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1. (a) —Fh&h & IF4MHI4E NK 48 i b 40 4 KIR2DL1 . KIR2DL2 A1 KIR2DL3 244 % M
R4 —KIR Fdd, F1 (b) —FPyayT thdiid, HAHEGeig i@t CD16 456 Hisid ADCC Sk 4141
M2 (1) N 1gG1 B 1gG3Fe 4, fEil & H TAE NS B F AR IGIT B 4 Btk L4 o 3 A
AR IR 250 T BRI, e Bk —KIR Bk 45 & KIR2DL1\KIR2DL2 A1 KIR2DL3 A 5244
) — AN [ e 5 #%2 3F HAH| KIR2DL1- KIR2DL2— 1 KIR2DL3- 415 (1 NK 40 i F1) 40 B 25 12k 1)
FIAE FH, oA ik B 20 e S0 P e gg 10 400 e R 08 e I ¥ 9 1 oA A D BB I HLJd e B
IEIT SRS T B ADCC RIGYT , H H L A Frid st —KIR fudo i s b pirid i o ik 2%
PE I8 2 i () ADCC SR 38 Birid ¥ 97 Zh 2%

2. FRABEBUCRIEER 1 Bk A, A Frik bt —KIR $idk

(1) e —MEHUE EEFEER— LB Fab B Fab’ 2 7B, CDR Al ScFv BIHLJR 45
HRE
(11) s&— A$ue NI TR BR & PuiE, BUBFE ST — NG B Fab v Bt .Fab’ 2 Jy
Bt CDR Al ScFv 3 R4 & B

(111) #IHIZEES 80 fir LA WA Bahk B 1) HLA-C 2547 28+ 5 A KIR2DL1 24K 454 .
PARCAESS 80 i HAG R A lchx J: 1) HLA-C 5847 J: R 735 A KIR2DL2 H KIR2DL3 3244 45
A/ / BR

(iv) P TLFEFIAR EB6 B [ Fab /Bt Fab’ 2 7 Bt. CDR 1 ScEv [ B,

3. FRABBUCRIEE SR 1 Bk N H , Hodr prad v 97 e f A

(1) ANEBES R BE 2SS

(11) feM2Z & P HEf R A 1

(iii) JeR & Br, I H LR AT 375mg/m* I E i H sF / 5%

(iv) &R R2H B n, 3 H DLREJE DT 90mg (155 =i

4. WRHEACREER 1 PR R, He b e ¥a 97 PESUAR A IR 1 —K IR Fidd (1) A it
THrR B, 8 (i1) Friddt —KIR HUid /et Bk vy 7 s — J& P T ik 3 .

5. BRI SR 1 BTk R AT, oA Bk B 28 o vbk O ot A= P S v i 2 AE E A 4
JRELSRT NHL . S B Bl VE 1 0958 AML 1S PR ok EX 4 e 19 1978 CLL B 22 kMR 608 MM,

6. FRAB BRI LR 1 B i B2 A, Ao 7E Tt A Pk Bt —K IR Ak 2 BBz fa e prids 263
NK 4 i i 7 PR B =

7. WA AR SR 6 Frid i ST, oA Birids NK 40 i A 3% M B & d DL R 5 SRR

i) £ ik it FH 22 1T FH T 28 35 3143 NK 40

1) FEATAE— PP B Fhn] 3 B VeI 7 PR UL (R 40 B 471 / ANFAEFTR BT —KIR
FUARIE LT, 5 & Pk NK 40 BL AL

iii) JWEFTIRPT —KIR Hiikxd T Frid NK 40 78 55 rid $E40 A 68 77 A 520

oA I H BT IR 3 KR U4 38 5 ik NK 40 o 9 5 B 3 28 41 i 1) 88 3 ), 3R B BT id
Pt —KIR Foddeid F Tl 2 H T 76 Birid B384k s 97 Birid 5 IR 254) o

8. — PG, L -

(a) —Fhas& 306148 NK 40 B4 P KIR2DL1 . KIR2DL2 1 KIR2DL3 32424 & 74 )
Pt KIR Hidk, (b) —FhEdE A TeGl BL 1gG3Fe #i7 H.BE %4 BT PEHAR ) Fe #f 7 ilid
CD16 &G H I3 ADCC 37 B 24 o bk E2L 40 B3 A 1 20 b e (%) 40 e e 2 (1006 97 Tk A, DA%
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(c) —FhZjHsy: Erl Bz I aAA, Horh Pk Bt —KIR $udk 45 & KIR2DL1 . KIR2DL2 A1 KIR2DL3
NZARH— DI R e g 7% 31 H A6 KIR2DL1-.KIR2DL2— A1 KIR2DL3— 415 At NK 21 o fit) £ it
BRI VE AT, For Bk B2 S PR e oRa () 20 e BB 6% 4 BT IR YR 9T M B E S B bR O HLd
It H BTIRIE T HEBUAR A S 10 ADCC k¥R YT, I H I Fr Frik bt —KIR fuidcidnd s At B 4R i i
SE iR 40 L K ADCC RIS I FIT ik va T Thidk o

9. MAEBUFIE R 8 Frid 4L &4, b ik i —KIR ik

(i) Z—Puif AR —EH Fab B Fab” 2 J Bt CDR Fl ScFv B 545 &

B s
(11) #&— A$uis NI HUREUR & PuiE, BUBFRE ST — A% B Fab Jy Bt Fab’ 2 Jv

Bt CDR Ml ScFv MIPLIR & & H B 5

(ii1) #MHIESS 80 £ HA i Bk 2L 1) HLA-C Zef 2 F 43+ 5 AN KIR2DL1 3246455 .
PARAESS 80 i HAG R A lchx J: 1) HLA-C 5847 2[R 735 A KIR2DL2 F KIR2DL3 3244 45
&/ / BR

(iv) &P TLREFIAR EB6 B [ Fab /7Bt Fab’ 2 7 Bt CDR #1 ScEv [ f B,

10. MRIEBCRE R 8 Frik (A& 4, Forb Bk va 7T P ik

(1) A5OSR BEE &S

(11) M2 & RHEf kA B .
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{EF NK gERE L SR SIaTT IE IR DIy 73 75 F14R
=)

[0001]  ZHIE & HIE 5 200480021421, 7. H1iE H Ny 2004 4£ 7 H 23 H . KWL RN “AF
FH NK 20 B3 30t A PR a7 SR SR T Al & 47 R I HE I 7 s

ARG

[0002] AR WK L3 AR IRTT TESUR S A AL . SERART 5, AR
FayT AR BEL W B 2R 3% 0 400 B ) 0 1) P 32 A BRI B B R 0 40 L RO TR AL B2 AR B AL A
YRR IR A A P DA T S 4508 7L 0 00 8 3 1 AR 0% 0 4 ML Y A e T 2 P B i, L B
T+ ADCC AL ARG 5L NS TP IR TT IR

EEEA

[0003] AT 21697 77 AR LA VAR T MU A R B iz b IX LA 4R, 4 an il
F O R BI6 ST VR R 8 S0.41 f 52 08 , 15 Tl A2 o0 25 41 B 2o 25422 % 10 400 L e 8 400 e B¢
HERIR . X S h AR 2 ALY TG S B v PR Pidd, JAU 2 HA A 1gG1 B 1gG3Fc
5o XEEHUAAT] DR R AR PR B 044, IF HOE w2 “ AR B/ BRauig (R, 4
K B & PR ShReE, SRR R ABEE N R Fe FR4 i A/ BRIE 1) 7] 48 X B AL
HPE X (CDR)) o IR, %P ye RIS T LAERAG N Tg A s (15 B PR 1) /)5 B3 A s
Tt G AR AT 58 A NIRAL, BUBE HATA B ASS4HH Y cDNA SCEIRTS

[0004] %G 9T PEPUAR B — A RRBR 6] 2 B Z 3T (rituximab) (3£ B 4
Mabthera®, Rituxan®),E&—FEA v 1H « fHEX (FfiE4E A 1g61Fc #45)

A CD20 5 P A B AT A2 X HE 12 B Bk & B —CD20 B s fidA . AE L 59 JL4E, A
ZE P DR AR TS B R AN M AR R A, MR AR A e R (NHL) YR
JIIT % NIEALH TeGl FUR R e 6505 M TiR77 B 0GR (42 ) mIkRA

¥4 (alemtuzumab) ( Campath-1TH® ) R T 3657 0I5 59 il Z 2k 563470 (trastuzumab)

(Herceptin®.) . FK& B 93657 PESUAR B9 H & ) 7 IEE AR ST P
[0005] VT PEHURIME FINLEI SR — DN IR IR AL, S ECE A iU sr
SNSRI s . Z3EE e A LO@st 20 3 FOLESRA T Bua A SR
BEPE (ADCC) A MA AR 38 B Y5 A o ATE A A oA B4 B PSR 45 tH (945 5 0] T A K Y B4
BRI
[0006]  JRAEFIXEEHURARR T —FANSIGIT, JUHE XS TIRI7 IR, A8 A 23 7732,
A HATEAIRMIITRL. B, KGR ZE gl (467) BETa8
WETEA (47 ) S B Ti697 PR B AT & BE NHL A 2%, {242 30% 28 50 % [ NHL &
HXT R ZE BB A R . A AR b A R T -1 CD20 SRk /K F 697 HA (R 47
AE (1) 51 I8 471457 BRI A R 22 5 55 B AR ] DASBRE A4 AE — L8 JR 35 TR ORI 22 1 B
BT R R, YR IT A B SEBR IR PR AEAR RFR S AT PR 2 R A
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[00071  534b, BT it VRS VEDUA R B R, (R4 367 PEDUR RO AE AT 32 210 7 BR 1. 64,
FE B T IR A SR e RIS B L S22 ARV 2 e ] Re B Al AR H
TERAE R B 1) FH U A 1 R RE ST B O

[0008]  [PRIUL, $2 mifa y7 PESUAR (YT R B R 6 el D A4 1) 18 7P SR SE T 7 R T R &
DA BE AR BIE A, 2 NG o AR PR T itk 24 ] RS e R

LZRAE

[0009] AR IHHEER T G SR YA T MEBUR Th AR B 7. AR R IR E R I R, FRATTIA
RAT AR BT TS 2R AR 45 R e T 2 NIR T PRV, (e AR AR N RE Btk
ADCC AL o SEFR I, AR & B FRAL [ 453 i 4 A A7 v R 8 s iR B /TS5 ¥a7T MRS T 20H
I R A » 757 2 B A ] DLE 2R B A R NK 21 T80 NK 40 A 554k, B8 76 4011
NK 40 B b m 4 5244, 1 2GR 2 69T R 5B o FES TR (mAb) /51 ADCC. PLifetth, ADCC
BT A 4% iy 2 i et i A BRI A 11 88 25 4% 40 e 0 400t 52 AR B BB A 1 2R %A 4 e b 1 v
AR I, TR 3300 FL Bl 42 i 35 38 i 1 SR %A% 20 i X 4 i w3 PR AR R SR AL
LAY R B B

[0010]  FridHuiAE e b &) LA NK 4 A0 A3 d k3244 (451 fn A5 45 40 o 4 ) 1 32 44
(KIRBYNKG2A/C) 4334T N, BL5 Hod A 3248 (451 70 NK 28 2 | 1) NKp30 \NKp44 55 NKp46
TXFEI NCR) S8z, AT A R 240 i g 470 £ FH 9 HL3Eon 17 F ADCC 35 % o

[0011]1  BEEAKT &, AR BHEE 76T B 07792, A BEWT NK 40 i 50 14 52 A4 BRI
HIE W AR G, PRI R TURBL B BRI T PR G T 3% o AASCh R A
UER 1 Va7 PE PR 33 5 7 S R bR i B X SR S A i Y
461 401 SEL BBIr NKC 248 L %) 170 7] 12 52 A B0 38 NKC 40 J P s A 52 A4 1 5 il 7 NKC 4 B g et A T 7]
DARK R Hh 3 5 VR 9T AR

[0012] AR IR K AFE VAT PEBTAARTRE W NK 40 fr #0014 52 44 3o 33 NK &1 JHa 740 52
G Z A G, S G R PUERBU f B R RAFRG T ik
FRITBEL B NK 200 e P 4770 1) 2 52 A4 BRI B0 NK 40 B R0V 40 32 AR R AL S P R &, itk S
R A B,

[0013] AR EHIRPE B BEL T NK 248 i %) 4100 1 12 52 44 B 8 NK 4 e 16 vt A 52 AR A5 4)
(PLi Ui E I B ) F T30 Imia 7 M HuiE B y7 D, 8O T4 m Ve T M SR #E AT
1BIT BB FAR A ) ADCC I RH

[0014] AR BHIEP B SELIBT NK 20 i f 00 sl P 32 A SO v AL S2AR L B (i e
WEBH B ) MRIT MR T 6 087 w2 h R A o SE AR & iR RG
ST R B (RERL ) R4 A, H0I% 80 O 20 1, s 2B G 0 400 e e 4 A B L 9 i
M. PRikhh, 2w eI AT R EBOR B R B . SELIE IR 2, 2wk B AR EAE . B
B GO  20E AR BRI — 4URRE . IRV B R, SO AR R R Ak
et R R AP 3 50% (GVHD) .

