g2 #h
KR 22 b 3E IR TE A — AN SE] . e 3l A T 2 3710 2 A Ak B AR N 3 A i 8
(K. 11 tm, 2 W. Ansel % PHARMACEUTICAL DOSAGE FORMS #11 DRUG DELIVERY SYSTEMS,
5THEdi tion (Lea&Febiger 1990), F1 GENNARO(ed.), REMINGTON ' SPHARMACEUTICAL
SCIENCES, 18THEdition (Mack Publishing Companyl1990) & HA&ITHR

[0122] A% BH ) S0 e 456 W SRR B A7 Ml e T ol s Ay B 490 B e AL v 5 e &8 A e () AUk
W52, F TS I )7 W] DL SR AR B, 464, 225 sl 2 i) s 5 A% T, RIS ERA7 7] o
A -G ] SR P 500 2 0 7 g P BT AR A KRR SR LV, TR B G T ) AT
FNEE TR/ B B B, I PR o3 T DU AR AT R A 3 B E A, 49 4, AR K R
JK Ll R 55T 2

[0123] WA A AN 1) 24528 7 14 a7 TR B2 Wi it 486 W s B AR (R VR FH I TR] o i fd
R G WK G SR R 45 WV BR B AT Sl s B n . 0, AV A1 2R S A
F(CIHER LR OIGER) JE TN R IR — P RI%E IR B LRI BT, Sherwood
%, Bio/Technology 10 :1446 (1992) » FRE -GV aPTIAR M T IR EE BT -H RS 50K s Ze B e T
T SE AP ERPUR R 5 1 & BE TN S 2854, DL A3 8RRk R K/ o Saltzman
4%, Biophys. J. 55 :163(1989) ;Sherwood 4%, 41 . H & [ 14 #) & 4 iR T Ansel %%,
PHARMACEUTICAL DOSAGE FORMS AND DRUG DELIVERY SYSTEMS,5THEdition (Lea&Febiger
1990) #1 Gennaro (ed. ), REMINGTON ' SPHARMACEUTICAL SCIENCES, I18TH Edition (Mack
Publishing Company1990) M HAZIThR S .

[0124] I ZEY) DUARLG & A BB DU IR AT SRR T aEE 2 R e B A& A2 1m e
HTIFLEh o 11 H, ] REGE S50 , BURIREZ ROR AT « T8, R EY),
HUARRLG R [ BOR BT A FH 70 SR 1 WS S R B ] — R R IR
ORI BEAE B 2 SR SR PR 221 250 o BB b, &5 P 55 B2 4G S 2 8 G0, UG B 1 BB
HLFIESL Ing/kg ~ 20mg/kg, F- IR IR P 4T SR Ak 45 52 3, (H n] DUAR 8 B4 5% 75 22 it 1)
BARBAE R R B o R R] L T R, B, — Bk EES 4 ~ 10 L ARIE— IR
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4 8 F, Ak, — RIS 4 F . HOE T DL DUBHRATR 5, Wiks F— IR R % H
=N A= DA e DA Bl | == L eI B U= SN

[0125] 24 TVRIT I H K, ¥ R854 bkl & & A sl Hi 7k LLG 7 A 202 it A T
FLWW . AR TR A RIS B O A AR NS A o T I ). an i
I FH ) B AR 3 A B ), WP AR R PR A LY T A E” AT . R — Rl
FIAFAE T B AR LBl W) 28 # 2= B nl R ()48 4k , Wz 25550t 2 AR B2 B BB Ry
S HE, 40 SR B BT R SR A F LR Re 5 R BTN N B T B & S5 MR pe R A 7k
TEFURER, W) He e 2 AR 2 B B . AR i B3 e RIS T DU AE 32 AR IR L3 4
WG R/ BN AL 50 9% N

[0126]  11. YAJT 715

[0127] AR BATIH T A K HHDT -CD74 HiiRVE 4 EEA AW FiRI7RIE CD74 /%
P Jieoeg 1 FH 3k, PP BROBRE 6 H S8 I 99 « B S R A B R HE R AR i
T g Ak CD74 e IR e B SE 78 L FEE A S0k U8 VB T U LR L 2 R MR
Je, J3— B 40 BRI R R T A0 MR R R o SRR I B R SR TR AR T e 1 O
ftises s B A R B8 . B A0 BRI IR B AR AT vk TR, B AT U TR KRR
B 41 Atk 80, 42 28 1 B 40 B abk CU8 , 18 P bR U 1ty , S PRI M P e, R
B L R e . R HE, A SCHTIR 2L A0 IS TR TT 2 80 3 B i LA
JARFE S B 4 vk O 089, 42 28 7k B 40 M bk 0088 , 02 bk EU M /9 s » Sk oAk B (9 it s, 22
RYEEEER, M Wadlens t rom K EBRE A MAE. 540, NIFEALDT -CD74 Frikpl s Al sz
ATl TIR TR SERR B AR E W Sk e

[o128]  BEELUAHL, AR BHTIEE T 3877 B 40 M 28 s 18 77323, B8 ¢h T X0 A B 41 B4R G
R IR , B 22 B nT e 52 AR 22 /b — Fh AR e B N URAE ik & BN BT —CD74mAb
s H R Bl P AR A S B RIT A S, Hod B g0 M PR e S ok R sl i . BEEL
PAHE, B 41 B 2% IR A2 A A S vk LR, IR B B N bk B0, 1R 28 7k B 4wtk L, 2
R HESRE , 1S P IR EL M M, BRI L M . CDT4mAb BRI BE L 20 ~ 2000mg
[ R P BUL P A o« A7 VIR B TE i FH 22— Ry YA TT B 41 MOk e 2
AU~ A 82 5 i BT —CD74mAb 83 BE . BTG 7 R FERR DU L S 1 ) = 4
W EE R I 5 2 DT S e R R 45 S BB RO PR R 04 TR | I B A T 7 ) 5l
HAE . Pk S Ui 5 0k 2 40 M 85 1 ok 48 M 25 35 7 R el E 22 o ME N RPUIAEL
VB SRy I 78 1 928 454 DT BBk 26 25 (B4R W] 55 CD4, CD5, CD8, CD14, CD15, CD19, CD20, CD21,
CD22, CD23, CD25, CD30, CD33, CD37, CD38, CD40, CD40L, CD46, CD52, CD54, CDSO, CD126, BT,
MUCL, Ta, HM1. 24, i A5 85 (LA HLA-DR, A& RiG# HLA-DR — 28 N, FRAE 2525 B 52 1)
BB

[0120] A BHIER W K3 7 3% 1 88 (%) v, A0 2 o B A b 2988 B 1 i 9 A M) CD74 Bt
JE = H P () S P PR A R s T A 2 2% TR AT AR RN R D — Bl AR B BT IR 1
Pt ~CD74mAb sk I 7 BEsi H ikt & S A BT AA Y. Pt -CD74mAb s f B sk ot (4wl
A HE A LL 20 ~ 2000mg 5 EF KN BN 25 2. 1A, B -CD74mAb B Fr B sk o (4wl
GERALEL T 2O —FH TR B a7 2 /T BB G245 25 . iZIBIT R, b
R VLR B 2 AU 400, AFEHUA . S R R R VR E N S 2D R
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TG A RPUAR U PERR G B B0EE 4 MR TR R X B IR s LA &, L S iz 1
A G B R R PR e e R R AR . DU S P -CDT4mAb B BB S
i ULV TT HE B 48 % 1tk g iR 1 g, FERY 5 6% CD74 SR IR bR id R Y, B AL
TR R IR A B BT 3R, FRAE A bl B2 g e g il A% . A O
FIFAH BRI HLAAR R L4 2 5 MART-1, TRP—1, TRP-2 Fl gp100 e NI AREehi ik 041, £
X2 RAEE B — AHRPUR KR IE DA 5 MUCL FT CD38 [ W R I L8444

[0130] A FRIT A AWE S 2 /D —Fr M NJRAL R & BN BB 5 BE DT -CD74 HLikEx
SIehui, e NI ik G BBV, 167 R B e i R A o Rel s, A 56 4
NFURBIBEA VAT 2 B U T, 4 3R 732 2%

[0131] X AH [A] Bl AN [R] FRAT 8k Pt IR 18R 50 A I L AR IE W] 5 Ak B I — A 82 AN 11
BB G, B, ANVEAL A s PT -CD74 A T] 5 595 — 8 AR AL, 1 k& B8 A
Pt —CD74mAb B A s AEAL K G BN —CD74 LA W] 5 51 -CDT4 iz A WS 4R
Pt —CD74 Pk ] 5Pt —CD22 JHUF 2% & WG s BiLbL -CD22 BEPTAR 7] 544 T R £ 8k
— a2 Pk 2 VG T ) 40 M IR L I B SR B AL A N TR IR G BN —CDT4 B
Ho NI A BN CD20 PRI E: 38 8l 0 % T 1 R KBtk pl & 22 A, sl AP AN B
94 Ak ({540, CD74 1 CD22mAb, CD20mAb 8% CD19mAb) {1kl & & (At Al T4 &
B, 3L T 2001 4F 10 H 1 Hi4 A Immunotherapy of B—CellMalignancies Using
Anti-CD-22Antibodies” [{ 5 ¥t [H B 5 09/965, 796, % Hif & 22 [H L) 5 6, 306, 393 1
s, —FH WS MARE NS, HoATE T i -CD22 Hiik B & H e BRI BT 7%
Z AR RPUALLE, S0 2/ 5 B 40 S AH A FIPUER , an B3l , n] s A bt
IRBAE A FB5 #R RN 43 5 3657 T B B i1 R A 1, B S 7 — RT3, dndn e w5k
S TR B A

[0132] G A ST A BT, ARTE “ Sz 0 550 AR 4 M BNl 7 T A AR K R 7 Ok E
2, WM A + (TNF) Ff 48 i Ak e+, in & (il gz -1 (IL-D . T L-2,
IL-3\ TL-6+ TL-10\ TL-12, TL-18, fl TL-21) - S 7% BB ER - (4 4, i 40 fe — BE 9% )i A
+ (G-CSF) MUR4H i B na 40 g — AR 9% IR+ (GM-CSF))  F#L3& (fldn, TH0% S-A, -P
=YD FERRA “ST B[ 40 i AR 7, (R 4040 M A il 2= A I /AR AE R B 5
T B P 2 TR R A R SE AR TL-1. L2, IL-3. IL-6. IL-10, IL-12, IL-18.IL-21, }%
WS, MR -y, INF-a 55, 80F, MR RSB -CDT4 U st A ) 48 e B8l
+, SRR AR BT —CD74 k2 1l R B G g T« ERTiR, $T -CD74 Hifkik ]
5B R i AIe ] LS & H S ARPURS G 1 — DS D PUER 2G5t
e