[0015] A BRI ALEE T Ay PEgiAl (Blanidsd Fey 24K 456 B3k, ikl
CD16 (Fc y RITTa)) FIEMTTE. Bl00, ¥6I7 PhPuis -5 P W NK 28 b 400 i) 4 52 44 Bl
NK 41 b 38 VRS2 AR A & 9 (R A i F AT DA Fe VA8 AR & i YR T T PR i e duddmT
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PLUA LB 1240 S Y B HEFE & 2D 20%.30% .40 % .50 % 60 % .70 % 80 % 90 %% B FE A%
(R E AT H

[0016]  J3Ab, A BHFRAL 7 H T w67 Mk (Hlani CD16 456 ik ) KA ZuayT
BN R 715 R TT AR 1) 15— IR BRI MEBu A4 5 SE 40 B R NK 48 Lt [R5
G, IF H A A B NK 40 E 4000 1 52 A BORBEOL TS A2 A8 AL S A AE s11) 5
TEARH B AT PR S EEAH MR NK A ML R , FF HAF L BRI NK 48 B ]
ARSI F TS SZAR LAY sii1) W P8R 11) F AT 2RISR v b (FE
W) RS PRTWERIMERE L. R RRPR 1) 50K 1) FEERL
B2 AT AL A AE T R AR IR BT, F HOW S B (Feud ) 15 DL, A T o i
T B3 AR 26 A, 10 et 5of 6 38 R AN [R) 75 S8 B KR Tl 3 o S 4 e, R =2 v
JT BRI EBUS 2R S IR E

[0017]  FE—ANRFE T, AR HBRIE T —PiEA T8 220 AN KB AR NI IT 5k 7712,
AL sa) XTI IA A5 3 it A FELIT NK 40 B 5 400 1) M 52 A8 BORI B RS2 AR AL G4 s LA b)
X IR BB it FH AT DA CD16 #EAT 45 & AT T3k

[0018]  FE—ANSEHEH , K iz T B AL S RN e T B3 . 78 5 —SEie il , 76
JERYET RV LW 4 HN 3 HABRIH A (B 24 /) Rz G T iz 83 .
FE 5 — SEREGI Y G e h AR g CRALE ) R BT 57

[0019]  FE—ANSLHE ], 17k — D ARG — AN B0 3%, H o AE i A A A P BT B
ZJr & B AR A I NK 4 M s R BB R . AE S — N SERE H  InD SRR (1) 7R
2RI EE RN IRIS N4 511) FEFIZIEY / Bz EWIE DT 45 NK e A/E A7
FE—FhECE PP 067 PESUR R 0 R SR A0 MO i 0 R & s LA 111) WE %A &%
NK A3 bR CWSHE ) SRZ0MAE T R2ma o 2 R AL G385 1 NK 28 3 R 40 240 B i e
JIB R A YE T 77, I ikl T s .

[0020]  7E%— U7, AR HRML T —FZMAEY, OFF . — i 7 e (Flnm] PLs
CD16 56 BB ) , — A4 NK 21 B i 40 P 52 AR BOR BT AL S2AR AL &4, LA Z5H)
A2 — AR . S — 77, AR SR ML T — Ml E, B T g (i
CD16 Z5A IPUAA ) , LA e —Fiak 2 i FE T NK 40 Jg 6 3901 P 22 44 o) e H s AL 22 AR 14k &
Mo

[0021] S TARATT B T7vE A BOA A&, 78— A S iz iG T PEPUE R A A 1661
8¢ 1gG3Fe Jy Bt o 7 55— DLt o, iz G R PR B A B 78 55— et 5 13697
PR & B e BEPUA B v BL e A8 50— DRI 3697 R A 5 T80 1 HS 7 B EE
Wad A 85— A SLih] B, 1Z A S ] N 20 BRI MEAZ Ak . 7R S — AN S
AL G PRI NK 20 ITEAL 324K . AE ST — AN B T, AT e AR AR HLAR ER
A B, BOL A B 7R 5 — AN o G T M BUA UL &Y ] LR I Fab A Bt JFab’ 2
Jr Bt CDR M1 ScFv 1Ak i BEBUAT A .

[0022]  FE—NSEHEE] T, ZIGIT U S APUE . NI TUR BUR & Pk, B A B fE
T3 AL BT PR 2R 2 BT (rituximab) BURIEE (Campath) o 7£ 55—
SEHE USRI % R, I H BT Sk DU A>T 375me/m’ I E i . AE 5 —
AN PR R KA T, I H Pk DU > T 90mg RIS A -
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[0023]  fE—ANSZiEf T, %4k A5 NKG2. KIR2DL BY KIR3DL A 24K & /b— AN g4,
I H A AH 5 ) NKG2-. KIR2DL~ BX KIR3DL~ /5 NK 41 B o 4i f &5 PEFIAIE T » /25—
AR, A4k S PR AL 4% KIR2DL1 . KIR2DL2/3. KIR2DL4. KIR2DL5A. KIR2DL5B.
KIR3DL1.KIR3DL2.KIR3DL3.LILRB1.NKG2A NKG2C NKG2E 11 LILRB5 FfJ—£EL NK £ it it 417 ool 2%
AR AE S — AN T, %A KIR2DL A ARG R v g 454, ¢ B3] KIR2DL
ISR NK 20 Mo 4t e 23 (AT E T o AE 53— AN St b, A5 45 KIR2DLL, KIR2DL2 Al
KIR2DL3 A 3244 () 3 [F] g 52 e 45 4, ¢ H 40 KIR2DL1-. KIR2DL2- Al KIR2DL3- 45 NK
LRI B B RS E o 785 — N SERE B, AL A AR SE 80 Af (47 55 80) H A
FA (Lys) #RFEN HLA-C 2547 LK 075 A KIR2DL1 324K 454, 3F HAMHI7E S 80 fi7 (80
Br ) BARAWRE (Asn) REE[ HLA-C 07 2K 40+5 A KIR2DL2 Al KIR2DL3 324K 45
B o A AR P, iZAL A5 24 2598 DF200 7742 ) 5 55 R 47044 DF200 45 4 21 R — 31
SRR Lo AR 7 —ANSEHEH] , ZAL S Y5 B 2R 2808 DF200 7 A8 I 5 s R $i 44 DF200 3%
FraE A B NK GUAE R H KIR 324K b 785 —ANS2FEH] , iZ A4k 59042 HH 225898 DF200
A I B v BE U DF200 BIUH: - B,

[0024]  FE—ANSLiEfE] b, %A S5 1% B B HE NKp30. NKp44 . NKp46 Fil NKG2D fit)— 2 # i)
— ARG A AR L T, AL SRk B EEE AZ20. AT6. 725, 72311 BAB281 (1)
—HAP A EPUERT AR, Bl 2 .

[0025] S —T7MH, AR SR T — Mk B T 5657 EPUR R & i H AL & 771,
FriR 775048 1) $RA—Fh 4] NK i B i 40 il P 52 AR BOR B VR 2 AR R AL &9
i1) 7ENKANMRAFAER 261 T 726 / TR AL AR, 3 va T BTk 5 n] iz 3697 ik
R RO SR M — & & s DL 111) W A A Y% T NK 20 M3 B SR 40 Ha 8 77 (1) 5
M 5 FLrP il HH AL A 3 i NK 20 P 3 R B A0 B R 8 TR, ISR B AL A & T 07
[0026]  fE—ANSEHEMH] 1, 1A A VDHG IR TT PR A4 B B 40 1 () BE 773 55 50 %6 .60 %
70% .80 % .90 % . 100 % 200 % 300 % 400 % 500 % BY ¥ /& . £E %5 — N2t o o, AL S
b = RSV 7 NN i = N N 7267 N AN 1757 = AN/ © 7 NN e i AN K 2N
— 1. R — S, 2% A A e AN A R B T AN Y L BN B ) B s TR
 SE AL A . 7R — AL, BT PR R 2 BT (rituximab) BIK A
(CAMPATH) »

[0027] S — 7T, AR R T — MR s A T B &AW vl LLH CD16 &5 & /iR T it
A& BT DR TT 12, BTk T3 A A48 A6 1t FH BT i ¥a I 7 PR fi AR 22 /i R B Ja 4 Frid B2
Jite FH SEL BT NK 240 e g 10 i 2 32 A SO B L TE A S AR B R AL A . AE— NS
B, A A eI SR TR B 2 1 ADCC £ &1 1 IRIT IR

Bft 15 BA

[0028] & | :FATEFEHUAA DF200 5 ANFH A KIR2DL 5244 ) — AL [F vk @ A 45 4 .

[0029] %] 2 : FH#4i KIR2DL PR i fE 444k (H1 KIR2DL mAb) 7F CIR Cw4 % b DAY / SEH
KN4/ BATIE R E . ¥ 58 B A DF200 4018 KIR2DL- 5 A 7E Cwd B 1k S840 A i
KIR2DL1 BHE NK 40 Mo r 40 iuse it ( EAVEAE ) mHsiiEH .

[0030]  &] 3 .3 i — > KIR2DLL PH P NK 3 F% ) Rituxan S5 2 — 4> Cw4 BH % EBV 4

7
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W 2 -, a5 R B KIR/HLA AH T F SR8 58 ADCC. 41X 4E bug/ml i CD20 $itk ( EB 4k,
Rutixan) FI 10ug/mlEB6 itk (#i KIR2DL1) 4775 F sRutixan BaS{ER] ;EB6 B phfE A 8k
BATATHURAZAE T, AR RN / BELE e (AN 1 3 4) XFT Cwd BHTE EBV 22401 (CD20
BHTE ) SE20 i 22 9050 KIR2DL1 fY NK ve BE A MVA M OC &R . M/F/EdT KIR2DL $14k (EB6) I,
WO HIIE 58 T ADCC.,

[0031] & 4 JEiEH—> KIR2DLIL FHPE NK 5efE A IRIANT (Campath) /55— Cwa [HE
EBV 4 e 3 I, it FE BT KIR/HLA AH FLAE K358 ADCC. & X /EIR MR BT AT 100ug/ml EB6 1t
& (HUKIR2DLL) AFAE T s3KMA S S AR A sEB6 SRMUE A s BUR A AT A BUARAZAE T, X Cwd
FAPE EBV #54k A (CD20 BT ) #E40 M 29058 KIR2DLL ) NK T B 40 VAR S R . A/EA4EHT
KIR2DL1 4k (EB6) B, A A HhIfsE 7 ADCC,

BAIEAN

[0032]  AKIFRAME 1 —Fh T 38 Imia 7 MR D A 775 « AR I HHEe 17 —Fib s
MIRIRLH  iZAk S ILde TR B B, e nT 3 5 NK 41 M 19 2% 77, ftize aeact BEL T NK 41 i
U] 1 52 A SO HVm A 32 A T BLR R R T PR D 8. kbR b, AR R B
T 2RI PEBUR T T Dol i EEAE R T NK 4 s2 4k (o, #0124k ) AR 3t
5] 4 FH T AR K M3 5

[0033]  [AIUh, A IR0 B — R EAT /R B SRR VR T IR K TV A4

[0034] &) 25 Fridk R6 3 it — ] DARE W NK 240 Ja i 0 st 12 52 AR BRI a2 AR TR
Wy, i — MR B e ) — A B s AL

[0035]  b) % Frid £ jit FH — AR 7 YEBUAA .

[0036] Pk & Y7 PR R] LAdEE NK 4 1) CD16 454, ik it & 1 Fe X I345 & .
[0037] DLk H, Prik ¥6 97 PE UK B N TeGL M TgG3Fc #8 70, 5 7l A& B0 ve B Bt 44 B
‘BB Bk Sy N A SR N AR B & B, BOH B a0 R 2 1 R
(rituximab) .

[0038] P Ay B8 10 /2% FELIKT NK &0 Jf f0) it P2k S2 A R4 A4, AR e b B v B, AT DAAE it
M (457 ) BITHEdUEZw RN B e T (467 ) B3 . AR 7724081
T AT AR H 28 30 715 . PRI AETE A& Y — A Wi BT PESUAE , 1%
BEL BT NKC 248 JHL ) 470 1) P SZ AR R A S 0D de o B AR By B, SRR A& 78 5 RER 2 R ATt F
PRI, 36T IR A4 AL It FH LB NK 200 B P 0 A 52 A A & P 2 i B R i i S fIde
FUEE B

[0039] 53— 70, AN K BIEE B — PiE 32 Va7 PE PR TG YT IR AR B AR N 3 &1 ADCC I 7772,
FIT 3k 771 A48 ) i 2838 it FH vk 9697 PR AA 2 /i RIS Bl f5 Tt FH 2 5% & 1942 =1 ADCC
RIAAE D, A S PR W NK 40 B 4006 1 524K, DL A PUR B B Friia 7 g ]
PLIE I NK 41 1 CD16 454, PR il e i Fe Xk & . Rk, fridia 7 Mbuidg A
IgG1 B 1gG3 Fv B, 45 e 5 vo FEFuAR B A B SR 9 Al ATEAL AR B & 41
A, BOH B AR 2 A

[0040] 53— 71, AR WP B — PR a BB AR N IR IT PSR Dh A B 7732, Bk 77 1A,
0T BT A 3 e FH B o v 97 MU 2 B RIS B i e FH — o = 1 BEL T NK 248 A (4 400 ]

8



ON 104645327 A w Bf B 6/29 7

AR A, DL PR B B, 50 & 2 DUR S TR IR T MEBUA I Dh k. BridiayT it
FUAE T LUEST CD16 454, fRikidid o Fe XIS & . fLizh, Frdiay7 tduis g A 161 B
1gG3Fc 1 B, Hir e B e R AR B v B, SEARIE A Bl , NIEALBTAR B & budds, B A
B, 491 ) 2 B

[0041] & X

[0042]  FEARSCH, BRAE DA UL N AE A H A&

[0043]  ZARICHT, “NK 4t M2 i -5 AE 5 UM S A OC B Ik LA M P A . NK 40 B mT DLad it —
SE WIFFEAVAEY) P RE SR I LA < e e R TP s (04 CD16. CD56 Al / B CD57) [k
5, EARE - a /B B v/ 6 TCR BEAMIMNE =, BAZRIA KL “ A&7 MHC/HLA HLi 1)
1] B 08 T R e S T X 4 R AR R AR A LY BE 77, AR BE T 30 NK S 1k 32 44 1 g A
(1% fiet 728 4 M B HL B A 40 M X B 77 DA BORE TR AR AR 48 B Bl (1) 5 1 491 LA SR AT i 4
FENZIRE ST R AR SUS SN 7715 AT AT X SeRFAE R PR AR AT LU T 1509 NK 20
[0044]  ASCHAFTHIRIAIE “Piid” 2482 Wb BUR R dUE . R T =8 H e e X B
AL HUARTT 7309 5 A 2200 :TgA  TgD TgE. TgG Al TeMo X L& 5) o i) —Lem] A — A&
oy R REFIRR Y, G TeGl. 1gG2. TgG3. TgG4 2558 . — Mt G sREE (Fidk ) 454
BnARE— RS (PR ) o TSP B P [FRE I 2 BB M B, 5 (2 IREE )
HAE A7 5 (%) 25kDa) FI—AN“E” 5 (%) 50-70kDa) . RFMEEM N K 8 L— 44
100-110 B 3H 2R FERR A AT AR X, Z 0] A8 X = E A BiHu R iR . Al AR RegE (V) Fim) A% E 5
(V) ARG e fe X SR SRS B o AH AT AS R PR 2SSy 3Kk A 11 10 3 B 1E 2 [X 43 73 PR
E“a 7“8 .7 “e 7y PRI w7 ARZERIMGEERE AR AL (W) 25/ A
YRR TP AR 1g6 M1/ B TeM 24 K B s ALk (348280, Bl ity 1gG, T
AR AR N R WRIPUE, BT EN/ESRI = 4 T A il 4%, FFHHT TG
A LA Fey S2ARSr et EIR ] o ARkt , Ak B I fidd 2 B o ik . R5 i 0 i & AL
Juik . IRAPURATUE BB R - A - EE U,

[0045]  FEA KRB LR S0, RIB“IRIT PR — DM HUR B 2 DM PUR” Fr il 2 18 B A Re g
b (JATD) RS i Dh RE AT AT Bk . JE R, JRIT AU R PR 45 A B A7 A T 2041
MR T RO HUR I, i e e PR R 3 R — tH I Rg 4 i o AR ML, BT PR BT IA
FiN Fe S 2aiRes 5 A Fe TR EAE M . Va7 MUk ] DUEE I ADCC B H e & Fh J7 ik
(FB) XNAEERANMY, I H AT DUE “#idznd”, BDA T A %8584 (conjuigated moieties),
ST WS PR iDL B R R X A A

[0046] A& “FERIEL AR RIBIUA L LR ML G LA T DAL & B4 & 1H1R
(binding partner) b, %140 F & A BCH b5 vl AL 9 38 4 20 B4 5 1 NK BROHE O
ARA MR T A7 AE B RS8R 1 HEAT I RyE PR NK 324420 NKp30NKp44 8%, NKp46, Bt A
Fey &Mk, Mg &I A H TR RS SN ETIEE T Ch o — ik, H
I, 2 AR AT BT A SN

[0047]  “3EAHT AM” fuidfa ] A T A, Bl se A Brfiad 03697 77355 B4
PR ATAEDUE BUE A B I T AR BUARELRE BT AL AR AU R AP B
A NBUE, BUTAT 2D HUAR I — 35 72k T A PR B A2 S A8 1 I A 40 44 A T 26 47
8 F RIREE — APURI SR i N2
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[0048]  “Huig JE Pk v B AEAR SR HR BE UK T B AT B 2 IRERUIE A B, 1 (1) 3t
W& Bk i B/ B A5 A Bk A BRATEATTIE SR8 3 CELRE IR 5244 S | AT AR 1)
FAAR) WA, (1) ¥R T- 20 5 A FE AT MHC 43+ A B BT id | BURT AE IR U+ R
ENRPLEY T SO RLZ I, (111) R qeryacg (il gmhdi 2Lahd) G sk i b AL A
VR B AR BRI ) B4 & . Pl BRI, S IR It Fr Bt n] DAFE BB 6% IR S B& i B3¢
Bk RAEAT &5 44, anod it JeA i e (LA ied)) 456 218k E D LR B, R AR
JEH R ALRE BRI B ik & AR 2 RS54, DA S OCHADFE AT cDNA %% JL 41, 1% cDNA
()7 51 s AL B i B g

[0049] X TAKREE B, “ AT Sl daiX i) — ootk A lH—FEE A %
9% BR A (A 1 T8 45 7 X RN A] AR 5 44 [X @ I 40 CDR IXFERI 45 5 X 5 — Rl el W) S & Bk A Rl
AAE— . WX NIRRT IRFFAEAIUE S G5 70, NP SFH SN E
X, {H 2258 G T AR A PUAE B S R B

[0050]  “HERAPUE"RAG—FidiiE s+, Hrh (o) fEE XEUL—# 77 e il B R
AT RIS GO (P2 X) 25— DAFRBBUR GRS BN hae il / Bibp B
— R )5 BIE E X AHE, X7 U RS PUE IR S 38 s AE K I+
R T AR R RE B (b) PIAR X B R BB — R R A AR B
U ) 5 e MR R AT AR X AT 58 R . FEAR R W B Ge SEE A1), R BUARAT) DR AT S 3K
HAR Fe X8, e AN Fe X3, Al DLS EEA M 2210 E N Fe 3246 BAER .

[0051]  FEAR AR LR S0, “3f 5. 7 TR VR VBRI NK 20 2 FE A E TR I NK 4T
O, SEARER I A 18 A VAR SR AN B RE 7700 NK 408, B an—Fh “35 1 NK 40 0 58 0% SR FERIA
NK JE b 524k — BoAk, JF HARIE “ 3 5 7 MHC/HLA Hild (KIR A4 ) m4iie. AT &
S ) SR A0 SE G 1) 3 B SR G L SE A AT PS 15 AN K562 4 i, {H 2 1R 2 4 iU 25 AY i m]
DU 3 HE AR AT A Z0f0 (Z 00, T Sivori et al. (1997) J. Exp. Med. 186:1129-1136 ;
Vitale et al. (1998)J.Exp.Med. 187:2065-2072 ;Pessino et al. (1998) J. Exp.
Med. 188:953-960 ;Neri et al. (2001)Clin. Diag. Lab. Immun. 8:1131-1135) . “3#58% . ”“I%
PE7BCVE A 4 M AR T DL AR5 NK v PEAE 5 I e PR BREAR IS 2 S v PSR R
S, g R (40 TEN-y AT TNE-a ) 7= A R0 P9 s S 45 & |3 N . Ak B I
H Y, “38am. 7 U5 PR BRI NK 4 T HE R A P A T I S ] e 2 A T A
FIVI % NK 41 B BRAE 1240 Ji A 461 e 3ot sS04 52 A Sk v MR RE 401 FH %) NK 48 e
[0052] B SC A BT A I, AE “TETE NK 24672 5 NK 4l R M b R R4+, 452 )3
I, Fo 5185 NK 7% TEAH SC I AR SUERT 2 01 1) 4 B B3 14 16 ] 0 & 0 35 m , a4 e PR+ (-
IFN-y 1 TNF-a ) B4 40 AT B 45 5 2 3 IN £ A Ul B (1) H e b HE R () 72 =
BT 1A AR S50 T 1A SE A M X B8 77 BRI NK 40 BRI TR Y B8 77 . ARIE “VETE KIR 3244670
FEAHAGPRT :NKp30. NKp44 . NKp46., NKG2D. IL-12R. IL-15R. IL-18R #1 IR-21R. #OAEA
oh B ), AR TR TR NK 24K VARG TL-2 3248 (IL-2R) o BT NK 2 o2 75 4 v E s i
YE5 5 BITTVAAE T SRR FEAR AR, H B AR SURE AR N 2 A5 .

[0053]  fAEARSC A B f FH IR, ARG “ i) B0 Pl 12 7 NK 3244 2 48 NK 20 3R i B A =
G355 YRR, H G| S NK E PR IS AU RT 2 S0 ) e PR B A B AT = sk D,
ML (0 IFN-y B TNF—a ) 07 A 40 P9 v 8 405 1 S 15T S BRAE AR 10 B 45 1

10
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BALHE A O AE BT 3 1A R AR LI R A AR A ML B FT o IRAE I B2 AR I LA A0 RS (KTR2DLL
KIR2DL2/3. KIR2DL4. KIR2DL5A. KIR2DL5B. KIR3DLL. KIR3DL2, KIR3DL3. LILRB1. NKG2A.
NKG2CNKG2E #1 LILRB5 . 5 NK 4 5 A W MR J7 VAL B SO in LATEGR Sk , I Hox
AUHEAN T AR .

[0054]  FEAIR B A, AE “FH W NK 20 fo i 400 12 52 44 SO i A0 52487 2 Fi H e fk
G (PLde s A BEEATAEY) ) BIRe 77, k2 18 B S 20— KIR. NKG2A/C.
NKp30.NKp44 NKp46 Bl H: & A3 A B 71 401 1] P B 14 NK 248 52 A4 A EL AR FH B Rl
Sk B SZAR PGS 5 (FEFIGIPESZAR SO ) Bk B 2B RRIEE 5 (FEREILSZ AR T
THOLT ) o XTI PR 5244, PLde (140 G490 0 Be % BRI HLA F1 5244 2 8] 9 AH BAE FH 4G5
W, e NPUR S A B 2L A 2 BUARRT , iZ 3R mT DL 2 08 B Bk BRI R e
FEPUiA . B AT AT DU 2% A2 8 B e A2 DR TORE A I A DASR AR Fir 75 (04 m A% [XRIE 52 [X (1) 2 2
(&) g™ 4 o PR T] DL SRR PR BUOR B i PR 5 7 11 DL Al Fab Jy Bt Fab’ 2 v
B¢ JCDR M ScFv 1% 6 AR 2% f B BE X B P AR [X ) HE HURNTAEY) . X ] DU 2 DiRedt
W EA () ik AR BURECE AT AR 44

[0055]  FEAKR B b T 30, “IL A poE 672 i HH— AAH S 32 AR i A KIR2DL 32 AR 41 (1) 2
MR R POE R EBUR JOE Ay (F8) o SR EEEIUR HoE R (%) AT LARI N
FH I j 3 A58 B IR A BEERAA RPUJR P8 o (B8 ) o 78— MR S2i s v, 235 R Poe %
AL 545 58 58 B BUAR DF200. NKVSF1 B EB6 AT R 0 Bk 2 3 4 (78 ) o

[0056]  FEANK BN B3, RiEFulE S — MR ERK“EE” 25— M Iuis 5 g
[Pk 8 R H A e e A/ BOR MR S5 &, B anfr T A NK 4 e R i b i = e ASAH G IR 3R
BURE IR A I A Fog Al mop MBS R A S 0. T EART &, ARPEAS K B B v
R fddont BT ik o e 7R 1) 45 6 7T LA Brid diodg 5 e o i vl 3 o Bk e R 45 6 X 0 FF
*

[0057]  REAELEET NK 20 i g0 i 1A 52 A I BELLE FESRIVE T A5 40 AT ey o f ™ B
CHNHITE AW, PR PR, AEIX AR B e AT B W, F /0 35543 BEL B 3 5 NK 200 i 1 40 2
AR (40 KIR B NKG2A/C 5244 ) B/ SRHIH] PRAS ik . Sy = B, i3 e vE T
A P JLRR AL ) KIR B NKG2A/C SZAR R I ok, M ix Eetb 54 (Rik Adidk ) mT LA
HT#MEE, 7 HHAR &7 R

[0058]  ARIE“HEZH (4&) 7, MH T WM BUZIE & 1 BUEUARS, &8 1 Z40 i R . &
1 B A I 51N AR 142 BR BT 1 B 28 Ui 1 R AR AR R B B 1 T DA AR, BLZ A
MOATAE B X RAB SO AN . AT, B, B (4K ) gfRIERFERARIS (JEEH)
TEFRI A AR R R I, RIS R IR LR A RN e KR L ERIBE G2 AKIE.