[0133] AR B2 oIy I ALFE LU A 1 —CD22, BT —CD19, Ht —CD21, Hit —~CD20, Hit —CDSO,
BT -CD23, HT —CD46 5 HLA-DR, £ ple 24 HLA-DR — B4k IR BLAA, fil a2 (1 i 2Rk DA
TR A AE AN FE R AL —CDT4 PUARI PRI IT o X LEHT AL FE U X Lo by Js M v
BT LR Z D —FhRALI 2 e BT ik A ABAIRALPTIA . BT -CD19 Fit —CD22 Hi
R AT AR R CAN . 101, 22 W, Ghetie %% Cancer Res. 48 :2610(1988) ;Hekman 2§
Cancer Immunol. Immunother. 32 :364 (1991) ;Longo, CURR. Opin. ONCOL. 8 :353(1996) #
EEHERH] 5,798, 554 1 6, 187, 287, 2L NE S,
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[0134]  FEZ JCiRIT I 51— T, AMEREZ BT -CD74 Hitk, fl / i 86, G br
IRV o 91hn, “CVB” (1. 5G/M2 Ml Z , 200-400MG/M2 21 Z#K, FiT 150-200MG/M2
KEIT) EHTWITAEES SR EIERYT . Patti 28 Eur. J :Haematol. 51 :18(1993) . 1L
EIEE A IR R ARSI B AR A R BN . #1140, 2 W, Freedman % “NON-Hodgkin” s
lymphoma”, CANCER MEDICINE, VOLUME2, 3rd Edition 11, Holland 2% (eds. ), 2028-2068 i
(Lea&Febiger1993) o /EAULAH, F V7 R AR 75 Gk 298 (NHL) 138 — ARk 25307
£0F5 C-MOPP ( PR IENE , KB, S5 IERISRIG42 ) Fil CHOP ( IR EERE , B85 2, KB B
BRFISRAIHS ) o A 2005 AR 22697 2 M-BACOD ( ARG NS, 13K 25 25, [ 45 2%, IR L
KA TR, HFEK AR ALV 12 ) 5 1 id 1R 36 = ARk 226 77 2 MACOP—B ( FR Mg, ]
B INRERG, KT, SR, SRS RPN EM R ) . He AN aRs TR
M brostatin—1. fEARIE R Z JCIBIT o, BRI ST 25 A 40 i PR 1 S AR 48 Ak Bt
I, I ZE A E TR R G SR L RIS 2 . 4l M IR, A 253897 29 I BT IR B S i 250 T
FATAT N7 B — AR5 24

[0135]  FEARE B S 77 &b, BL 4 AN — ik i 1) 7 s NI4T —CD74 ik LA
200 ~ 400mg/m” [ & BF A — RISk 4 R —IR (2 ~ 8 /NI KIS ) ¥A97 NHL, R
— R/ FEHFES .. BIE, UL ER 4 A2 -k, (HATE R — HBCE KA 2R S5t
(Pt —CD22 AYEALHLAR ) 5 LA 360mg/M* [R50 &, B L 1 /0N i ik i, sAE DT —CD74 v
BUARSE Z 00 [R5 177259697 NHL. 384838, NHL RSt —CD74 Huikid) 4 H—x
(RUAATE (1) 4 AR — R 3R, B & — ANl 2 AN S BRI I R 2 %2 90 (Y T3 4
5 ~ 5mCi/m’) VE A6 — A s A HAIR) Y — A~ 8k 2 A1 56 5 AR I 19 CD22mAb 3 5 AT I8
IT o

[0136]  hAh, A& BHIRIR ST -G PP ALE 3 AN R, SERH T 1K CD74 A7 () 5 vo FE AR
Pt -CD74 PLIARNR GBS 7T B, AR W K E 5 2/ CD74 R/ALE G 1
L -CDT4 FURR ARG TT LG SLoh, A SCHTIR AT A A8 & A2k
[¥) CDR 74 HL -CD74 FLiR KRS o

[0137]  BAREEHL —CD74 B IATT B 4Bk IR A B 5 G 3 M AT 4164,
BTk ARG I7 1K D R n] T8 I kb 2 BT AE, b ), WS g T ), iR, AEE IFNa,
IFNB FI IFNY , A/ & 1L-1. 1L-2. IL-3. IL-6., IL-10, IL-12. IL-15. IL-18. IL-21, }%
A, gl Hu A 745 G-CSF 1 GM-CSF 143 23 5. K, CD74 Hiikm] AN 5 sk A 1R
G (o TP LA RO TR I 3R & 245 T ) 8BS B -CDT4 PUIRIE A 8 A Vs G &
BRI B R B G, 1B 0T LU 2900 R U IR R & 5 2« 49t Bt —CD74 Hiikm]
S5y 4 Fh23IAAL 243677 15K CHOP B Ao BRAN, BT —CDT4 HLART] 58T -CD22 Bk
CHOP B RS PR IBE & 1E 4 NHL 697 & H 245 o A At A-a W ml 245 75 -CD74 Jifk
Z AT EIN B 5452 . BT —CD74mAb i8] 5k X bel B TFREES

[0138] i BRTIA, AR BHEIPTAR T F T-3697 B 40 MOybk E080 R (A M, S 3L B i 5 s
e DA K H e 4 FH O BORH S RS ME Al i 5 CD74 S B R kg o 49 4, T —CD74 B fk
Al TRTT S R VR FIAH G B & Sz P, BLRE 11T 28 B 5 e P W ez — A
SRR R A AE, WS tE B R T /N R PR B RS M B R T N s TR R, B2
W98, TIRERAAE, 2 R MRk, 98 0 08 QSRR , SERENLTE ), RA ML BERIE, IR
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2%, RIB G RIES &, RIEPESS TRIEIE, BEIR W, 7 — & OB B, BRI 5 B %, 45
PR, L IRBIK 58, B K AR IR ER-A Ak, SRR MR T R, G510, Bt 4 %, £ %
PELLBE, TgA B, 85 T2 sk R, 5T 2 sk %, 45 2 3k K, thromboangitis
ubiterans, JR & PERRY P AE AL , A A AR B 48, M A< BRI 2%, B B2 , 12 RV Bl I 2%
ZNR / 2K, ZHLK, FF RKIEHE (pamphigus vulgaris), 5440 G A ZE M, 1
s, WL 4a M 2= i1k, 8EE7, B4 Mshik 58 / A aaay, BPET i, Sult S /NS 2RI £T 4t
ALt 4 o

[0139]  'REJ i, H A& B AJEAL, 1A B BT —CD74mAb B IL i B Ek b Al & s A48 7
S — PP E 2 PRI L 15 B G P MR . AR BT -CD74 PRl IE H TRy B Ik
I S 5, W 20004 6 H 9 HARAZ HI 44 K Immunotherapy of Autoimmune Disorder
usingantibodys that Target B-cell” KA k3 E 415 09/590, 284 ARy, H4
FINENZZ . ik, It -CD7T4mAb B 7 B el o pi ikt -& 22 3 LA 20 ~ 2000mg 157 & i
KB N 45 250 04, BT —CD74mAb BH v BEE L HUARL & 8 7 TR e 20—
FIRIT 2G5 2 W0 RN B2 G 45 25 Va7 ), i ol oFn B 28 AR U B A 4 50, B G Pk
PR B A R EE T 2 DR s YRR A A PR EUE MR RR A R
Bty BCAH M EE ), I R T IR B AL AL A, e rh Sz 8 15 771 A2 0 e ER] T T 3k 44 o 5 571
AP TEER . MDA BUE AR 78 e S-S VB G 25 29 BLATT 55 CD4, CD5, (DS,
CD14, CD15, CD19, CD20, CD21, CD22, CD23, CD25, CD 30, CD33, CD 37, CD38, CD40, CDAOL,
CD46, CD52, CD54, CDS0O, CD126, B7, MUCL, Ta, HMI. 24, A 8 19, Ak HLA-DR, 113% i 3
HLA-DR W) N, FE 255 bl 8252 i Rk A i ol o

[0140]  BLAMAYT IE FWRE SR L (I « B BESR L e 3RIE CD-74 1Rk g« Ho 93 2R 995
H & G M S FLAH A I 16 7 7 B0 Gl FH L 5 25 2% BT B 2 I EUA RN 2 /b —Fh A
KB EIPT —CD74mAb B BB Bl G S A R A 64, Hrh 20— fnayr HliE s
WA E 85 A B R R R 5 mAb B B el DU R& S I Fv 8 Fab " AHIE . 169750 AT LA
G S5 VR 7 ) RO PRI R I, B0 MR TR, e B T Y R0 4 M R I R 4 i
e Y EE R .