[0059]  FEAR B b S, 9 A B 3B R S R FL A0 A 3 BOm N AR E A A
BEBIEN

[0060]  yAIT PEIUIA

[0061] AU BHUE Jo NK 4038 i & 5367 EPUE IR AT . REIRIT HEduiE i
R LT ARK I . 2R b, AT A4, Tl /2 “# 8k 00 "B S TR0 AR e FE 2R
BB (moiety) 4561, BUL IR 22 KEUT B, BUL R & B IR R B AT A
HRT LAMEH o ittt %7775 & T 38 51697 D &8, £8 Herh NK 20 i (549355 14 B i A v 9 1

11
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PR BT B0 — B AR —HA D 2 ME— 1), IF HALE 3B B B 28 AL HE L BREZ L
JEAFEN Fe XIRBRREB A Fe %248 (W Fey 248 ) et duid il ml i e X .

[0062] AR EHIIACA YD RE T 38 58 Y6 TT PR B AR W Bk 8 4 230 97 MDA e = 1R 1)
USRI SEAN ML BE 77 AHRLHE, 520804 2 HH B A YE T PE BT AE o SEAR I 40 i Py 5| S B
AL B AR ART B9 B IE A AT AR AR SO R ) 775697 . SR M R ) s - ST
B E B I 0  [F) P S e S 258 R % 1 I8 200 P 9 5 S g PO 4 L TR b S A 20 o 7%
G 23 R A (20 B RSB, T R B . 2R A4 AR S ), B 2 2 1 AR Y40 A
(WAES L A RIGIT T R PRI A AN ) o AEA R B bR ST, Bl id fe S 200 i A2 e
Y0 BT B I R A I o YR IT PR BUIR T LA, a0, A T 4 R EE TR B B A R 2
T B RO A A e/ T g R s AR R (ADCO) &

[0063]  ADCC FEZH T 1gG 1 Fe i A 4iE 24k (Fe v R) , HIhRe 20 156 B + Bt
JR 5 A Foy R IVAIMLER R4 M4 &, I ELA DU Shan fuss A Ll . BRI, 3697 M hiidge
WIS IE R AW B0, G)E Z AT LRI TT YEDU AT 26 1 MR B0 0 . FF BRI
ZPUARENZIET CD16 454, Lkl & 1Y Fe XIS & . HE G T P A 255 CD16 iX A
(1) Fey SZARMHES A n] LAE AT AT 3 B 1 77 v Rk, ) an i i o 5 B2 7= AR 1) CD16 £
FRECH  Be 4 &, PIE [EDE AE— AN s (SZiEY)) b, sl i #E ey s 5 B
SNFIE CD16 B EE H R IA CD16 4NN &

[0064]  iZIGITPEPUAT] LA 2 il (BROOLIE  5 va e . e AT T DA BR 2% S8 98 Bd i PR T
FEALH H T RIS AT 75 A m A8 XA 2 X 4L (4R ) giffskr= A . iZ ik m] DU Rt Huik
B IR BE A PR e AR B RE X ) He B U AR, BUE T2 4K . X Een] P2 2 DR
Uik A HUAE NI B, AR BB AR . vk 5 2 BEsAT A S Fab
Bt. Fab’ 2 Jy Bt CDR M ScFv. fLILM) A BOedii s & b B bR i BiayT tEhuig
7] A FEAEAS BT 00U S PEBUAE s — Flod B fRO0URE S P B A4 19 4 2 B G — A X CD16
RSP S G DO — DX g s R R PR 4 51X . e ek 2 v B duis g
BFEEM N ARPER S G XSGR — DM 2 K8 B EH (M) DU FHEuEfT
V), RRYE BITE™ (Kufer P, et al TRENDS in Biotechnology 2004 ;22 (5) :238-244 ;I
Baeuerle et al,Current Opinion in Molecular Therapeutics 2003 ;5(4) :413-419, H
PR N BT SHEA T A F, )

[0065]  VRYTPEBURIEE N R IOPURE (BB ) BAR R sl rayr ik
X Eg o sl (A8 4 ik 9 4 i e PR SR IA I 43 ) 1 CD20., CD52. ErbB2 ( B HER2/Neu) .
CD33.CD22. (D25, MUC-1. CEA.KDR. a VB 3 5, Kl @ ik g Hi R (457 CD20) HARE R
o &by EIuE B A E N ANBEEAN R KIS Tg61 BL 1gG3Fe #i4y, AL N A 161,
[0066]  FE—ANSEHE B A, % UK A2 £ e 39 K945 i, '© A1 4E ADCC I 3 5t Ji 4k 5
NK 4 A AR . RELBMmRRIT A (“SuUEmPitg”) mE A FERIELE Fe
XA B, ‘AR LA iz 5iiE 5 — M2 Bl Fe vy R S G5 M. T B8 Hudd st
T—MECZ P Fe v R FIXUR 456 T IEAE AR AU 2 A F1 ), 7T L2 Wl PCT G A5
WO 2004/016750 ( [E BR HiE 54 PCT/US2003/025399) . WO 99/158572, WO 99/151642.
W098,/123289 WO 89/107142.WO 88/107089 12 [H & F4 5, 843, 597 5 FI4E 5, 642, 821 5,
BeMmEdnFEd s HES T ARRIES.

12
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[0067] K & BH A A (A9 9T PE B A, a0 A TR 7 U PR 98 Y 48 19 D2ET7 (Cambridge
Antibody Technology Group, plc(Cambridge, UK) /BASF (Ludwigshafen, Germany)). &Y%
g5 | & B 3y (Infliximab) (Centocor, Inc.,Malvern, PA ; F T 36 97 50 % K 9% (Crohn’ s
disease) FIRIREIEITT 4 ) BUAE E 5 & F HIE PCT/US2003/025399 (R4 A 75 LA S35 3¢
TR EFFTARIEFERNSE ) P ERNTUER] DLUHAER LR FER B TR
J7iEIMEMEMR B G, FF H TV 97 LR A0 X Lo AR 6T (5 o 75— Le S5 o,
AR RAL T 2O A, AT TUEE Fe vy RCBI Fe y RITT) HA DA 7 HISEMPE (3
R ECEARRISE A ) o AEFRLA0I%E () SLiE ], SR 0t T X T Fe v R BAA B S PR & o
R . ARIE B2 IXRE R et B BB Fe— /- RIBNA) (RURERF ) DhRe.

[0068]  FZMA Fe— /MR HINAY) (BT ) DREHMBILR ARSI A5 (S W, 3k E
LR 6, 194, 351 5, B H AN F I 5HEA I TASCH ) o 7] DUBHE I E A R A EA
BT HHEER 329 BHETR 331 FIREER 322, FR&ER 329 Ml / B 331 AIE R 322 ] LA
A N2 B AR, 8, AT B e e E R R A . 2 W E G A5 W0 00/142072
MISEELRE 6, 194, 551 5, ¥ H AN A I 5HESH T4 CH.

[0069]  [Kth, Fe XIREMECLAT AL FEXS FESUAE Fe X IBURK IR 2 AE B HEAT I — P2
U . XRE R AT DA AR B D SR N SR (BN ) DhRE A HE Fe
AR (0 Fe WEMERZAR ) k46 88 77 gk 9 ADCC V& 14 ek 1) Clg S5 A P St i
FMAEAR AL A M ER S T B AT R A A

[0070]  FE—ANSEHEH T, iZPUEHE Fey 32 R PR, X FER) Fey 324440 FCGR3A (
FRAE CD16. FCGR3. B BRE&E 11 G Fe 524& 111 ;IGFR3. % T TgG I Fe F BRI 524k AL SE
P 111a 32 0L OMIM146740) , FCGR2A ( tHFRAE CD32. CDw32. 4T 1gG [ Fe F BRI SZ244 A%
SEAIME TTa. FOG2\ Hu)E Bk & M G Fe 524K 11 ;2 Wi OMIM 146790) sFCGR2B (HFR1E CD32.
T T 1gG 1 Fe A BE Y 32 4K AR SE AP TTb ;FCGR2B, FC-v —RIIB ;2 W40 OMIM 604590) ,
FCG1RA (1 #% A CD64 ; %f T 1gG 1 Fe v BE B 52 44 =1 5% Al 7% Ta ;IGFR1 ; 2 ULt OMIM
146760 ;1gG [ FCGRL J Bt mise Mk Te  #yE 3K 8 G Fe 524K 1C. IGFRC ;2 WL 71 OMIM
601503) ;8¢ FCGR1B ( HAR{E CD64 4T 16 1) Fe v B 3244k misg M Th s S fZBRE A G
Fc 5244 1B ; IGFRB ;2 ILi1 OMIM 601502) .

[0071] A B ERIT PEBUA R R Z B B HT (rituximab) (FiR4 H41 (alemtuzumab)
Al ZZR 41 (trastuzumab) o X EEHUART] IR AE C 2t T A 88838 110 I R A S
AT . YEIT MEBUA R e R 10 845 00, bt CD22 B rikE ik (epratuzumab) .
B A H 8 31 (basiliximab) . 15 Al Zk 8 $1 (daclizumab) . i % & B H{ (cetuximab) .
labetuzumab. &) FF B H{ (sevirumab) . tuvurimab. T8 F) Bk # H1 (palivizumab) . t Fl) £
L (infliximab) « B 542 BB 41 (omalizumab) « fK VEZK B 31 (efalizumab) . HBfth Bk B 1
(natalizumab) & . BHT (clenoliximab) 5&. A aEHh, 45380 NK 41 Hd (76 652 AR 1AL
G AR I, G I T SR R BRI Z B BT (rituximab) BUFFZETT (herceptin) 2
AR, B T3 2 3T —CD20 BT —HER2/ M4 (new) HiMkZ ANHIHIAE . HIEA K
B, DLIE a7 MEbUiE B e B8 0 - Bl a ik (SEE LR HEEE 2002/0106324
5 )Pl —pl40 T —scb Pk (W002/50122) (AT ~KIR (R AGLH M PESZ2 44 ) Fidk (1%
KIR 524&7E Carrington A1 Norman [f) The KIR Gene Cluster, May 3, 2003 570 PAFEIA, 7] DA

13
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ALV HEE R chttp://www. ncbi. nlm. nih. gov/books) , ¥ b ik & — Sk 2& 1 A & 1E
W GHES I TAC R By AR el 2T R R, s (REE R ) #
ALV T AT Mz T, ik 7T R P EEAS U B i e 7 A i, AR AR R
i 5 R SR 20 W R i Ad, AR @k ADCC, #E T MAR TV 52 28, JF HUF 38 1 6 R BT B B A
B3 B4 B AR BRI 2R U I AR 55 28 100

[0072] 3R 1 3897 VLA

[0073]
Ak (Ab) 4+ | DCI ] o0 4 AR FALEG & (BL)
Frbk
F#-CD20 Pl H 4 MabThera®. EE 4 M e B(NHL B)
(rituximab) Rituxan®
#-CD20 Zevalin FEHeHeB (NHL)
H-CD20 Bexocar FEHE&HEE (NHL)
#-CD52 T 2 205 47, CAMPATH-1H | 12 Mk e 2w e & ddm
(alemtuzumab) | ® (CLL). Fl#FHA4H4h
#-CD33 SMART-M195 | &.tt4ssmie bt & ok
(AML)
#-CD33 Zamyl™ SR & AR
#-HLA-DR SMART-ID10 JEEFaMHe s (NHL)
PR
#-HLA-DR Remitogen' EE H4eHe B B(NHLB)
#-CD22 4t CD22 % %14 4% | LymphoCide' ™ | 4E& 444 278 B(NHL B)
& (epratuzumab)
#-HER2 MDX-210 Rl RN
[0074]