[0141]  Hr -CD74 PrikiE v LLFER L CD74 PrE 4 Mo b5 SR T2 &85 FIEH AR K&
BRSSP AR B S R S bR DL E mE Tl A 5 CD20mAb AZ B 1gGL-FC
M) Fe— 32 A Ik B FE 4 i 15 . 2 L Shan 2% CANCER  IMMUNOL. IMMUNOTHER. 48 (12) -
673-683(2000) . 1Ak, CLAEHRIE T kA CD20MAb FIZREEM, B, FIZRY, g1 T, 2
Ghetie % Blood 97 (5) :1392-1398(2000) 1 Ghetie %% Proc. Natl. Acad. Sci USA 94 (14) :
7509-7514 (1997) ,

[0142]  WIHEHE S IEER AT B 4 MUt CD74 KBt IR PR TS R AL E, KRG 5
IEH R B 40 e CD74 40 e R P o &5 & I MR AR K &3, 5
FEW, WA o A K BH T —CDT4mAb, B, AVEAL, ik &, A, RI8 A0 FA 954k 0 22 5
Pt —CD74mAbs, W] F T¥RI7 JE NSRBI ALK, ik Ak 2 B 5 CD74 HLIR AT X W 1
(I Fh o 26 N A A G 9% JEPE (19 B mAD , 18 5 76 38N 2R I FL B A o B BRI S gz R
Yo 5 CD74 RiNPrIR S5 & HIPL -CD74 HLik R EUMNE B 4 M K IR A

[0143] 12. W7
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[0144] AR BIEIRUE T2 W s W o Bl 8 A 20— ik Bk EVE . B s e R
15 CD-74 BB R G SRR e, 1 B S PR S AL 1A A 5 1R 7 32 AR
PRt L2 Wi A 2 2 Witk 28 60 5 2525 B2 I3 AR 22 20— Fidit —~CD74mAb
s B LU AR A B O, ool I A 2E A B 2 W R R B T mAb B B ek Al A A
¥ Fv 8¢ Fab' o T4 B2 W) A2 s ok R A7 2=, G A ad i T80 TR R JEURH 55 PET
ST U R R 22 1906 7 BT ik MRT ARSI 1 42 i » BTG T AR B 7E IR ik, b T o/
EIBGiRuN e SE iy a3 oalllB

[0145]  §i BT —CD74mAb, #k &1 ~CD74mAb FI A JEALHT ~CDT4mAb HE N SE4H 1) N AEAL ] K
ALEEEAR EARYE Pirker 2% J. Clin. Invest. , 76 :1261(1985) ( 2o | AME S ) 177158k
AT R ICZ AT BO IR Raj i 41 AR 5 A0 B i 3 FR i ol 4 R B IR FE 415X 10°
M /mlo K 100w 1 4 ML BB M 96— FLI B e AR M BN L BT, 40 v g/ml, B
100 w1 FRPAARRR LIS 8] 8] R D0 N SN AL A A [R] IR 2 01 Al S R, o 3 58 ARAE €O, 41 i 57
P T 3T C IR, fEREFREE N FHYA 1% FCS/PBS Mt i = vk LARR 22 oK 45 A TPk .
SR 5 ImlFormaid-Fresh [10 %48 /K B AW (Fisher, Fair Lawn, NJ) J40°CAbFE4H it 15
SyBhe e SE, I A FITC- brid i =£41 - /N PifE (Tago, Burlingame, CA) , BY FITC- 4
R 2ERT - APk (JacksonIMMUNORESEARCH, West Grove, PA) &b SR Hs Wi a5 40 g 3 i
b B N A AE PR IR B T AT A I BB AAAE T5 4 B HRA BN TR .
BH-2 %GB 54%% (Olympus, Lake Success, NY) VAL 6504 o

[0146]  ZEAHICHRAK, Juweid 5 1999 53R T F Tk / 2 Wrig i ik, K2 T4
R R BT -CDT4mAb, PRI, FIUEH T 607 " Te— bric AR BT AR sk ik & BT -CD74mAb [
Jiihe

[0147]  13. FIXEAE

[0148]  DNA J7 5|4 hd N JEAL, Hk A B APL -CD74mAb, BE B ARHK DNA J7 4 4G 4m g it B F
A mAb s BEZIR, (a) A SCIEAR BT —CDT4mAb s B 5 (b) A& A SCHEA T
— Pt —CD74mAb BRI A B E A, (o) B8 2 /D PIF A SCHEAR I frid Hit -CD74mAb
B B PUAR G B B A B 5 () ASCRPUARR A S A eI 7 B 5 (e) ARSCHGAR %
B s AR SCHER AR e M2 e e Uik . AR B (4T f] DNA [ 20 m] B 20 TR B T
HENZ P AR I IR B I TE B A o XA R A C T ESAT W AL
JIT I A% R A L 12K (1) 40 o S 1) B s B IR B 3 P R B ) ko WA LN vk
AT E R TIE E AR/ BIPEEAE 5 B B g i 7 A I R A R A . X 48Ty
AR RSN E L DNA HiR A& A . i, 2L Sambrook %% 1989, MOLECULAR CLONING :
A LABORATORYMANUAL, Cold Spring Harbor Laboratory (New York) ;Ausubel %% 1997,
CURRENT PROTOCOLS IN MOLECULAR BIOLOGY, John Wiley&Sons (New York) . 4<% B2k
T AR 2 IR 1L .

[0149] A% BH Hh i I PR mT DU i B 80 AR AR TR B8 1R o 9 A0 P 110 L A S it 0 4 i
TTE AAV BRI B 180 B R X SRR B A o AR BRI S A2 Tk o TEARIE I
ST S B TR

[0150]  figbAbfTik, RIEH ARG SRS EA P RIEVZR L ZITR. RERMAZ
A& 70 A R IEIZEIR DNA 4y 7. B, KRR RIEE T R4 AT E S 1
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JABNT AR - R R M T TR RIS SR T RS W RS LR o TR IR R RR A 4
VEMEER T AT o MIERIFRIEE RS PDHI2 TGS iiA,

[0151] PR, A< & BH (1) 18 28 A A0 355 4 i) A i 7 e R 2 ] A2 X M 52 [XC 1 TR AL
k& B DL -CD74mAb [ DNA J741) . SR, RS AN R IR 8044, Horp — MR EBE AR X
A 2 X 55— M B R R R AR X FIE E X . AR EHE, KRB HE E 3 7. B R]
A8 FATAT 52 )53 B0 F » 4 23 A 15 5 KK DNA J7241), g N TGl B HEH 2 X (MR R 41741, Tg
BoR T oo A A > —Fh g bs E PEFR 1L DNA 751

[0152]  —Fffd F A & B R 1A T ~CD74mAb BEL A BE bt ikl & 8 A st A BRI v, A
P () HgmhEdt —CD74mAb B v BE B S 2544, Bk b & a8 A BOSURE 7 M B 2 e
PEBUIR ) DNA J7 5156 G qa 40 M sF0 (b) 35 7% 40 b bt -CD74mAb BRIy BRER B ARl &
sl R BEI AN o 7 35 40 BRI T 40 1 40 D e REAT B sk FLah A A i . SEAR IR ML, SRIE T
W SL BN 40 B, 75— AN S 7 S b R R L 40 B vE 40 B, i R 40 e .

[0153]  ASCiE¥p MKk NJEALTT -CD74mAb ¥ 53, 8 (1) bbb — P & 9wt A
Pk kA BT -CD74mAb [ DNA JF A RIS E A, (11) H 2D —Fh TR e Mk 2 A 4
HALBIIAN ML, (111) PERERIAFRICHS LRI G4 i, F (Lv) DA G 4t 5 01 73 9 N5
AL HT —CD74mAb )41 it

[0154]  JREIAN 73 B T 4505 f P -CD74 B 5 FE PR (mLLImAb) (1) VL 1 VH [X ] cDNA Jf
W HLE AW e 2 A A A g N BUIR I xR TG, fH 7 X 3 D] R FL 3 ) 3Rk 3%
R, HIX IS F IR AP —CDT4mAb (cLL1) [ EE4] DNA L85 Jenii FLsh W 4n i, Arid ik &
Pt —CD74mAb (cLL1) , EASE A mLLImAb, 58455 T B— Wk LR34l g, FF Al HL ol e AE4k
[0155] VK 1 VH DNA [¥] CDR CL&HAHIRI S 76 &R T A VK FTVH X A 2R IX
(FR) J741), SLBE I 3 & TN « Fl 1gGLEE X, DA A FR7ETT FLah Wi i 18 N5
{31 —CD74mAb (hLL1) .

[o156] B BYUIHUIKRI 7k, Wi & S DIMT T i AN e bk - ERE B, B — 2
YY), B E i, 4 2 SR R AR T LA A I, U B RE S e SRR IR A P R &

AN
| o

[0157] DR AL BT 3d AP 1A S B0 50 B BT (mAb) o PR 0 I P4 J2 &1 X 05 52 PR 1 P 1A
(1) 1A B A Az AR A — R R B R e M 5 2 &5 5 PR g5 & 47 sl wla it
AT HE AN 53 ORI 7 325 3R AT BN R S M D DR K A O 3 A B v AR A, 2 A
Kohler Fil Milstein, Nature256 :495(1975), Fll Coligan ¢ (eds.), CURRENT PROTOCOLS
INIMMUNOLOGY, VOL. 1,71 2.5.1-2.6.7 (John Wiley&Sons 1991) [ F3H K “Coligan” ],
6] 5 22 0 vn BEDUAA 1) ) 2% AT LA I FH AL 5 S iR 2E S A 5 /) B, 8 IV A i 2
LR IAFAE, UM SRAT B— Wk CL 40, b5 B— Ik C 40 o B 88 40 PR il 5 2 A8 08, e
W AT IR, e AL RN BT IR BT IS BT AR I FH PR B, B IR 04 A BT Bl B R B B A 1)
SURE , T AT IR B 20 h o B A

[0158]  WSRA 2 M L R UFEE LI 7 VE NS B F- ) 23 B A 4fiAl MAb . Ik 73 16 77 3%
AR A S5 BT B I I S A2 B K HER E AT s A8 e 2 Ao 400, 22 WL Col i
gan 2.7.1-2.7.12 T A1 2.9.1-2.9.3 i, 0] Z I, METHODS IN MOLECULAR BIOLOGY,
VOL. 10,79-104 7 (The Humana Press, Inc.1992) 51 [f] Baines %% “Purification of
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Immunoglobulin G(IgG)”,

[0159]  14. |4 7%

[o160] ATk & B A URALHT ~CDT4mAb [ Vk F1 VH [741 ] R A PCR EATH 14, 4 Orlandi
& (Proc. Natl. Acad. Sci. , USA,86 :3833(1989)) (¥ HGI ANMEN S ) Frik. Vk FE4w]
I 514 CK3BH A1 Vk5-3 ZEATH 14 (Leung % BioTechniques, 15 :286 (1993) , H5| AME N
22, VH [P 5 n] B 5145 5 TeG 1 CHIL X B ‘K 1) CH1B, 1 VHIBACK #4744 (Orlandi
19891 ). B S 10u 15— B cDNA 4,90 1 10XPCR 22 b ¥ [500mM KC1,
100mM Tris-HCI (pH 8.3),15mM MgCl, #1 0.01 % (W/V) B A& ] (Perkin Elmer Cetus,
Norwalk, CT) ] PCR J V.V & 49 SE it 30 4~ PCR 5 ¥ %> PCR 7f ¥ 1k 16 0. 45 94 °C 22
PE L 43 8h,50°CIB K 1.5 43 %0, T2 CERA 1.6 7380, ¥ W8y Vk A1 VH v BE Al 7E 2 %
i flEBE b4tk (BioRad, Richmond, CA) » 2 WLSZJiti %5 3 I 7E H 34k Cyclone Plus DNA
synthesizer Milligan—Biosearch) &I THIE AL VEERIE oligo A (149—mer)
Floligo B(140—mer) 1751

[0161] WK Vk [¥) PCR =)W 5L [% & staging 244, W%+ pBR327 [ staging /4 VkpBR,
HAS 1g BT S5 FFRE T Vk PCR F=4) (FIHEHR P 78 5 (8 1 PR I AT 25 . )
VH [¥] PCR P= 43k 5 B 2 AHARL staging Bk, W% T pBluescript ) VHpBS. L7 % PCR /=
W& e n] H, 8 5) AME A S 11 Sanger 25 Proc. Natl. Acad. Sci. USA, 74 :5463 (1977)
[ 7 AT T

[0162]  ASCHTHEIAR T DNA J351) 5 A 2 fift g B K6 BT A L 5507 255 (], AR AR FNAR A, TE i A2
FARLFAE HIIE 15 11

[0163]  W]K oy A moer e % 2 i B (X At e, 490, B R Sp2/0-AGLA, L FEwli A = Pk
(1) 5, [ , R 48 41, ELTSA R, W R il by v b i & ok s A5 AL BT —CD74mAb [
e

[0164] 4%, FIig ik ELISA XJ 73 Wb B 1) 5 B FOAS I, w4 R 5 vE 5. ARPEHE SN
VER 271 Co % J. Tmmunol. , 148 :1149 (1992) , W44y 10 u g hLL 1pKh (R IAH M)
A 201n g hLLl pGlg( EHERIEHE M ) Mk o 28 £L 17 A T % 4 5X 10°SP2/0 B & 40 i
(Bi oRad, Richmond, CA) » ¥4tJ5, W £E 96— FLAN & B LT 564 HSFM K553 (GIBCO,
Gaithersburg,MD) H1LL 37°C,5% CO , $5F240 . FIAEMIAZIKE 500 1 g/ml #5525 ¥
FHRIEPE A (Calbiochem, San  Diego, CA) W 2 HJG HIRER IR, wEEEEHRS
fLa 2 ~ 3 B R0y LU T — 2050 .

[0165]  FH ELTSA MRV %8 73 73 WAk G U AR BN YR A0 S5 1) FH P 5 Juidd el . i1 5 2,
K B GRIE TR EiERES (100w 1) L= A W=E30 - A (GAH) -1gG,F(ab’ ), /v
B - ¥ Mdiik (JacksonImmunoresearch, West Grove, PA) A4 ) ELISA %5 &3 E R
b WEMCERTHE 1/ HPERZEME (0. 05% R ILALE NS —20 [ PBS) ¥tk =
RLABR ARG G IEA T HHR IS Sl (HRP) 2851 GAH-1gG, Fe Bt — R Edt
f& (Jackson ImmunoResearch, WestGrove, PA) IIAFLIN, (100 1 1 FiIARBAELEI X 10%,
ARG G RIPUAFN R R LR 1. 0g/ml) o JFE 1 /NG, 8 VAR =R BRALINA ROV
(100w 1 &4 167 u g A8 —fi% (OPD) (Sigma, St. Louis,MO) ,0. 025% it & ALE 1 PBS] . 7F
s B 30 A eh. ERLTT I B0 1AM HCT YAV 2% 11 [ 3, 4R )5 FH B 8h4k ELTSA i
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$1% Bio-Tekinstruments, Winooski, VI) Jll5E 490nm ALWEGRE o« AR5 ARNS TE IR 1R A5
BiEbrHE (A[3K H Scotgen, Ltd. , Edinburg, Scotland) J%E 45 & Ik & HLiA

[o166]  HifAR 4 TR 7V AR IR 2L T 3 B . B YW is T g R o5t
il £ 4% A B, B HSEM ZEVIH P 40 Mo A2 14 500m 1 5555400 1 55 40 15 /0o A5 40 i i
B, 3G 0. 2 um B g8, At pERIRTFRZELL Iml/ 43 A ALl I A SR AT (X 3em) o
SRJEFHZY 10 MAEARBAR) PBS P, H % 10mM EDTA 1 0. IM H2d BRI 22l (pH 3.5) M
FEEVENL A A i G RIPTA. ££ 101 3M Tris(pH 8.6) IFAAE T, #4E Iml BEMLEL 7,
I 5E 280/260nm ALt B2 1 58 B 1 DU o KU AR U i 2 43 B b, X PBS S& AT, FE A4,
Centricon 30 (Amicon,Beverly,MA) W45 H 5. F ELISA &AW, anar, H PBS %
HWRE TR Z) Img/ml. 0.01% (w/v) & EAR 8 T IAKRE S A RAEF

[o167]  ACrhg | T A A, TR LR R g LI I AEAZ % . TR
ST 1 — D REIR A S B, Pk ST A9 AR 128490 Ui B o A B AN ey BT S 4], i i
FERR YR S A S Bt 0 205 mT B A P A4l T 2

K Hte 11

[o168]  SEjfifs 1LL1 A AR EE n] AR X [ 7 oo 56 R P 4 e B

[0169] 3% H] U1 Leung % 1993 fl Orlandi %% (PNAS86 :3833-3837 (1989) 4% %l i i 1]
VK5' -4 F1 VKIFOR 5|43 it RT-PCR 3548 mLL1 [ Vk JEK, 4R S5 HL 70 % %2 pCR2. 1A T- 7%
FEEA (Invitrogen) o X2 ANFOBEM P LAVHER HH PCR N FEI A R 2. 2400k (6)
BEFFERR Ve P8, K2 LLIVx , 3R E R P8 Bon T B 1B /. H5HE /M vk
A EL A s Y LLIVK J& x B85 1T WK it o

[0170]  [I24 RT-PCR AR BEAE b/ B, VH ZE R A AP A1), B 58 — Pl w2 7532, cDNA
5" —Kuf (5" —RACE) FRIEY M., RAHBHETIY (Life Technologies) Fl15 i BB
CH1 X8 K [ e 75 5 14, CH-1B (Leung %5 1994) J@i PCR ¥ B8 48 th LL1 A28 41 i
G RIEREN cDNA. ¥4 PCR 13 21 ~ 650bp [ 3= PCR Fr2S wi i 22 pCR2. 1A T- wfE %k
43 F DNA 07X 2 A 5B 7. PCR W) AL 8 ARG F 20 - I [ 53 WAE 5 IR
v 1 RER) CHL X853 g i 7 2 I () 44 VH P41 (B 1A) o 7E4whH VH K18k Ay 4 24 LL1VH
(K751 P R R IR B A2 o hLLIVH 5 H /N VH P81 I BB B H L& T/ Bl e S 22
ZFEME (Kabat 25 1991) . 38l LLIVH ATV HEFERRFH) S Kabat S0 L Ab v 3k
PR Ff Bl 85 12 ] Kabat (195 S, hLLIVH ATV f¥) CDR X 235 4n & 1A F1 B o o 2647 %500 o
Wi LLIVH ATV e (2 SR P91 55 Kabat 088 EPEI B Ab v ZEPRI EL AT 2 I Kabat ]
€ S, hLLIVH FTV ke ) CDR [X 43 Sl tn ] 1A 1B B s g AT 28500 6

[0171]  SEZHEH) 2k & LL1 (R IR EAAR g f 3 o

[0172] VP Al 7 B 16 Py X LL1 (9 B 52 M, IR R ik ik & LLL (cLLD) « R A 51490
LLIVK-Pvull I VKIFOR [£] PCR, ¥ LLIVk (A% TP IRHR 35 7 ~ 12 &M Pyall FRHITEAE 5,
CAGCTG. FT#3 PCR =4 H Pvull F1 BT 1T SHATEEVITHAL (FB4rHh, IK Ry Vk A7 FE N 7E BT 11
B ri ) AR5 K L am v B 2 2R T pBR327 1) staging /& (A Pvull F1 Bell EEUITHAL ),
VkpBR2, HALFEUT Orlandi 55 1989 1 Leung 55 1994 AT H MAHIE K g & 30+, 15 5T
HIVFE T Vi PCR 7™ HyHE P 3% 422 )08 B 16 PR A P Ao oo

33




CON 102174108 A WO P 27/30 T

[0173]  LLIVK-Pvull 5’ -GAT GTT CAG CIG ACC CAA ACT CCA CTC TCC-3,

[0174]1 AR, SR AH 144 LLIB-1 F1 LL1F-1 [ PCR, ¥4 LL1VH [¥J 10-15 Fl 345-351 7%
B 7473 #5784 Pst1 Ml BstEIT. 4R )5 VH PCR =4 [ Pst1 Fl BstETT BEATEE ) TH AL AR
Ja s HEH 2 H Pstl A1 BstELT B YI7H 4L VHpBS2, 3£ T pBluescript ] staging & 14,
HAFEE S T AIRE T VH PCR P=44E P 3% B2 16038 L I BRI A7 20 {Orlandi, Gussow, %
1989741/1D} , H:H1 VHpBS #&4fiisk (Leung, S. 0., Shevitz, J., Pellegrini, M. C., Dion,
A.S., Shih, L. B. , Goldenberg, D. M. , #1 Hansen, H. J. (1994)) .