14
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tt-erbB2 e A Herceptin®, AL FUAR
(HER-2/neu) (trastuzumab)
4-CA125 OvaRex gp 52 7%
#-MUCI TriAb AL M LIRS
#-MUC1 BravaRex SR IE
#-PEM HL/R% Theragyn, 9p 2 . SLAR R
Therex
I H-CD44 IR 3 K RE
(bivatuzumab)
Yi-gp72 MAD, idiotypic L B
105AD7
#~-EpCAM #-EpCAM; IS-1L.2 T IR
MT201
#-VEGF MAb-VEGF ALtk AE )N pm B0
(NSCLC)., &A%z
#-CD18 AMD Fab LA E T
#-CD18 Anti-CD18 s LA 58,
#-VEGFE &4k | IMC-1lcl 1 L5 HH IR
F-nuC242 nuC242-DMI LA MR, BEAME
#-EGFR MAD425 e
#-EGFR ABX-EGF I IE
#-EGFR S H & (ENT) FActE A
(HER-1, erbB1) (cetuximab) 7 %
H-MUC-1 Therex® SRR S8 Ao bk
#-CEA CEA Vac 2 B R
H-CEA labetuzumab CEA-Cide™ AR 9
F-aVP3 Vitaxin UG 25 T B 7 A
CIRIE (P E A AR)
#-KDR B R (L E &R
(VEGFR2)
#-VRS ahd | MaAIZRIEIR Synagis® I - R 9
(palivizumab)
g4 (&49%5)
Bk Numax ™ 153 st
E 2w it 555 5] FF Protovir E m 08 95 7 B 3
(CMV) (sevirumab) (CMV Infection)
K dg AR PE R o | tuvirumab Ostavir'™ AR
fn2r & &1 (HBs)
-CD25 2R Simulect® 58 TT B Ay FeAR A5 AL
(basiliximab) HEFF
#-CD25 kA 2k B4R Zénapax® 85 Ak /36 97 Bl AF Stk A5 A dh
(daclizumab) HEFF
3 -TNF-o E AR 2 Remicade™ FERAEERBEXT R
(infliximab)
[0075]
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#.-CDS0 IDEC-114 SR JE g (AR AR )
A-IgE E-26 T o v B st K
H#-IgE D Xolair™ %o
(omalizumab)
Fi-IgE Rhu-mAb E25 AR (GEHEBA) /%
g
F-BARE G ol | RIEZRE R Xanelim™ SRIE g CH )
(CDl1la, LFA-1) | (efalizumab)
W2 EBE G| LDP-01 R, Bl A FARAS AR b HE R
F-¥IEE G oL | #-CD1la B (R
(CDI11a, LFA-1)
-CD4 Keliximab( 4t CD4 A s 24 (GVHD)
¥ 5 BARAR) BIF9m (AR
siplizumab (A&
it CD2 3% %1%
FAK). MEDI-507
#.-CD4 OKT4A Bl A AR AS A HE R
#-CD3 OKT3 By At AR A5 A A HE R
#-CD3 SMART-aCD3 8 & %S& IR B A S
AR HE 8 (B
)
#-CD64 R
#-CD147 At m (GvHD)
PR od | AR E R Antegren® % E AR, BT K
(adB1-04B7) (natalizumab)
- E G BT BRI HHEET R
adp7 LDP-02 B £ %
Ji-HLA-DR10p Oncolym JEE ek Z (NHL)
#t-CD3 Nuvion T 2afe Tt AT 78
H-GD2 A2 Trigem SeAS P B &, F I Fue]s m AR,
R A 7%
#-SK-1 /R LE 1 BV R A Fh%
Fo-CD4* oz EE AR
(clenoliximab)
F-IL-8 ABX-IL8 Ak (BRE IR
F-VLA-4 Antegren % B A (MS)
%.-CD40L Antova S ir gk (SLE)D.
Bl A% SR AL A Ak 69 HE )F
#-CD40L IDEC-131 % Rt (MS), &9k
(Z %) 2esefg 5 (SLE)
F-E-##EZ 4 | CDP850 LR G € D)
#-CD11/CD18 | Hu23F2G % EreieE (MS), PR
#-ICAM-3 ICM3 - FmE (RSB %)
[0076]
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#-CBL ABX-CBL A4 ings £n (GVHD)
#-CD147
#-CD23 IDEC-152 o TR (RS B)
#.-CD25 Simulect Bl A SR AS A A 69 HE SR
H-T1-ACY ACY-110 LIRS
H-TTS TTS-CD2 MR R R
H-TAGT2 ARS4 FURRIR . PR R, S
#-CA19.9 GivaRex B MR, B, BB
#-PSA ProstaRex AR e
#-HMFG1 R1550 LRI . B B

pemtumomab Theragyn W, 9P
F-ABSEILHE | CTP-16, CTP-21 EF Lo
M (hCG)
AR & a£ | HUL77; HUIV26; % KM
A 1=V XL313
#-CD46 Crucell/J&J % Bk IE
$-17A-1 R R IR Panorex B

(Edrecolomab)
#H-HM1.24 AHM % BB HIG
#-CD38 #-CD38 EF 8- n
Fo-1L15 & HuMax #k &.78 L IB
#u-1L6 B-ES8 IR
#-TRAIL-R1 | TRM-1 % Bk
#-VEGF2 % B PEJE
#%-BlyS Lymphostat % KPR
#-SCLC, Pentacea i
CEA 4= DTPA
#-CD52 e B g . HRE B
(CAMPATH)

H-Lewis Y 4/ | IGN311 bk
F-VE #5465 & & | EAG10 % KSR
#-CD56 BB10901, v B R, MR

huN901DC1
r-mertansine/ | Cantuzumab AR, W, R
FE &G
3-AFP AFP-cide NI
#-CSAp Mu-9 4510 B9 %
#-CD30 MDX-060 BEexB., Ea4E2KH
#H-PSMA MDX-070 TR R I
#-CD15 MDX-11 8 5
#-TAG72 MDX-020 YL BT
#-CD19, CD3 | MT103 pe Nl
A4 M 69

[0077]
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- & G SS1-PE38 fJB A= 97 8 5% (overian
(mesothelin) 4t /R cancer ). A} &

H-DNA #2204 | Cotara (—#P 2 4 H ARG, BE. PRI,

2] P ST SUR) St i Fe FC SR I

#i-a5B1 #FEE | 4t-a5 Bl % RS

&

H-p97 SGN17/19 2 & 5

#.-CD5 Genimune G dr s . kI

[0078]  ALA4) 1 7 NK 4 Moy 14k

[0079]  NK & o P A e 3k 52 2% RO AL 80 1 1, L B Rl f5 5 Al 15 5 o A R, 2
(%) NK 2 e A3 (4996 97 B 7T 3 3t o) 80k e 41 gt ] e 3t A R RS S SR ST . RO E R
FIEAT EL AT BRI « 40080 B & A 1) R V8 5 NK 20 A S A2 A4 AL A P S TR
B RO 3 NK 40 35 A 52 A 1 7E TR BRI E - AL A Ef 2 mT UE A 1. X B ERE
5254 T NK 4l 52449+ B B BB W S0 e 1 &4, gl R+ LN+ 2 K,
B . 3R B B 5 52 A4k BEL T SR R L0 T2 A BH BT 3R (L A P10 ) A 2 e L 22
(o BIan, ZAk AW mT UG AL 52 4 1 20 L B 0 PRS2 AR [ R3K, 1Z AL S 4 mT LR
TR 55 4] M 52 Ak 2 1) B9 A AR B SR AC AR 5 i Ak 32 AR 2 TRl A BAE A B iz &
Vil DL E S G B2 AR EIRSIE A (EHHI MRS 0T ) BUBOE eA) (AR 32 44
BT ) o EENSHUEZNA A X IT PR BR R4 M pe T RI1EA

[0080] AT NK 4 o i b gl PR 32 A48 m] DAE AR i AL S D B EEFR . NK 2 i i
T FEHLHB R G4 MHC) S8 T- % e Pl 1 32 AR AT 00 5 (Karre et al., 1986 ;
Ohlen et al., 1989 ¥ HIGFE MR @ SHEA I T A LS ) o IXELRRIEZRLS &
FEHLSHBEMEE AR MHC) 285 T 4Bk HLA 192 &5k E 5%, 7 Bl g 4R35 (NK) 44
HuiBfd . AE AR, FRAE G40 Tg— BE3Z4K (KIRs) HISZAR SRR A HLA S8 T Z5f7 L A
AL

[0081] 4 £/ KIR 324K 41, B.45 KIR2DL, KIR2DS. KIR3DL F1 KIR3DS. E A 1g 4514
1 (KIR2D) 1 KIR 524415 51 HLA-C [RFh 528 KIR2DL2 ( LART Ay 44 4 ph8. 1) BE Z 3540 5 1
FEPR 774 KIR2DL3 1R 7 540 2HLA-C [FFp S A (Cwl.3.7 A 8) L= Byt J5 e & H 47, AH
KIR2DLI (p58. 2) IR 55 HAM (reciprocal) 41 1HLA-C FIFh 578 (Cw2.4.5 F1 6) FL=E 37
JE P e AT . #% KIR2DLY TR 38 B HLA-C 5547 2L DRI 88 80 4 (A %) fFAEME L (Lys)
B, KIR2DL2 A1 KIR2DL3 fiR AR EHAESE 80 f7 (A7 s ) FAERLE (Asn) FRik, RE
B — SRR Z B HLA-C A1 JE R 7RSS 80 7 (fir41) BA RAWME (Asn) BUETIR (Lys)
k. BHA 3 Tg 45—~ KIR, KIR3DLL (p70) , R 75—~ HLA-Bw4 Zefir JE R 4L =2
PR P AL B n, — PR =AY T S8R PR — 54484+ KIR3DL2 (p140) 851
HLA-A3 1 HLA-A11,

[o082] R KIR Al H & & A —1 # #ill P 22 /& (Moretta et al, 1997 ;Valiante et
al, 1997 ;Lanier, 1998 3 I #% #& 00 P8 @ L 51E A IF T AR SCH ) 7T LB NK 4 fg L R =
1K, (HAR AT B — M MR NK RIS (repertoire) ™, A FRIAHHM KIR 4, DK
FH LR NK A B AN R A 1A 1) — e e S Y T S S R A A 0 M BEL T o 2, 007 SC
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FITId, 243051 14 B2 AR A N SR, AR T7 7008 428 15 Rt o 22 A JI ) P 52 AR S BE AR 1Y
G, TR IR 2 I 1A ) B K YE 1) NK 41

[0083]  FEMELLSCIH ] T, AN, DL A FUREL A B, B W NK 40 B i 406 11 52 44, o
AMNALFE KIR2DL2, KIR2DL3, KIR2DL1 KIR3DL1 . KIR3DL2. NKG2A F1 NKG2C ft)— 2H F 4T3 fK)
F D — AN SZAR BN HIPES S . SEde 122 BE W NK 20 i 0 $ 1 T 2 AR AL A, A
e NFUAREIL B, A& FR T KIR2DL2 \KTR2DLS Al / B KIR2DL1 F# 15 5 AL &4, 1%
RPUEBEL A B,

[0084] 7 % BF i A] LA 2% pE A A 22 B e NK &40 Ja 8 AS [0 400 1 1 22 AR i Ak S ) i 4
G R A B, o b, BRI NK 4 PR 400 ) P 2 AR A A 2 AL R
KIR2DL1. KIR2DL2. KIR2DL3. KIR3DLL. KIR3DL2. NKG2A Fl NKG2C [#)— 2H F 4T (1) — s
PERGFH] A2 A4, I HRERE S A 5S [K) KIR- Tk NKG2A/2C— A5/ NK 2 o () 4 i 25 2 0 1
YERL, A GO AR B B 640, BELT NK 448 e (g o) 14 52 A i A & 4 o] DL R
— PiosF T KIR2DL HAG %7 7 1 B4R Al o — P T KIR2DL2 F1 / B KIR2DL3 HA%: F V(1)
Pudk. FEALIE, 1% FE B NK 4 M5 M SZ2 AR AL A PR 20 A Be e A KTR2DL1-. KIR2DL2-,
AT KIR2DL3— 473 () NK 41 M iy 40 Mo 25 A i /R FH o A8 B St 49 o, AT DA FH G — Ml 2
PG PESZARAE N EEFR G — PhELZ PG4, DA ACKG — P 2 B AL S AR E N SR R B —
FhELZ P LAY HITR A7)

[0085] 54, % T KIR2DL1 45 5 P [ B v b 444 L 48 8 7 HH RE A% [FHLIT KIR2DL1Cw4 ( B 2E
AR ) SEAr LR Moretta et al., 1993 i H K Ee A @IS 51IES FF T ASCH) AE S —
AN, BT KIR2DL2/3 F B 53 B P A4 th L 28 4 134 RE BT KTR2DL2/3HLACWS ( BEEALAY )
SR (Moretta et al., 1993) o i NKG2A Akt B4 BoR HL BEUEBE W NKG2A Al HLA-E
2 [ B PEAE BLAE

[o086] W ¥k Hb, i% ¥ A& A DL 1% B :GL183 (KIR2DL2. L3, A 3k H Immunotech, France
and Beckton Dickinson, USA) ;EB6 (KIR2DL1, 7] 3% B Immunotech, France and Beckton
Dickinson, USA) ;AZ138(KIR3DL1, #] %k H Moretta et al,Univ.Genova, [taly) ;
Q66 (KIR3DL2, 7] 3k H Immunotech, France) ;7270 (NKG2A, 7] 3k F Immunotech, France) ;
P25 (NKG2A/C, 7] 3k H Moretta et al, Univ. Genova, Italy) fl DX9, 727 (KIR3DL1, 7] 3k H
Immunotech, France and Beckton Dickinson, USA) .