[0175] LLIB-1 5’ —CAG ATC CAG CIG_CAG CAG TCT GGA CCT GAG-3’

[0176] LLIF-1 5’ -GA GAC GGIT_GAC CAG AGT CCC TTG GCC CCA A-3’

[0177]  cLL1VH 1 Vk ()7 %13 FH DNA I3 AT UE S8R )5 43 s T8 2A i1 2B

[0178]  dHid Xbal F BamHT X PRl 14 B U ALK A5 cLLL 1) Vk P A BLS 15 5 IR
F)—H#2 M LLIVKPBR2 F ) R o 2SR5~ 550bp Vk Jv B ve [ 2 I FL BN R I8 844, pdHL2
[¥) Xbal/BamHI {7 iio ¥ FrAF8cfk a4 A cLL1VkpdHL2. AHBLR, B ik XhoT 1 BamHI XU FR
PR BTV AL A0 2 LLLVH (K4 750bp (1)) B 515 5 KT 41— M LLIVHPBS2 i) F 4R 5
PEBE NSRS o I vk 3R T 40 B o SRAI AT BamHT AT Hind TTT 38 (R S AH b 1% 42 1
W% F BEE v % %8 cLL1VKPDHL2 f#) Xhol 1 HindIT1 47 &, 15 3 i &R IS8R, B Hf &4 0
cLL1PDHL2,

[0179]  SEjifs] 3 cLL1 (K146 Jen K ik

[0180] 4 #J 301 g ) cLLIPDHL2 i i Sall B ¥4k m &k MR G FH B F AL &
SP2/0-AGLA 4l Ml o K i Je it 4 Bl + 96— FLAR 2 HAR G IEFE MTX Btk . A ELTSA 754
TR A A7 T H TR AR G PUR I e R SO 1 Bis . 3 R4 i e B4R S 7E A
|AM B SERE A s gm ) EiE T aifl cLLL,

[o181]  SEjlifsl] 4 &5 & I MRS .

[0182] it 57 4+ 40 W 25 4 K I LIS VB4l cLL1 AHX 32 A mLL1 [R50 R B . S iE &1
T AR 1C % mLL1 (100, 000cpm) FH Raji 40 M 7EA7 7E AR AW FE ¥ cLL1 B mLLL (155 T+
40°CHFE 1-2h, PEdk)EE 5 40 MAH DG BB VE . B 7R 5, cLL2 LAk 5
mLL1 FHZEAN KO 45 A 3E M, UESE T s v SE R s bk

[0183] %45 ALt TV 4 M vH 20 o0 AN e A AR LIIESE . ) 5 22, A ATIA Raji
0 i FHAE X L e B O — R AR HE, W, 85 A mLLL 8K cLL1 (¥ & FITC- frid
K190 - /D Fe 86T - A Fe uARRa R 4 M o250 0 A AT I e

[0184]  7F Raji 4f Jfo 50k “FAR 52 i ELISA 5% 4 0k 45 4 K0 0 LA P4l cLL1 AHXT 364
mLL1 [ S S N o T8 ek 8 7 AR o E 2% Raji 40 MR o B RH A ER U 7E 96— FL
P PVC MR J8 i S g I 0. 1% R e o B AR LR mLLL 8] cLL1 V&4
[ S AEY) 2 mLLL IR A LR S TSR T 1-2h, SRS, I\ HRP- 4011
WHEPEWEREND, KRG TERSE 1he BEEMAEE AnM 4828 % — R LR 0. 04%
H,0, HIEMH G T AM490nm 40k 57 HRP- 285 M BE S i W 2 & 1 S A1k &
o mLLL Z55 1 &

[0185]  SEjiifd] 5 AFZRX e HEA LLL B 5 B it N JSAL KRR ¥t o

[o186] DK cLL1 yR[A% (V) XAZEX (FR) 34 fll Kabat 204 22 Hh NPTk )47
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5, 9 IR cLL1VH F1 Vk [ FR I H 43 5 A ik, RE-TS3VH Fl HF-21/28Vk 55 i 141 7 41) [/l —
MR . HRERTH)E7R T 3A F 3B HhIF5 cLLIVH F Vk 34 LeEs. BRI, 9 sl e
RF-TS3 VH ] FR il HF-21/28Vk ] FR /£ & LL1VH 11 Vk ¥ CDR #4223 b i AR 2R X
SR, NEWM (1] FR4 &%), 11 9E RF-TS3 [#), F T2 # F T LL1 B8 AJ5AL 1Y RF-TS3 FR4 J¥71),
Z: LK 3A. LLIFR g AE CDR 1)/ B2 SRR SR AR RS T TR iR S (Qu %% Clin.
Cancer Rec.5 :30955-3100S(1990)) K hLL1 1, X ®ehEF & Vk 1) L46, F8T F1 Q100 ( &
3B) 1 VH [{] 136, K 37, Q46, A68, FI1 F1 593 ( ] 3A) o ] 3A 1 3B LLAL T A ik &AL
VH 1 Vk HE R F . B S S8 T cLLL AT hLLL dv 5 A VH AT Vk FE 1) HhAE R ik AR 7] )
FeFE. B AA R 4B F ol 7R T hLLIVH A Vk () DNA P 3L ER 741

[o187]  sjiffs] 6 A5tk V ZEAI ) PCR/ & IR E ildo

[0188] ¥ Leung % (Leung % 1994) Frfid iy i R SR A FH GG 1 A% 7 R & BFH PCR 2
Bl 5 Hr ik i A hLLL (st Vk R VH SR, R #43d hLLIVH X, 76 H 34k DNA 5 %
% (Applied Biosystem) L& P MCEERZH R, hLL1VHA (176-mer) A1 HLUVHB (165-mer) o
hLLI1VHA FEAAZ hLL1VH [X f#] 20 ~ 195nt :

[0189]1 5’ —GGTCTGAGTT GAAGAAGCCT GGGGCCTCAG TGAAGGTTTC

[0190]  CTGCAAGGCT TCTGGATACACCTTCACTAA CTATGGAGTG AACTGGATAA

[0191]  AGCAGGCCCC TGGACAAGGG CTTCAGTGGA TGGGCTGGATAAACCCCAAC

[0192]  ACTGGAGAGC CAACATTTGA TGATGACTTC AAGGGA-3’

[0193]  hLLIVHB J54If£K 5 173 ~ 337nt H #M® hLL1VH [X [{1 5

[0194] 5’ —~TCCCTTGGCC CCAATAAGCA AACCAGGCTT CGTTTTTACC CCTCGATCTT

[0195]  GAACAGAAAT ACACGGCAGT GTCGTCAGCC TTTAGGCTGC TGATCTGGAG

[0196]  ATATGCCGTG CTGACAGAGGTGTCCAAGGAGAAGGCAAAT CGTCCCTTGA

[0197]  AGTCATCATC AAATG-3’

[0198] hLLIVHAFIB 3’ — K ukJFH (22nt 5L ) 4 b T b . ZE T3 PCR 444tF T, hLL1VHA
MIB 3" = Rl KT i A A 5 R R 8 4 38 70 I 2 IR XURE DA B3R K IR K B 32
VRN B8 DNA B3 1051, 45 A5 2475 hLLIVH ) nt 20 ~ 337 [®JXU5E DNA, 1% DNA 7EAF
EP N5 A% 17 R, hLL1VHBACK 1 hLL1VHFOR N E— 438 LUK Rl 4> & hLL1VH,

[0199] hLLIVHBACK 5’ —GTG GTG CIG CAG CAA TCTGGG TCT GAG TTC AAG

[0200] AAGCC-3’

[0201] hLLIVHFOR 5’ —AAG TGG ATC CTA TAA TCA TTC CTA GGA TTA ATG-

[0202] 3’

[0203] L 10w 1 10XPCRZE M ¥ (500mM KC1, 100mM Tris. HCL 22 ' &, pH 8.3, 15mM
MgCl,) ,2 umol hLLIVHBACK F1 hLL1VHFOR, F 2. 5 B fif Tag DNA 2 4 #§ (Perkin Elmer
Cetus, Norwalk, Ct) ¥4 hLL 1 VHA F1 B W &/ha (LEHEH )« BiZRNIR ST
3 AMIEIRIE) PCR SN -94°CAR T 1| 2340, 45°CIB K 1 70 %8h, T 72°CE 4 1.5 20 8h, R G AT
27 AMEIA ) PCR Y. :94°CAR M 1 438D, 55 CIB K 1 4380, Fl 72°CH A 1 4r8h. B4t
hLL1VH [ XUE PCR— 4 34 (174, F Pst1 M BstELT FR il MERG ISR 5 il 2 FHE staging 3%
A, VHpBS2 I H 4 Pst1/BstEIT {7 /& o

[0204] g A4 3 N IR AL Vk J7 1) 1) 42 4K DNA, #% B3R J7 % & A hLL1 VKA (159-mer) Al
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hLL1VKB (169-mer) o 18 i U1 _Fl (1) P9 N 4% H7 R hLL1VKBACK AT hLL1VKFOR 434 hLL1VKA
1B,

[0205]  hLLIVHA JF4I4C3E hLL1VH X [f] 16 ~ 174nt.

[0206] 5’ —~CAGTCTCCAC TCTCCCTGCC CGTCACCCTT GGACAGCCGG CCTCCATCTC

[0207]  CTGCAGATCA AGTCAGAGCC TTGTACACAG AAATGGAAAC ACCTATTTAC

[0208]  ATTGGTTTCA GCAGAGGCCA GGCCAATCTC CAAGGCTCCT GATCTACACA

[0209]  GTTTCCAAC-3’

[0210]  hLL1VHB 48K 5 153 ~ 321nt H #M# hLL1VH [X [{1 7 5k .

[0211] 5’ ~TGTCCCAGCA CCGAACGTGG GAGGAACATG TGAACTTTGA

[0212]  GAGCAGAAAT AAACCCCAAC ATCCTCAGCC TCCACCCTGC TGATTTTCAG

[0213]  TGTGAAATCA GTGCCTGACC CACTGCCGCT GAATCTGTCT GGGACCCCAG

[0214]  AAAATCGGTT GGAAACTGTG TAGATCAGG-3’

[0215]  hLL1VKBACK 5° -GAT GTT CAG CTG ACT CAG TCT CCA CTC TCC CTG-

[0216] 3’

[0217]  hLLIVKFOR 5’ -G TTA GAT CTC CAG TCG TGT CCC AGC ACC GAA CG-

[0218] 3’

[0219]  HEARARALA hLL1VK PCR ™) Pvull F1 BgLITT AT PRI TERGVIIA JG ol 22 425
staging A&, Vx pBR2 [J H #p Pvul/Bell 47 £, ik 4 5% hLL1Vk FT VH [f) Xbal-BamHI
H1 Xhol/BamHI Jy BR KT File 28 ik pdHL2 T #4 E f 4% [ 7 I8 3044 hLL1pdHL2,

[0220]  SEJiiAA) ThLLL ()54 5% R IEFES A 15 I E o

[0221]  hLL1 RIEMLE G E K775 5K T cLLL Pk fAH A o

[0222]  FH Raji 40 B P2 U Gk TR St ELTSA 55 40 1 45 A Rl A& P4l hLL1 4
P N o T8 L S AR R B MRS Ragi AR Fr o KR IR SR EUAILE 96— FLT K PVC
i b B A T 0. 1% B I E .

[0223] 5K mLLL B cLLL VA ER AW R Ll 1 IR REHENILTH RS
TRIEIE 1-2h. YiEJa, I IRP- 2 &1 EDEY R E ARG TEEIEE 1h. Bl
INALE AmM 2028 i — 3h BR Eh A1 0. 04 % H,0, BRI BG T Asgy o BLECR iR HRP- S5
(EE SR EME SR A SEE AT EY i nLLl Z545 1R, WE 6 4RI R, nLL
L cLL 1 HUARRILH AR & A E . IR, B 7 pgse 4, hLL1 F1 cLL1 Pfksk
IR H AR AL 25 B0 P

[0224]  SEjfs] ShLL1 [N ZEAL

[0225] VbR UEDL AR AL B I A T 3P4l hLLL 76 Raji 40 Mo (9 P ZE4L FIAC S (Hansen 26
1996) o K4if (107) Iml F92 °T- bRic A hLL1 8% LL1 (107cpm) FZHZLRE 53 F T 37°CH
B lhe AR Ab Z55 1% 50, 22 A B FAS B R bR IC i Ab (23K FE N 1001 g/
ml) BISEE RS 1/10 BEAAFR AT I (ML, Usa AR 7L ) o E45 AN )5, il
PR IR LR AW BEHEYE . AR R B ZEFTE S, BUE M S A 45 &
b 90 % B AR FRIC T Ab PHAT o AR JEKE 4 MUAE 30m] Hr i1 7 b B AR 5 LA 1. 5ml/ FLAr B
B 24— FLAR bo FREE L. Sml FRE S T8 e SO S P SER AR AR 45511 com. 1E CO, TF B 25
WIS AR . 76 3,24,48 F1 72 /NI, $% N VA MCEAN MY o T8 I S ST WRF T 41 i T TR
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e BHIE . FLRR WS T-H Iml B 6537 35 ot , 1 BT i 9 6 5% 5 00 0 22 0 s 4 M o
W K LL 600X g B0 10 238K fE /N HBIRCEE Iml _ByEW (28 LiGWn 40% ) ARG
THBUSFHEYE o IMAE I ER AR AR BSA 2R Z 1% AR5 5ml & 10% (w/v) =& 4
% (TCA) YTHEER A . £ 40°CIFE 30 7085 LL 5000 X g B0 15 7380, 7 BISHL R a1
FOUTUE S AT e . ARk TCA PUTE U PEFR I IR 8 BB DA A2 T A, Tt
VE AT 11 2 DA DA A 2 SE IR o ARt Ja v 40 i R R DTUE ) ) 4T3 F B 0 48 B R
ST YE o R RERR A A (RTBCRT Y T LALRITG 25 -6 T8O P B E 2k 7k . il 8A F R, hLL
1 E7nH 5 LLL 765 Raji Mgt & o AR RUR P N 7E AL RIS, RIUL T2 &5 &
TSRV A A AR S 7E 3 /DI B R i . X B P T ILE Abs BIPY 7EAL, A
P1 —CD22 FHL —CD 19 (Hansen 55 1996) o F-HAMS [A) S FTUESE T hLL1 A0 mLLT A AHA
M TR KE 7 AR AE L /N e (1 8B) o

[0226] S5 OhLLL f) 40 i 557

[0227]  7F Raji 40, AWK ELSRI40 i R P LL % hLL1 5 mLL1 DL R cLLL (40 5 7R H .
BL2EPT - A 1gG Fe B BURs S Ab (a —hFe) FYE hLL1 AT cLL1 FIAC BRI A L 25T — /)
. 1gG Fc R 55t Ab (a —mFe) I F mLL1. fE58 0 HK 5X 10°Raji 4N At A& 50 g/
ml LL1 Ab 150 1 g/ml (3G BEASHERIN Iml K583k, 3 H AR H v HECA 3 RA4735 40 o i)
o, W9 TR, IEH Raji 4IRS EAE 3 HNBEIN T 4 ~ 5 f517E 3 H 45 ) 41 g
TEVE T REE > 80% . B FHACHE, S LL1Ab B¢ H LL1Ab FIASRE EL 8 A BER) (454
hLL1 FZEPT - /N TG Fe RSk Ab) ST B4 i ok 5 1IEH Raji 40X 7y . 2R
I, hLL1 FA$T — A TG Fe Rt Ab [BEE A 2chh S EE ML T 46— H W41 iiE ) B
> 40% M7 3 HIWA ML A0 % hLLL 20075 mLLL F cLL1 [y buse . 24
H Daudi 48 s LI BIAHRIZE 5 (K] 10) o R 55— W AE4L Ab, hLL2 ( NJEALFHT —CD22Ab)
INE A LI B Bk AV B o X848 SF A T hLLL X bk 298 40 Mo 25 (1) 400 Mo 5 2 1 FH B0 ) 4
e L Ab ATk
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[0001]

[0002]

3%

<110> IMMUNOMEDICS, INC.

<120> ATELPL-CD74 Pk R B R b

<130> 018733/1162

<140> PCT/GB03/00890
<141> 2003-03-03

<150> 60/360, 259
<151> 2002-03-01

<160> 36
<{170> PatentIn Ver. 2.1

210> 1

<211> 360

<212> DNA

<213> Mus musculus

<2205
<221> CDS
<222> (1).. (360)

<400> 1

cag atc cag ttg gtg cag tct gga

Gln Ile Gln Leu Val Gln Ser Gly
1 5

aca gtc aag gtc acc tge aag act
Thr Val Lys Val Thr Cys Lys Thr
20

gga gtg aac tgg ata aag cag act
Gly Val Asn Trp Ile Lys Gln Thr
35 40

gge tgg ata aac ccc aac act gga
Gly Trp Ile Asn Pro Asn Thr Gly
50 55

cct gag ctg aag aag cct gga gag
Pro Glu Leu Lys Lys Pro Gly Glu
10 15

tet gga tat acc ttc aca aac tat
Ser Gly Tyr Thr Phe Thr Asn Tyr
25 30

cca gga gag ggt tta cag tgg atg
Pro Gly Glu Gly Leu Gln Trp Met
45

gag cca aca ttt gat gat gac ttc
Glu Pro Thr Phe Asp Asp Asp Phe
60

38

48

96

144

192
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[0003]

aag gga cga ttt gee tic tet tig gaa tce tet gee age act gee ttt
Lys Gly Arg Phe Ala Phe Ser Leu Glu Ser Ser Ala Ser Thr Ala Phe

65 70

75 80

ttg cag atc agc aac ctc aaa aat gag gac atg ggt aca tat ttc tgt
Leu Gln Jle Ser Asn Leu Lys Asn Glu Asp Met Gly Thr Tyr Phe Cys

85

tca aga tcg agg ggt aaa aac gaa gcc tgg ttt get tat tgg gge caa

90

95

Ser Arg Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln

100

ggg act ctg gte act gte tet
Gly Thr Leu Val Thr Val Ser
115

<210> 2

<211> 120

<212> PRT

<213> Mus musculus

400> 2
Gln Ile Gln Leu Val Gln Ser
1 5

Thr Val Lys Val Thr Cys Lys
20

Gly Val Asn Trp Ile Lys Gln
35

Gly Trp Ile Asn Pro Asn Thr
50 55

Lys Gly Arg Phe Ala Phe Ser
65 70

Leu GIn Ile Ser Asn Leu Lys
85

Ser Arg Ser Arg Gly Lys Asn
100

105
gaa

Glu
120

Gly Pro

Thr Ser
25

Thr Pro

40

Gly Glu

Leu Glu

Asn Glu

Glu

10

Gly

Gly

Pro

Ser

Asp
90

Glu Ala Trp

105

39

110

Leu Lys Lys Pro Gly Glu
15

Tyr Thr Phe Thr Asn Tyr
30

Glu Gly Leu Gln Trp Met
45

Thr Phe Asp Asp Asp Phe
60

Ser Ala Ser Thr Ala Phe
75 80

Met Gly Thr Tyr Phe Cys
95

Phe Ala Tyr Trp Gly Gln
110

240

288

336

360
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[0004]

Gly Thr Leu Val Thr Val Ser Glu

115

<210> 3

<211> 337
<212> DNA
<213> Mus musculus

220>
<221> CDS

<222> (1)..(333)

<400> 3

gat
Asp
1

gat
Asp

aat

Asn

cca
Pro

gac
Asp
65

agt
Ser

tca
Ser

gtt gtg atg
Val Val Met

caa gce tee
Gln Ala Ser
20

gga aac acc
Gly Asn Thr
35

aag ctc ctg
Lys Leu Leu
50

agg ttc agt
Arg Phe Ser

aga gtg gag
Arg Val Glu

cat gtt cct
His Val Pro
100

<210> 4

acc

Thr

atc
Ile

tat
Tyr

atc
Ile

ggcC
Gly

get

caa
Gln

tct
Ser

tta
Leu

tac
Tyr

agt
Ser
70

gag

act
Thr

tge

cat
His

aca
Thr
55

gga
Gly

gat

Ala Glu Asp

85

cce acg tte
Pro Thr Phe Gly

120

ceca
Pro

aga
Arg

tgg
Trp
40

gtt
Val

tca

Ser

ctg
Leu

ggt

cte tee
Leu Ser
10

tct agt
Ser Ser
25

tac ctg
Tyr Leu

tcc aac
Ser Asn

ggg aca
Gly Thr

gga ctt
Gly Leu
90

gct ggg
Ala Gly

1056

40

ctg
Leu

cag
Gln

cag
Gln

cga

Arg

gat
Asp
75

tat

Tyr

ace
Thr

cet
Pro

agc
Ser

aag
Lys

ttt
Phe
60

tte

Phe

tte
Phe

aag
Lys

gtc agt
Val Ser

ctt gta
Leu Val
30

cca gge
Pro Gly
45

tct ggg
Ser Gly

aca ctc
Thr Leu

tge tet
Cys Ser

ctg gag
Leu Glu
110

ctt
Leu

15

cac
His

cag
Gln

gtc
Val

aag
Lys

caa
Gln
95

atc
Ile

gga
Gly

aga
Arg

tet
Ser

cca

Pro

atc
Ile
80

agt
Ser

taac

48

96

144

192

240

288

337
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[0005]