[0087]  FE—LIETT I, A% & BT FH 58 v B Ak DA A HL iy BORATT A2, Horh Pirak s L v B
BATAEY)S NK 4IIBR T L2 A KIR B NKG2A/C 24K A8 X B 3 B A F e AT Bk A=
o

[0088]  fE—ANSLHti ], A A A B v B AR, HA5 A N KIR2DL 3244 (1) 3% [F] vk 8 7% JF
B A A S G I TE . Pl i, AR WA B v R B, A5 5 N NK 4l R m b )
KIR2DL1 A1 KIR2DL2/3 Z244, Jf H 47 KIR2DL1- A1 KIR2DL2/3— 45 1 NK 41 40 i 75 iy 470
HIE o ZPUARE: R 6] HLA-c 73 F456 T KIR2DL1 F KIR2DL2/3 3244k . Bk, 1%
BURAEAR S E3E NK 403G 4. BT KIR2DL1 A1 KIR2DL3 ( 3¢ KIR2DL2) & LATE 76 k% B
HLA-C [ Fp Y, Hoap )2 20 THLA-C [F P e BRI ZH 2HLA-C [R) B 2, PRIHG IR A (R A4 mT LA
TG I07E K 22 BN IS M TG o7 PB4 1 DA, 380 22 75 K20 90 % BUE 2 19 A RN
o FEIXFE—DELHEHF, T 2004 £ 7 H 1 HIRAZH VLKA “Composition and methods
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for regulating NK cell activity ( T 137 NK g0 ys 22 &A1 757 ) 71 PCT 4 H)
HIiE PCT/FR 04/01702 FR#5R (R ARATTFoA4 8 mT LAAH B2k FH -T2 i BH , 6 o3 i 1 PR 25 e ot
FHEAFHT AL H,

[0089]  FEA KB — AR B B, 12 BH BT NK 20 i i 0] PR A2 A4 0 444 4 o e B A,
Ho A fihk 454 KIR2DL A 3244 (4L [F g #%, IF H A6 KIR2DL- /i3 1 NK 2 o 41 i 55
PERIIHIVE R o« PR R R M 456 T 5 93 0l FH 2% 4898 DF200 B NKVSF1 7= A= (1) 5 5 [
Uik DF200 B NKVSE1 A8 [F] i 40 5 e e A7, A/ 805 4351 FH Z& 28 98 DF200 B NKVSF1 =4
) B 53 B LA DF200 Bk NKVSF1 35445 4T A NK 4R 10 B0 KIR 224k Wi n, 41
A (1 DR PRI DA A B i Ak 2 1 5 P g 52 5 45 6 (1A AE PCT R FRiE PCT/
FR 04/01/01702 i AFEIA o

[0090]  7E—AMESE SEHEH , 12 5 5o B 444 A2 FH 2R A9 DF200 7 42 1 B S B 444 DF200.
P8 5y — SEHa 1% 58 v BE A 2 EB6, BUZPUIKLE & T 5 Hod FE g EB6 AH R LR dog
AT, BLS BTLRE PR EB6 e 45 A A e SRS, B & Bk DF200 5% EB6 1 A
BORATAEY . 72 AE P DF200 Y 23898 TR AE CNCM 55 3245 9k P O {9 (CNCM cul ture
collection) 5|5 (Identification no.) “DF2007.% i 5 CNCM 1-3224.F 2004 4F
6 H 10 H & it, Collection Nationale de Cultures de Microorganismes, Institut
Pasteur, 25, Rue du Docteur Roux, F-75724Paris Cedex 15, France. Fi{& NKVSF1 A M
Serotec (Cergy Sainte—Christophe, France) 3815, H i 'S (Catalog ref no.)MCA2243,
[0091]  FE AR BH 9 5y — A~ SE it ] o, T 3G 9 e 97 1 B A4 2 28080 4k & 490 1) B NK 4
L ) Ak 32 4A . AT DAfSE AT AT 36 Ak 32 44, 20 NKp30 (2 UL 4 PCT WO 01/36630, 15 4
TR AT A RERSHEA T ACH ) NKp44 (S Wt Vitale et al. (1998) J. Exp.
Med. 187:2065-2072, ¥4 H 4% #x (I I 70 51HEG I T A 3CH ) - NKp46 ( Z Il Sivori et
al. (1997) J. Exp. Med. 186:1129-1136 ;Pessino et al. (1998) J. Exp. Med. 188:953-960 ;4%
HE A RETSHESIFTACd ) NKG2D (2 Wi OMIM 602892) | TL-12R. IL-15R.
IL-18R. IL-21R BY J& 1k i KIR 32 4K, 5] 0 KIR2DS4 3% & (Carrington and Norman, The
KIR Gene Cluster, May 3,2003 ]33k H :http://www. ncbi.nlm. nih. gov/books) , Bi/F7E
T NK 41 (1) 3 22 1 B B AT AT & o dd, I HE 3E T 2 oA B B0E 3O B, LR Y 2
Z A0 M ARG O 2 4 an il M KIR S2 AR AL (R 14 52 48 Br 4l o 14k & 4 ] LR ATART 43
Tk, BFEZ IR DT U, TREIRAL A P EFETAT B A EABE RN EAE, ©
ATA] LS iR ALSEAR A BAE T . 9 B R ) 4 NK 20 s Ak 3244 B4k ST LU TL-12
Z AR (IL-12R) #H HAE H ) 1L-12. 5 IL-15 %24k (IL-15R) A H.AE I 19 IL-15. 5 1L-18
AR (IL-18R) #H B AE R 1L-18. 5 1L-21 324Kk (IL-21R) AH H.A/E FI /0 1L-21 Z5 41 Hg [&]
T XFEERMLEYIE 5k H T1L-12 (Research Diagnostics, NJ, DI-212) . IL—15 (Research
Diagnostics, NJ,RDI-215) . IL-21 (Asano et al,FEBS Lett. 2002 ;528:70-6) . /i %l
NK 20 35 A 52 AR AL A 0 A bR TL-2 Z AR BB o e S0 NK 20 3 1k 32 A4 1 78 91 PR AL
B LEA NK 405244 5 % B NKp30. NKp44. NKp46.. NKG2D. KTR2DS4 A& i AL )
KTR 24420 Bl i 20 A 344

[0092] 7 Jt o AR 2 STt 491 1, 120 A RS2 AR AE NK 40 B b R IR B AR A0 B 1 2 AR
(NCR) , fI1% ) NCR 1% [ NKp30. NKp44 B NKp46, 3 H Az Bos i 2 8 itk 5 ¥ 2 5k 3
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AZ20.A76.725.7231 1 BAB281 WL B v PR ES & T R —Pu i vee S Bl S 2 e 45

AN
= o

[0093]  m] LJE Ik A A & lobs i 7 v BT R — BlOR BT — L A 45 A T AR SO iA
[RIAT— NK A ff 5244 o 461l , Bl ELTSA— AL & 7732 ] DA T 00 & G DTe A0 1 e
G307 e AT LS A 5 4 K, 46t bE B R IIAL S AT DAL S 45 A T NK e S AR R 45 4 1t
RE, Horhxh R (920 BAB2ST, HF 45 AT NKp46) ML A4 ig & (BFml ) IF
TS A0 S HUR JeE B A I A 1 (07 BAB281 15 L T A NKp46) fIkEA . J: T il
IR 2 W B 2 (ELTSA) JBUH 14 5% 73 At B BT ER 2892 (Western blotting) H1 BIACORE
()58 J7 1238 T 3K M ] B 1) 52 e it 92, FF HOW AR SUBRT A H0

[0094]  %F KIR- B NKG2A/C— /-5 Y NK £H i () 40 B 55 Pk 40014 FH Aol 2506 T NKp30 .
NKp44. NKp46 B NKG2D— 4~ (J30E NK i f i 38 E A mT LA &5 ok 36 S0 2k 7 0 5
A DA 20 A 2 0K B e 3 D B A M

[0095]  7E-—FhdEE AL TT 2, ffl s s i Bk &4 (AR Atk ) 78 HLA-C
B HLA-E [H 74 28 B #& F 559 284 KIR B¢ NKG2A/C FH 7E NK 58 B2 1 ¥ fif G 77K m L i B .
P2y — MM LR R, A& (DL hdudk ) LA HLA-C 7345 & T KIR2DLL A
KTR2DL3 ( B¢ %5 AH 2 1 KIR2DL2) 244k im LARBR %2, SEAL ik b, DA B i [ Cwl, Cw,
Cw7 i Cw8 ( Bk I 7E 58 80 47 HA RABEIZ (Asn) 5REEM) HLA-c 73F ) [ HLA-C T4 4
T KIR2DL2/3 68 77 LA J2 FHI% 17 Cw2. Cwd. Cwb FlI Cw6 ( BRI [ 76 55 80 fr LA #i% e (Lys)
BRAEM HLA-c /¥ ) [ HLA-C 7454 T KIR2DL1 (88 J1 R nLARR 52

[0096]  AKFHEIMLEYD (PLIE bidk ) B4 s M B st s T, T AR AR 2 7
AT i — Fh ke Il 52 , 9 il fn e Sivori et al. (1997) J. Exp. Med. 186:1129-1136 Frik i
HOOT A B A A S AR o B B M A SHE G T A3 . NK 4 fyd e ]
DA FH 22T 200 B P 40 g P g AT A 00, £37) ) o 68 P68, a0 8 04 TR I8 NK 40 i o3k
15101 P815. K562 B H & IIfE Sivori et al. (1997) J. Exp. Med. 186:1129-1136 ;Vitale et
al. (1998) J. Exp. Med. 187:2065-2072 ;Pessino et al. (1998) J. Exp. Med. 188:953-960 ;
Neri et al. (2001)Clin.Diag. Lab. Immun. 8:1131-1135 ;Pende et al. (1999) J. Exp.

Med. 190: 1505-1516 H7 FT$5% 55 [ 38 B 4 Fe I8 200 MO 3 A% 1) S 200 e P BE 0 o LB B8 ) 4
FiEIE GIHES I T AR . AR & B U B A5 1 SR 49138 5t 4 T Ol B R A e E
FE— MG Y SEHE Y, PR 51 A NK dH iR 220 10 % B3 5, ik 51 S NK 40 i 75 22 /D
40 % 8% 50 % {3865, BCE AL 51 NK 405 4220 70 % IG5

[0097]  NK 4 v M 8 ] DA 40 i Rl — B0 b 4T Ui B, Horols NK 4 je 53k &
DA NK 20 i i 4l i 7= A2 (Bildm TRN=y AT TINF-a f754E ) o ZE— DB ERI T &
1, B PBMC A2 [ TEN-y  FH 40 i 22 o A BT 9 e e 07 VA IE , IF HAE S 3% 4 RJg Him
MR . TR S, A S I & A Brefeldin A, Sigma Aldrich) PAZIKE
N5 ug/ml IMAFFEEFRE D 4 /0. ARG, EBEHIER (IntraPrep™;Beckman Coulter)

Z W0, K Z A M5 Bt —CD3 M HT -CD56 [¥] H v fE 48 (mAb) % &, Jf H H PE- $t —~IFN-y
B¢ PE-1gG1 (Pharmingen) J¢ . HH % v B 7% 7% NK 40 Mo 7™ 42 19 GM-CSF Fl IFN-y (1) &
m] DL HJ ELISA(GM-CSF:DuoSet Elisa, R&D Systems,Minneapolis, MN ;IFN-v :0ptE1A
set, Pharmingen) & Fi5WHAS 3,
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[0098]  7E— ML IS HE] H , WU 5E BoAd e EeE BN NK 41 BB FH B8 77, 24 Re i i8E A
NK 40 fu iy 5e 77 2 /0 505 AE A NK 400 58 77— A4t , SR INZAE Y& T A & B Tt
SE A A AL G4 FH T3 58 Y6 7 PEBURAE AR P9 B A BRI NK 4 Myl B (F6u ) & E
[ B4 L i B

[0099]  AKEARIMAY) (AL AP ) m] LUR A H4 3000 PR B0 40 RS 1 , 461 2 8 43
/> KIR2DL- /-5 NK 2t o 248 Jfa 23 0400 04 FH , B8 AS (R R B2t 3038 NCRs B & 52 44
T30 3 NK 40 K 2 BURIE AL S PR Re e A (BRI A0 32 AR B 0 T ) 2=/
20% (P 2z 30% .40 %6 B 50 %6 BUHE iy ) (1) NK 40 J v 14, anfE4u B sl e h 5 %A %
1 EPBT BN BEEEAT LA . Padeth, 140 A A R AT Y R A0 AR SE AR T AEAE AL &
VIR = 1096 .20% .30 % .40 % .50 % .60 % .70 % .80 % .90 % . 100 % . 200 % 300 % 400 % .
500% 1000 % BB £ . I & it , AR ARER LG (REAPUE ) Reigif T ILE A
B HLA AH 25 (R AR $R 41 B BF (V4 /i » BDAEASAZAE Bl JUAR RS AN BEAE NK 41 M A 250 i 1 4
WuFeE . AHRHL, AR B AL A4 mT DL R 2E NK 41 M 7044 P9 07 T SR BR 2

[0100] 7R % BH A ] DA, $5 1A F S il 491], G S 3850 NKC 48 f i A 52 A4 B 326 L BB JEG o0 o
AR G 2 H A AR FAH R B e S R 0 SR v B fdds i B, A FREAN IR T Fab
JrBt. Fab” 2 [y Bt CDR Ml ScFve 1M H., %5 s SR AT DU ATEALI . AR BUR & 5 (4
WIAUEr S B RRAL BB ) o BORRIEE AL S2AR PR mT DU B B (BRI 2 4 K i .
T (B AR 5 B A 4 A IR B R A B e a1)) 7l LA T A S el
A AT AT HAR

[0101]  HR4E A< B, FELIT NK &0 B 400 il 12 52 4 ORI FL T Ak 32 AR i 444 mT AR AR S A
B S PR R T7 1ok il 2% o 18 A& 2 0 A A9 $% KIR. NKG2A/C. NCR (4 0 NKp30. NKp44 .
NKp46) B NKG2D (1) 2 ik Bl A R i 28 22 IR 9 %0 % IR 1 B ) # % Dok G % 4B AN 340, 9 Uik
RN (5 Y40 M R R G k™ AR R A ) SR & B AR A B
B B ) 77 12 2 R AUR AR N AT A %1 (2 W, W Harlow et al., “Antibodies:A
laboratory Manual” CSFH Press, 1988 ;Goding, “Monoclonal Antibodies:Principles
and Practice”Academic Press, 1986 i H4 g N F B 5HEAIFTACH ) . #HEE
1M &, XL T A AR U R Gy 4B N3, B S RIS R 4n i, S8 )5 53098 s (kA&1k)
(2, T BB AN A B o 15 2 B 2588 7 A B v B PO AA, I LI 3t PR ] 1 s e FH A 4
BRI b B R FEAT e R AT DU I B S E BREE VAL A DU R AE DA, B Ward et
al (1989) Frid B HBE M AR EEFES I TACF.

[0102]  FRAE A B, 3k 1 BEL BT NK 240 i 1 40 o] 1 52 A4 B0 gl L Vi A 32 A4 1y e A Je et
ALFEU KIR2DL 2 ik SEARIE 9 A\ KIR2DL 22 ik vl PR B4 14 NK £ i 52 Ak (1) $9% 5 4 % ok
il % . % KIR2DL 2 & 7T A4S HE A KIR2DL 2 Bk (¥4 K P U B L F BBl fiT A4, UL () )%
Ji R B, RIELHEST i £ 5 B8 40 1 22 BRI — 3093, Aade o T 8B 4l Bt Jsl e e o0 o IR FER
BUBHE A HERAZ KT 7 20 7T AR E LR, AL I N D 10 MEEE
B AR FoRE AR MM S I AR — ARG B SE R T, 2 0 R A A
AN KIR2DLNCR. BB IR AR A (1) 2 IR, S A T A 3R o A5 — MR B SERE 5 1%
Ho 9% J 0K 5L 1) NK 1L, 5000 A2 SE B 0 N NK 41 g, 7T 1 2 A B BRVA A I 11

[0103]  EARIGIT MR TT DLEAT A5 1) Fo X380 DAE 3 58 B4 i i 40 CD16 XA 1) 52 44
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(R &5 G, AELAE R0 S5t ] o NK 40 B3 i I g B B 1) Fe X RMEREAIR AT Fe 324K 1
SR, AT 93/ NK A g BuAd 25 & P se i, 10 S 80U B B 45 6 1V -

[0104]  FHIT NK 40 }a () KIR2DL 32 A4 B 444 m] AR BAR 77k 4%, 20754 1) HAaEE
KIR2DL 2 kI % J5 ok Sy A AW FLENY) s11) PR PR 22 5 9% B B il 4% 0 v B i A4,
i T IA B T R AR 45 A TR KIR2DL 2Bk 5iii) MOAPIR i) mhik$5 3 b AN A [ i 7Y
(¥ KIR2DL 22 kA8 SN I o v B B s DA B iv) e KTR2DL- A5 1) NK 40 fg il /B
HE (o) BB TEREduA.

[0105] DR (iii) A (iv) BT AT LARRAS . AIIERERI A, (0 T ATk, 7 DLk — 20
AL FE I8 2% 5w BT v BEBATAE I BN AP 4R

[0106]  fE5— N TT R H, Z A 1) B FEBRISE PR — R 5 2 DA
[ 1075 84 1) KTR2DL 22 Ik 58 S 2 1R B0 v R i A  BRH: Fy BRER AT AR < AP ER 1) ik th
] KIR2DL— S %) NK 40 B i 4006 7 F B dudss

[0107]  RIZyFE 2], XET7ERMEE— P ] DL T e B 3 — PhE 2 P i o e 5
BrEAEAT RS (HIRIPESETE ) 17 NK 4032 446 2 A e 7 M PR B AE v BL. il , 2840
(17732 A] DA T 25 BEL T NK 40 B 1) KIR3DL B NKG2A/C 32 AR BUfi 3 NK 40 By 4 52 AR 1 4t
(8

[0108]  —MPILide () SET B, X e Tk R A, BOH T 77 AR AR STk AR AT Fe AR IR 4R A
IR FLISH, M A 2E (/MR GORBREE ) VARV S R L E VAR ESE

[01091  UkAh, AFAAT AR ST A B o (K B g &R AT DL i ist AR A3 i s R DR TR AL D& T A
2, WAV TUE ik S PR B TR . BT NSRRI I7 1 2 AR GUE T 2 Jni) . — ik
ME, WIE A KWK ANENTARRA — D EZ D HIR AT T N2 IR . XL R
BB HE NG IE PR R 2L I H RRAE “ BIN 7 BRAL, AT Aok E “5IN7 A AEX . A
VA A ] DU IS S Winter A RIS LAR 777K KB (Jones et al. (1986) Nature
321:522 ;Riechmann et al. (1998)Nature 332:323 ;Verhoeyen et al. (1998)Science
239:1534(1998)) o fE—UEIHHLT, IRAERT “ AR PUib ik &Pk (Cabilly et al. 3E
E LR 4,816,567 5 ), Hp 20— AR ANF X DEEEAR B4k 3 b r A
NP B AT . SEBR I, BRAE A5 B I A IR AP dd & U i N 344, oAy — & CDR B2 DA
SRR — 28 FR Bk O R B IR AB A4 o i SEARUAT st 153 22k i LA

[o110]  ffi & “ N VE A7 B ow BE PR K 5 — R 7 % 2 B XenoMouse®
(Abgenix, Fremont, CA) {E N T HIZ /N . XenoMouse #& H A # DhRe A fe iy Bk 8 1 AL
RIEAR B e e Bk a2 R B R TE = BRI, BH O BR B A2 980 7= AR 1 BRI BR B B 41 i il
I P S T2 NI« XenoMouse 738 [H L HI4E 6, 162, 963 10 LARIAR , 5 H 5k 5 1)
SFRA T FHEA I T AR . — RS 77727 LUR A HuMAb-Mouse™ (Medarex) Sk 5E
Mo

[0111]  AFUAAHR AT DL & A& 1 Sz B R A, il B Re e R IE A Bk KA
2t LR TR LR 304 (Jakobovitz et al.,Nature 362(1993)255) , B FH W%
BA BB IR IR L . XA T AR GURE AN 72 A 511, 3+ B ] L AR B
T i 1 B e PR PO AR HF UG SE it

[0112] AR TR B AT A HE 2] “ 67 Judk (ozskeaa ), Hp EaEm / 58U
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M) — 0 5 R GG B B AE BT B — BCE R 1 R AR B ok B e R E ik
BUR T 55— PR BOT 2 DL AGX S Fo iR i A BRI AR R 7 71— Bk AR, R 2 e A1 230 H
BT A 23 E (Cabilly et al., supra ;Morrison et al., (1984)Proc. Natl. Acad.
Sci.81:6851) .

[0113] IR IZYER B, 24 1% BH W NK 20 B #0152 AR B NK 4 e vs A0 2 A8 Ak &4 =2
OIS, XM HTAR ] U 2 Sl B0 & B v b o A4 ] DA HH 2R A2 08 Bl L IR TR AL
(1% 25 2H A4 41 R0 BT 75 0 R] 7% DXORIE S8 X M43 21 P ] DO SR PR Bl AR B P s
PERIC 20888 X B H e HUR AT AW B L A A . Z 50T DLE £ DhRE DUk EA Bk NJE
A HUAR B i BEER AT A . HBTIA B BR AT AE L Je ik B Fab Fr B, Fab” 2 Bt CDR Al
ScFv. RIERI T B PURL G F B AAGHuE v B st ] DLAFRE A BRT 00 = 3t
o — AN SEB AL RE— AN AL SZ AR B 4 S M B SRS B X — AN 5o ol B R R e e PR R
A XA EDUE (S0 PCT HITE A WO 01/71005 5, 5 H B #1325 5 1HIE
HGHTAELH) .

[0114]  HEWFEH (4525)

[0115] AR P K —Fr2l &40, B 46 2 /b —FhBE W NK 20 Mo 00 P 52 A4 SR O 7S 10 32
IWEL A (i ks A B ) , Fl—RlyayT MUk, 2 SR TREZEIT T
U T 20 T3 1 BRI T PR R TR IE Y7 (19 38 M P 1 ADCCL BRFH T-¥R 97 i 1 2, TR AL
e TR (FRYE ) FE NSRRI (PRI 7 A AN, 2097 25 B UL i 41 e g8 4 e B AL
EORIRAN ) BB . DLIEHE, BRI FE I ) - B B S M | 2OE R B .
IR I KR AR, AL R R R A R i 7 AR M A 4078 . 55% (GVHD) .

[0116] B HAKT 5, %500 BIIE ST 75 L SR A S8 bR R 40 ., D030 2 0 53 Sk 4% 1) 4 L
iR 240 P L e R A IR AR R AS AN o AR IR M, iR R E AR e R B S R . T
PRI%E , I E HREE B IR A W BRI A R A . IR S R R A
Ji» SO R R Rl AR R A HE e AR A A P AE %9 (GVHD) .

[0117]  Frd o RIS M40 fe (35 AE VRIS VE (neoplastic proliferation) . AJi&Ht, A
P AT LA B HE IR CO MR IR o MR BN PR R 1 1 I AT <k TR AR AT ik
08 B BB A S R B L 22 R MR B R RS T Ik O e 1 s Y — AL . PR R
AR B (ENT) 9% . 45 B e AL E . B RO . i om s B4 & (CMV) J&
PR TR 95 o BT 0o 006 e o B IR I 9% 3 % L By VAR S s (4 R ) W 2 R Pk A
REBNE R« JUHAE T LLYR YT BT SR A 21 28 AT AT

[0118] A ¥GI7 MEHUIAR AT LU CD16 454, fiiilmit I Fe X845 & . Lk, Fridiayr
YEPUEEA N 1861 8L 1gG3Fc fi 4, JUH & B od B PR B 7 By, TEARIZ (1) 22 Q) 22 & Bt
XFERI AP NTRACTUAR B & ik, B A B

[0119]  Ffridk BEL BT NK 20 B0 i) 2 52 A4 BOR SO AL SZ AR AL S 4 (PRI s B8 7 B
5 KIR. KNG2A/C+ NCR B NKG2D A 5244 A iy 22/ —Fh 4 &, I H B3 ¥ i AH 58 19 KIR2DL,
KIR3DL Fl / B NKG2A/C— A~ 5 5 NK 4H ffd (19 410 ffa 25 Pk 59 40051 7 FH 5 38038 i 8AH 5% (%) NCR B
NKG2D— 13 (1 NK 41 i () 40 B 1 v A A o 78— AMRIE I S 49, A 7 — > KIR2DL
NZZAK, 0%k B 45 KIR2DL1 . KIR2DL2, KIR2DL3 ft)—4H A 3244, Bl fd FH 7 — > KIR3DL A
AR, BN E AL RS KIR3DL1 A KIR3DL2 i —4H A 3244 .
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[0120]  FE—MILIL R SEREE] 5 12 NK 403 b & 45 & 20— KIR2DL A 3244 Jf H.
FIAH G ) KIR2DL- A5 %) NK 24 Je 1 4 e 2 M ) 0 ' FH o LI Mk, 1% KIR2DL A 3244 H
345 KIR2DL1 KIR2DL2 KIR2DL3 [—2H N 524k s 76— MR R SEit ] 3, AL S ik~
FUABCH B, 456 KIR2DL A SZAR (3L [F] e s #% 3F HLAM | KIR2DL- 45 A NK 24 i () £ e
BRPEMANGIER o SEARIE 2, FIrid &9, Pk hdiik, 454 KIR2DL1, KIR2DL2, KIR2DL3
N2 AR Bt B e 58 5 9F B4 KIR2DL1-. KIR2DL2—. KIR2DL3- /S NK £ Jfa () 24 o 25 2k
(IHRIPE R « AE— MR e o, Fridtb &4 (R R ) Miml7esE 80 i A A
B2 (Lys) BRIFER) HLA-C 2547 JE K 7> F 45 6T A KIR2DL1 5244, DL AE SR 80 A B A KA Bk %
(Asn) FRALMH) HLA-C ZE47 S R 0745 6T AN KIR2DL2 A KIR2DL3 5244, 78 55— AR5 SL e
Bl e, X PR HUAR S A T 5 B 2% 2808 DF200 7= 4= 1) B 5 B B 2k DF200 AH [F] I3 R He g 3« AT
DI PEHE, 23R 5 HH 2% 5098 DF200 7 A8 1) 53 E B 4K DF200 5w 445 6T A NK 4 e R i -
1) KIR 3244 . 75— A0 S 1] 7 5 iZBuAd 2 B 4% 22 987 DF200 748 1 5 5e B A DF200
T2 53— N SEREB P R e 45 A B A T 5 g B UM EB6 AH R B Ja vk 8 R A
[0121]  WRIEARK A, =5 W] DL S 2 B3] NK 40 H A B30 6 PR 52 4R F0 /Sl
BONK 41 i — P a2 ML AR AL B DR A, R R PR B B, ARk i, PRI
NK 20 i 061 12 52 A B A0 5, Lz AR 3 v B, A3k B KIR2DLL, KIR2DL2. KIR2DL3,
KTR3DL1.KTR3DL2NKG2A Il NKG2C {4l 11 52 44k H A 45 S Pk, JF H BB Ml A 5S ) KIR- B¢
NKG2A/C— 515 NK 41 o 20 e 25 1 94 A E T« SEOLdedth, “ mRofl” 1b & i 40 & R 8 01l
KTR2DL1-.KIR2DL2- A1 KIR2DL3- -5 [#) NK 4l o240 ffa s M 4l 16 A B R b A
HAE, 2AE BB E 1R T R KR R A RN PR 52 A4 o [FIRE, mT DA FH SRS [
PEAL SR (BRI PR SZARAFAERS, 256 T B — 2R P A R SR voe #5467 ) 1 EMA
A, %% 3 NKp30. NKp44 . NKp46 1 NKG2D 45 3% 1 25 P 1 5 Fir s o 22 Bh 2 AR AT B 25
—EETEAE R AL S . BAL, AT DU AL HE— Bh a2 i SR A 1 SZAR A S )
Ak 22 Bl o) S AL A2 AR AL S LA o R A, 76— AL I S5 of , B4 A
J72: 2 i1 AT DA GR35 AL SRAT — 4 NK 4 BRAE AR, I HLA Q0 76 47 76 SR 20 MO Ra I 7 P S g iy ]
PAII5E NK 40 s T ARG A IR .