211> 111
<212> PRT
<213> Mus musculus

<400> 4
Asp Val Val Met Thr Gln
1 5

Asp Gln Ala Ser Ile Ser
20

Asn Gly Asn Thr Tyr Leu
35

Pro Lys Leu Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Ser His Val Pro Pro Thr
100

210> 5

<211> 360

<212> DNA

<213> Mus musculus

<220>
<221> CDS
<222> (1).. (360)

<400> 5

cag gtc caa ctg cag cag

Gln Val Gln Leu Glin Gln
1 5

aca gtc aag gtc acc tge
Thr Val Lys Val Thr Cys
20

Thr Pro Leu Ser Leu Pro
10

Cys Arg Ser Ser Gln Ser
25

His Trp Tyr Leu Gln Lys
40

Thr Val Ser Asn Arg Phe
55 60

Gly Ser Gly Thr Asp Phe
75

Asp Leu Gly Leu Tyr Phe
390

Phe Gly Ala Gly Thr Lys
105

tet gga cct gag ctg aag
Ser Gly Pro Glu Leu Lys
10

aag act tet gga tat ace

Lys Thr Ser Gly Tyr Thr
25

41

Val Ser Leu Gly
15

Leu Val His Arg
30

Pro Gly Gln Ser
45

Ser Gly Val Pro

Ile
80

Thr Leu Lys

Cys Ser Gln Ser
95

Leu Glu Ile
110

aag cct gga gag
Lys Pro Gly Glu
15

ttc aca aac tat
Phe Thr Asn Tyr
30

48

96
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gga gtg aac tgg ata aag cag act cca gga gag ggt tta cag tgg atg 144
Gly Val Asn Trp Ile Lys Gln Thr Pro Gly Glu Gly Leu Gln Trp Met
35 40 45

ggc tgg ata aac ccc aac act gga gag cca aca ttt gat gat gac tftc 192
Gly Trp Ile Asn Pro Asn Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
50 55 80

aag gga cga ttt gec tte tet ttg gaa tec tet gee age act gee ttt 240
Lys Gly Arg Phe Ala Phe Ser Leu Glu Ser Ser Ala Ser Thr Ala Phe
65 70 75 80

ttg cag atc agc aac ctc aaa aat gag gac atg ggt aca tat ttc tgt 288
Leu Gln Ile Ser Asn Leu Lys Asn Glu Asp Met Gly Thr Tyr Phe Cys
85 90 95

tca aga tcg agg ggt asa aac gaa gecc tgg ttt get tat tgg ggc caa 336
Ser Arg Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln
100 105 110

=

ggg act ctg gtc acc gtc tee tea 360
Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 6

<211> 120

<212> PRT

<{213> Mus musculus

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

Thr Val Lys Val Thr Cys Lys Thr Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Gly Val Asn Trp Ile Lys Gln Thr Pro Gly Glu Gly Leu Gln Trp Met
35 40 45

Gly Trp Ile Asn Pro Asn Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
50 55 60

[0006]

42
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[0007]

Lys Gly Arg Phe Ala Phe Ser Leu Glu Ser Ser Ala Ser Thr Ala Phe
65 70 75 80

Leu Gln Ile Ser Asn Leu Lys Asn Glu Asp Met Gly Thr Tyr Phe Cys
85 90 95

Ser Arg Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 7

<211> 339

<212> DNA

<213> Mus musculus

<220>
<221> CDS
<222> (1)..(339)

<400> 7

gac atc cag ctg acc caa act cca ctc tee ctg cct gtec agt ott gga

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

gat caa gcc tcc atc tet tge aga tet agt cag age ctt gta cac aga
Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val His Arg
20 25 30

aat gga aac acc tat tta cat tgg tac ctg cag aag cca ggc cag tct
Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

cca aag ctc ctg atc tac aca gtt tcc aac cga ttt tct ggg gtc cca

Pro Lys Leu Leu Ile Tyr Thr Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

gac agg ttc agt ggc agt gga tca ggg aca gat ttc aca ctc aag atc

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70 75 80

agt aga gtg gag gct gag gat ctg gga ctt tat ttc tge tect caa agt

43

48

96

144

192

240

288
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[0008]

Ser Arg Val Glu Ala Glu Asp Leu Gly Leu Tyr Phe Cys Ser Gln Ser

85

tca cat gtt cct ccc acg tte ggt get ggg acc aag ctg gag atc aaa
Ser His Val Pro Pro Thr Phe Gly Ala Gly Thr Lys Leu Glu Ile Lys
105 110

100

cgt
Arg

<210> 8

211> 113

<212> PRT

<213> Mus musculus

<400> 8
Asp Ile Gln Leu Thr Gln
1 5

Asp Gln Ala Ser Ile Ser
20

Asn Gly Asn Thr Tyr Leu
35

Pro Lys Leu Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

90

Thr Pro Leu Ser Leu Pro Val Ser

10

Cys Arg Ser Ser Gln Ser Leu Val

25 30

His Trp Tyr Leu Gln Lys Pro Gly
40

45

60

Gly Ser Gly Thr Asp Phe Thr Leu

75

Ser Arg Val Glu Ala Glu Asp Leu Gly Leu Tyr Phe Cys Ser

85

Ser His Val Pro Pro Thr
100

Arg

21 9

<211> 120
<212> PRT

90

Phe Gly Ala Gly Thr Lys Leu Glu

105 110

44

95

Leu Gly
15

His Arg

Gln Ser

Thr Val Ser Asn Arg Phe Ser Gly Val Pro

Lys Ile
80

Gln Ser
95

Ile Lys
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213> A%

<400> 9

Gln Val Gln Leu Val Gln

1

5

Ser Val Lys Val Ser Cys

Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

10

Lys Ala Ser Gly Tyr Thr Phe Thr

25

30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu

35

Gly Trp Ile Asn Thr Asn

50

Thr Gly Arg Phe Val Phe

65

70

Leu Gln Ile Ser Ser Leu

85

Ala Arg Glu Asp Ser Asn

Gly Ser Leu Val Thr Val

115

<210> 10
<211> 120
<212> PRT

213> AIR%I

<220>

40

45

Thr Gly Asn Pro Thr Tyr Ala Gln

85

60

Ser Leu Asp Thr Ser Val Ser Thr

75

15

Ser Tyr

Trp Met

Gly Phe

Ala Tyr

80

Lys Ala Asp Asp Thr Ala Val Tyr Tyr Cys

90

95

Gly Tyr Lys Ile Phe Asp Tyr Trp Gly Gln

Ser Ser
120

106

<223 AIRFHIMHER: &Rtk cLLIVH

<400> 10

Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu
10

1

Thr Val Lys Val Thr Cys Lys Thr Ser Gly Tyr Thr Phe Thr Asn Tyr
30

Gly Val Asn Trp Ile Lys Gln Thr Pro Gly Glu Gly Leu Gln Trp Met

[0009]

5

25

45

110

15
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[0010]

35

Gly Trp Ile Asn Pro Asn
50

Thr Gly Arg Phe Ala Phe
65 70

Leu Gln Ile Ser Asn Leu
85

Ser Arg Ser Arg Gly Lys
100

Gly Thr Leu Val Thr Val
115

<2105 11

<211> 120
<212> PRT
213> A

<400> 11
Gln Val Gln Leu Gln Gln
1 5

Ser Val Lys Val Ser Cys
20

Gly Val Asn Trp Ile Lys
35

Gly Trp Ile Asn Pro Asn
50

Thr Gly Arg Phe Ala Phe
65 70

Leu Gln Ile Ser Ser Leu
85

Ser Arg Ser Arg Gly Lys
100

40 45

Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
55 60

Ser Leu Glu Ser Ser Ala Ser Thr Ala Phe
75 80

Lys Asn Glu Asp Met Gly Thr Tyr Phe Cys
90 95

Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln
105 110

Ser Ser
120

Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
10 15

Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
25 30

Gln Ala Pro Gly Gln Gly Leu Gln Trp Met
40 45

Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
55 60

Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr
75 80

Lys Ala Asp Asp Thr Ala Val Tyr Phe Cys
90 95

Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln
105 110

46
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[0011]

Gly Ser Leu Val Thr Val Ser Ser

115

<210> 12
<211> 111
<212> PRT
213> A3

<400> 12

120

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val

1

Gln Pro Ala Ser
20

Asp Gly Asn Thr
35

Pro Arg Arg Leu
50

Asp Arg Phe Ser
65

Ser Arg Val Glu

Thr His Trp Pro
100

<210> 13
<211> 113
<212> PRT
213> ATF3)

<2207

5

Ile Ser

Tyr Leu

Ile Tyr

Gly Ser
70

Ala Glu
85

Phe Thr

10

Cys Arg Ser Ser Gln Ser Leu
25

Asn Trp Phe Gln Gln Arg Pro
40 45

Lys Val Ser Asn Arg Asp Ser
55 60

Gly Ser Gly Thr Asp Phe Thr
75

Asp Val Gly Val Tyr Tyr Cys
90

Phe Gly Gln Gly Thr Arg Leu
105

<223> AIR5IMH#R: WA cLLIVK

<400> 13

Thr

Val

30

Gly

Gly

Leu

Met

Glu
110

Leu Gly
15

His Ser

Gln Ser

Val Pro

Lys Ile
80

Gln Gly
95

Ile

Asp Ile Gln Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Asp

1

5

10

47

15
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[0012]

Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Val

20

Asn Gly Asn Thr
35

Pro Lys Leu Leu
50

Asp Arg Phe Ser
65

Ser Arg Val Glu

Ser His Val Pro
100

Arg

210> 14

211> 113

<212> PRT
213> A%

<400> 14
Asp Ile Gln Leu
1

GIn Pro Ala Ser
20

Asn Gly Asn Thr
35

Pro Arg Leu Leu
50

Asp Arg Phe Ser
65

Ser Arg Val Glu

Tyr Leu

Ile Tyr

Gly Ser

70

Ala Glu
85

Pro Thr

Thr Gln
5

Ile Ser

Tyr Leu

Ile Tyr

Gly Ser

70

Ala Glu

25

His Trp Tyr Leu Gln Arg Pro
40 45

Thr Val Ser Asn Arg Phe Ser
85 60

Gly Ser Gly Thr Asp Phe Thr
75

Asp Leu Gly Val Tyr Phe Cys
90

Phe Gly Ala Gly Thr Lys Leu
105

Ser Pro Leu Ser Leu Pro Val
10

Cys Arg Ser Ser Gln Ser Leu
25

His Trp Phe Gln Gln Arg Pro
40 45

Thr Val Ser Asn Arg Phe Ser
55 60

Gly Ser Gly Thr Asp Phe Thr
75

Asp Val Gly Val Tyr Phe Cys

48

30

Gly

Gly

Leu

Ser

Glu
110

Thr

Val

30

Gly

Gly

Leu

Ser

His Arg

Gln Ser

Val Pro

Lys Ile
80

Gln Ser
95

Ile Lys

Leu Gly
15

His Arg

Gln Ser

Val Pro

Lys Ile

80

Gln Ser
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[0013]

85 90 95

Ser His Val Pro Pro Thr Phe Gly Ala Gly Thr Arg Leu Glu Ile Lys
100 105 110

Arg

<210> 15

<211> 360
<212> DNA
Q213> A%

<220>
<221> CDS
<222> (1).. (360)

<400> 15
cag gtc caa ctg cag caa tct ggg tct gag ttg aag aag cct ggg gcc 48
Gln Val Gln Leu Gln Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala

1 5 10 15

tca gtg aag gtt tcc tgc aag get tect gga tac acc ttc act aac tat 96
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

gga gtg aac tgg ata aag cag gcc cct gga caa ggg ctt cag tgg atg 144
Gly Val Asn Trp Ile Lys Gln Ala Pro Gly Gln Gly Leu Gln Trp Met
35 40 45

ggc tgg ata aac ccc aac act gga gag cca aca ttt gat gat gac ttc 192
Gly Trp Ile Asn Pro Asn Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
50 55 60

aag gga cga ttt gec ttc tec ttg gac acc tct gte age acg gea tat 240
Lys Gly Arg Phe Ala Phe Ser Leu Asp Thr Ser Val Ser Thr Ala Tyr
65 70 75 80

ctc cag atc agec age cta aag get gac gac act gee gtg tat ttc tgt 288
Leu Gln Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr Phe Cys
85 90 95

tca aga tcg agg ggt aaa aac gaa gee tgg ttt get tat tgg gegc caa 336
Ser Arg Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln

49



CN 102174108 A F 3

13/20 11

[0014]

100 1056 110

geg acc ctg gte ace gtc tec tea
Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 16

<211> 120
<212> PRT
Q213> A

<400> 16
Gln Val Gln Leu Gln Gln Ser Gly Ser Glu Leu Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 26 30

Gly Val Asn Trp Ile Lys Gln Ala Pro Gly Gln Gly Leu Gln Trp Met
35 40 45

Gly Trp Ile Asn Pro Asn Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe
50 55 60

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

Leu Gln Ile Ser Ser Leu Lys Ala Asp Asp Thr Ala Val Tyr Phe Cys
85 90 95

Ser Arg Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr Trp Gly Gln
100 105 110

Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 17

<211> 339
<212> DNA
213> A%

<2205

50

360
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[0015]

<221> CDS
222> (1)..(339)

<400> 17

gac atc cag ctg act

Asp Ile Gln Leu Thr
1 5

cag ccg gece tec ate
Gln Pro Ala Ser Ile
20

aat gga aac acc tat
Asn Gly Asn Thr Tyr
35

cca agg ctc ctg atc
Pro Arg Leu Leu Ile
50

gac aga ttc agc ggce
Asp Arg Phe Ser Gly
65

agc agg gtg gag get
Ser Arg Val Glu Ala
85

tca cat gtt cct cce

cag
Gln

tee
Ser

tta
Leu

tac
Tyr

agt
Ser
70

gag
Glu

acg

tet cca cte
Ser Pro Leu

tge aga tca
Cys Arg Ser
25

cat tgg ttt
His Trp Phe
40

aca gtt tcc

tee ctg ccc
Ser Leu Pro
10

agt cag agc
Ser Gln Ser

cag cag agg
Gln Gln Arg

aac cga ttt

Thr Val Ser Asn Arg Phe

55

geg tca gge
Gly Ser Gly

gat gtt ggg
Asp Val Gly

ttc ggt get

60

act gat ttc
Thr Asp Phe
75

gtt tat tte
Val Tyr Phe
90

ggeg aca cga

gte
Val

ctt
Leu

cca
Pro
45

tet
Ser

aca
Thr

tge
Cys

ctg

Ser His Val Pro Pro Thr Phe Gly Ala Gly Thr Arg Leu

100

cgt
Arg

<210> 18
211> 113
<212> PRT
213> A%

<400> 18

105

ace
Thr

gta
Val
30

ggc
Gly

gge
Gly

ctg
Leu

tet
Ser

gag
Glu
110

ctt
Leu
15

cac

His

caa
Gln

gte
Val

Lys

caa
Gln
95

atc
Ile

gga
Gly

aga
Arg

tct
Ser

cca
Pro

atc
Ile
80

agt
Ser

Lys

Asp Ile Gln Leu Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly

1 5

51

10

15

48

96

144

192

240

288

336

339
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[0016]

Gln Pro Ala Ser Ile Ser
20

Asn Gly Asn Thr Tyr Leu
35

Pro Arg Leu Leu Ile Tyr
50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Ser His Val Pro Pro Thr
100

Arg

<210> 19

<211> 16

<212> PRT

<213> Mus musculus

<400> 19
Arg Ser Ser Gln Ser Leu
1 5

<210> 20

Ll 7

<212> PRT

<213> Mus musculus

Cys Arg Ser Ser Gln Ser Leu Val His Arg
25 30

His Trp Phe Gln Gln Arg Pro Gly Gln Ser
40 45

Thr Val Ser Asn Arg Phe Ser Gly Val Pro
55 60

Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
75 80

Asp Val Gly Val Tyr Phe Cys Ser Gln Ser
90 95

Phe Gly Ala Gly Thr Arg Leu Glu Ile Lys
105 110

Val His Arg Asn Gly Asn Thr Tyr Leu His
10 15

<400> 20

Thr Val Ser Asn Arg Phe Ser
1 5

<210> 21

211> 9

52
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[0017]

<212> PRT
<213> Mus musculus

<400> 21
Ser Gln Ser Ser His Val Pro Pro Thr
1 5

210> 22

211> 5

<212> PRT

<213> Mus musculus

<400> 22
Asn Tyr Gly Val Asn
1 5

<210> 23

211> 17

<212> PRT

<213> Mus musculus

<400> 23

Trp Ile Asn Pro Asn Thr Gly Glu Pro Thr Phe Asp Asp Asp Phe Lys

1 5 10

Gly

<210> 24

Q1> 11

<212> PRT

<213> Mus musculus

<400> 24
Ser Arg Gly Lys Asn Glu Ala Trp Phe Ala Tyr
1 5 10

<210> 25

211> 15

<212> PRT
213> ALR%

53

15
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[0018]

<220>

<223> Description of Artificial Sequence: Linker peptide

<400> 25

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser

1 5 10

<210> 26
<211> 30

<212> DNA
213> AR5

<220>
223> ALRFIH#R: AREEER

<400> 26
gatgttcage tgacccaaac tccactctee

210> 27
211> 30
<212> DNA
218> ALF3

<220>
<223 AITRFINHER: SREEER

<400> 27
cagatccage tgcagcagtce tggacctgag

<210> 28

<211> 30

<212> DNA
213> A%

<220>
223> ANIRFFIMH#R: ARBEGHR

<400> 28
gagacggtga ccagagtccce ttggeeccaa

54

15

30

30

30
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[0019]

<210> 29
<211> 176
<212> DNA
213> NLTF5

<220>
223> NIRFFIH#R: REETR

<400> 29

ggtetgagtt gaagaagect ggggoctcag tgaaggtttc ctgecaagget tctggataca 60
ccttcactaa ctatggagtg aactggataa agcaggccce tggacaaggg cttcagtgga 120
tgggetggat aaaccccaac actggagage caacatttga tgatgacttc aaggga 176

<210> 30
<211> 165
<212> DNA
213> ATF3

<220>
223> NTFFIKHER: ARELEHER

<400> 30

teeettggee ccaataagea aaccaggett cgtttttace cctegatctt gaacagaaat 60
acacggeagt gtegtcagee tttaggetge tgatctggag atatgeegig ctgacagagg 120
tgtccaagga gaaggcaaat cgtcccttga agtcatcatc aaatg 165

<210> 31
<211> 38

<212> DNA
213> A3

<220>
<223> AIRFIRH#ER: AR ER

<400> 31

gtggtgetge agecaatctgg gtetgagtte aagaagcece 38

<210> 32
<211> 33
<212> DNA

55
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213> ANIJF5

<220>
223> ATFFPIHER: GREETR

<400> 32
asagtggatcc tataatcatt cctaggatta atg 33

<210> 33
<211> 159
<212> DNA
213> ANIR%I

<2205
223> ALFFH#E: ERERER

<400> 33

cagtctccac tctecetgee cgteaccett ggacageegg cctecatete ctgecagateca 60
agtcagagec ttgtacacag aaatggaaac acctatttac attggtttca gcagaggecea 120
ggccaatcte caaggetcct gatctacaca gtttccaac 159

<210> 34

<211> 169
<212> DNA
213> AIR%|

<220>
223> NLFHIMH#R: ARELKER

<400> 34

tgtcccagea ccgaacgtgg gaggaacatg tgaactttga gagcagaaat aaaccccaac 60
atcctcagee tccaccctge tgattttcag tgtgaaatca gtgectgace cactgeeget 120
gaatctgtct gggaccccag aaaatcggtt ggaaactgtg tagatcagg 169

<210> 35

<211> 33

<212> DNA
213> ALF%)

<220
223> ANIRRFIHER: EREEETR
[0020]

56
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<400> 35
gatgttcage tgactcagtc tccactctce ctg 33

<210> 36
<211> 33
<212> DNA
213> AR5

<220>
223> ATHRFIgHER: ERELETR

<400> 36
gttagatcte cagtcgtgte ccagecaccga acg 33

57
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