[0122] AR A A ] LAFEATAT 254 n] 2 52 M BARBURE A 5 H Rl 25
T AR R P NN AR 700 S B RS 1) 55 o 5 FH 050 2R 08 SRV v DA B mT 3 AR 4 B
RS wEsrFEER (FOALEAEA) .

[0123] i A] DASR (A —Fh B2 PR I7 PEBUAAR, —FREC 2 A NK 413 2L & T &
HA, PLRARIE B A EATR A A 38 A5 &

[0124] R K IR IT I AZELA 4, BRI NK 41 B 400 P A2 44 Bl 3OS AL 2 AR R A &
Y, e AR B 7 B, DLECIRIT PEPUR L “H 807 B“A 8uayT” BiH (47 ) .

[0125] il T2 FRIT TEPUA R A &R LAUEZ 0. Img/kg 247 20mg/kg. SATM, 1
A B ERB T PUERTER (4 Te BUR B ), X RERER & 30 44 00 20000 52 BR S B 344
(mAb) FISEAPERIZ945h 1128 580

[0126]  RELMT NK 4 A (0 400 il P B2 AR BRI AL 2 AR B4k &4 (i APTiREaL 7 B )
it T2 5 A 2=, 7T AFEZ) 0. Img/kg B2 20mg/kg 2 [[] . SR, FLAA 1A 80= O
THARRITER (4 g B W) , X RERURR & (3044 06 2000 52 55 3 BEHLAR (mAb) FR i8R AN
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BN TS

[0127]  FEA R B R — > HE A SERE ) b, A8 A A K B R4 &40 m] AR R RO VE T7 PR3
T B R 2 N IR BRI O . WRIT PEPUARIE A (Bl E 24 T7 ) AIREH T A
A FH i A PR 1, 451 G0 £ I ) 2 35 B0 B 00 S IR0 A A S < B i I e PR A1 L B
EAEIR e AH R, 2R ST R 5 NK 413 Rtk SR LS BRI & CED, AR B AL
G HEFE RS ) BVRIT IEPURER S A T VF 2 83, g o 1 78 ROk 7R 3 K
IT R 83 TR AR AR & T 8 A8 5y — S T, ) i S A 52 B T s 1) B i
AL & W) o AT AR FEAR I 97 PEFUAA ) & 1 25 00 T 1K 2R 97 ZOR, T 5 1 Bl
Rio SERR b, — BRI EIT MO N R X T 2558 B 335 SR 0% JUE 20697 B Al NK 4
J 38 S804k 1 B AR R S R FH Ab 77, AR T OT ST AR AR B RR IR TR A R I
Rt S s R REE K. RENSHCBAR A T 183 g 697 P4 H1 NK 40 i
AL & W) & B ) &, # 20 Remington:The Science and Practice of Pharmacy, by
Gennaro (2003), TSBN: 0781750253 ;Goodman and Gilmans The Pharmacological Basis
of Therapeutics, by Hardman, Limbird&Gilman (2001), TSBN:0071354697 ;Rawlins
E.A., editor, “Bentley’ s Textbook of Pharmaceutics”,lLondon:Bailliere, Tindall
and Cox, (1997) ; PA K& 3Tk

[0128]  AE—ASLHE ], BT MO A 5 AT BB A el /D 55 A 3 — AR i Y 1R NK 40 Jif 3 %
MG W& T FH 1 45 58 VR T PR PUAA 1 & B0 24 71 & B0 24 22, O B8 T BT
A RRYT 28, 9 T S NK IS 1, A% SR AR AT AE RV EE AN, 5 S Al PR AR A, B I
HegI7ik, IF HAHRL T W4 45 B 16T PE SR A/ BIONK 38 2501k S AR A 2 B30 2445
2 MR VR 7 RO B A 4 B H

[0129]  7E 53— SEHE ], 720 H VG 7 VEBUAAR A NK 40 j 3 St S 2w (BL AR &
I8, FEVR T HIAD ) g SR AR IR NK 40, JF HLOW &, A AR e B0 A B B AR AL S ) Bk
AL B ORIT 3. 530 NK 41 b A7 A8 40 MBS A 32 A4 R AR AT DARRER oA, O HLITTE
FH ISP LR e b B o) B B B B2 A o T30 5 8, 43 381 1) NK 48 Jie ] LA 55 9897 Pt
RIS A — 2 &, JF BT LALNSE — PhEZ ik &9 F DA iR SR A R WS BRI BE 1. B iR
—FPELZ A AL ST — ARG SRR AN RR (FEYE ) B8 J1 BT RO, FRT AR T A
BT TT

[0130]  AEWA / BUIGIT PEBUAR I B 57 & — Bt P RLAEAR A1 BAE B A8 A v i DL
5E » B IIAEAR 13 3R 25 Bl JE IR T PEPUAALE SR 40 i . NK 20 (Piade Jy A NK 40 ) 7]
Vel B A AR AFAE NI A, PO — B A NK 4138 XU & Rk B2, JF H ARk
R0 5 7732 (A S A8 o0 B R 9 77325 ) I 5 7EAS [R) 2% A4 T 400 37 o 1 7R B R
R AU, B A DU A ST I R IR B AR S P R T e AR R BoAd () e M 2 B A
O HT NHL BB ) e 97 BB K s B il 3 a7 MESUAR RO 70 &, DRI iR
STEN T B BT R0 (0 2 E A e A 0 L 70 0 o2 BPR AR SR B E ) -

[0131]  RIEAK U RIA SV P UL EREN B, — B 7 Kk A I8 A 3k A UL
WA B IR ARTEN o — LB T B HUARAE Im PR b o8 tHYT X0, 40 Ri tuxan (F)Z # 551 ) 5L
Xolair ( AT ), BLARIIRIIEZ (4525) J7 % (aum AR / BGh &M / 8Ok 2 77
%) AT T ARHAEY .
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[0132] B4k, AR B A &P n] ULt — D AR s n] 5 H e s PRl n Bk 7 77 28K 5
H an 547 B Sy 7, TR B e it A

[0133]  7E— L8Ok RYSEHER o, A% B 1) 77 V2t — 20 AR — IR B ORVE S P A B 22 A PR
7 NK 20 o400 o 52 A BRSO VS A SZAR A S o TRLIEG, IX P R B 2 M 50 mT DA & 158
H o XA LARIE SIS ADCC AR YT MEHUAA ST 2 S8 R38N, A1/ BmT LA /D 4 € 1 B
BT NK 24 i 400 | P 52 A BOR SO TR AL SZAR AL S P 50 & . a0, St TL-2 XS
Vs nsn ST A T IER . PR, A R IR SR O — R 7E AT 75 22 1 2 AR IR T R
(7738, A ca) X Tl S8 Tt FH 28 /D P B BEL T NK 2 400t A 52 A4 BRI VS A S2 AR I L
Ve AR B Fr BRI 4 s LA b) X Pk 883 i — Py MR duag . it — A Iiade i
T AR RIS (1) A% B B8 NCR B NKG2D SZ AR BE LI KIR 5244
(R AA DA SRR W41 i P4 KIR 3244 B NKG2A BIHuAR Al 4l LA (i1) 55 &k A H
IL-12, IL-15, IL-18 Al 11-21 SRR+ . Fk, AR B — D4Rt 7 —F7E A FZ MR
TARPIGIT R 772, R ca) MR AR B Birads i35 i B — Fh BELYST NK 248 0 i P 52 44
SRS A2 AR B UL P AR B Be AL &) 0 H b) X ik 88 2 AT A — Fia T Ik
U s PA R ¢) STRTIREE EH 1L-2. IL-2 8] PAM Research Diagnostics, NJ, RDI-202, B
Chiron Corp. (Emeryville, CA) 153,

[0134]  HRABATF =& B Bt H 77 2 W] LAJtE FH 40 B X1, 3 H. T DAL it FH BEL Bt NK 200 i 477 61
VB2 AR SRS AL S2 AR A G 2 1 RIS R/ B Ja i, A S AR i IR T e diig 2
T FAT / B2 Ja e ] o AE— A MR 549 5, 240 i BT A2 1 0 ) BELT NK 41 B )47
il P A2 AR BRI VA AL AR B S PR R — R A B RTESS , IR AE 5-10 RINREHEZ . firid
THEATREAAE B NI % 1 8K 2 IR/ RIFEF AR+

[0135] & Jifa [K] - (1) 55 S e RO T e ¥R 9T R B B L o 72— ML Y SE T ] v, 7] LA
FHAHXHS ) E A DR . 604, 248 A A 8 i 29 2060 F Tk E B B2 TR VRS
ARNER a BFICT | 5 BAARE T /m’/ Ko fE—MUERSEES +, 1L-2 D
HFEAET 1 H 5847 /m B FyES 5-10 Ko 8 FH 240 i DR 1 S8 PR 1945 il 2 DL B B %
FIHiE A FF PCT/BP/0314716 H138 [ & FI| Hif 55 60/435, 344 5, 4 Fr A “Pharmaceutical
compositons having an effect on the proliferation of NK cells and a method using
the same”, # HAEE KA AE LI HITTREG I T A Bz 267 PESUA M NK 40 i
WA A AT LA — AL, 490 0 R e 58 55T DA TR] B i FH AL DAAS [B] ¢ 70028, B5AT LSl
it FH » 5 a0 AE A e FH 22 W B Ja BN BOR  BOEUR T F AL S )

[0136] A& W )3t — 25 B 77 TEDAI AL A £AE T T AR E0 30 0 v I BA A T, 3 R 224 3 g g a6
AR Y EARIE AR A R 1] A S B PR 9 B

[0137] S

[0138]  SLjfafs] 1 4> KIR2DL LA™ A=

[0139]  PBL [alift J % s B e [ NK 40 i 2 17 A2

[0140]  PBL J# it Ficoll Hypaque 86 EVEDL N FELNGHELNM (plastic adherent cell)
A5 BRI HEE . 1 3R15 & 46/ NK 4110, PBL HI47L CD3. Hit CD4 471 HLA-DR 1) 8 5e [
Jidk (mAbs) ¥ H (4°CF 30 7% ), B H = HUBR M ER (Dynal) (4°CH 30 708 ) JFHIA
YUK TN 7775 (Pende et al., 1999) BEAT GBIk . K CD3 BRFA4H AL — (CD3minus
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cell) . CD4 BRFFAZNML —. DR R 2 o A8 HE ST i PRSR 4 L R 100U/ml 43R 2 ( L4ty
% 2) (Proleukin, Chiron Corporation) A 1.5ng/ml FE#IEEZR A(Gibco BRL) E¥53%, M
M35 2 52 NK 41, NK 4 A i R i 1 R ok 7 B, 9 H. NK 41 A A o B e it FH -4
J 2 THD 52 A 1A B3 A M v Bk AT 10

[0141] W NEEREA T AR5 -

[0142]  CP11.CN5 Fll CN505 #2& KIR2DL1 f¥IBH 1 5 f%, J H g EB6 B XA-141 Pk et CN12
FCP 502 J& KIR2DL3 (I PH 1 v b, I HLA GL183 Hidk Gefa.

[0143] R4t H0E 50

[0144] B A () B 50 BE LA (mAb) A& 7 AR S 36 = A il 4% 1 JT3A (1gG2a. it CD3)  EB6
1 GL183 (4 B J& 161 Hit KIR2DL1 1 7 KIR2DL3) . XA-1411gM #% KIR2DL1 ( 55 EB6. #i
CD4 (HP2. 6) \#7L DR(DRL. 12, 1gG2a) #HECHAAMHFIMHFFR% ) o B& 7 JT3A. HP2. 6, DRL. 12,
H A A R S P 0 PT B IR JE N & $h#0T 1) Beckman coul ter 23w Y 5 v B HTAR
Al LA T2t 7 . EB6 AT GL183 A& R] PAMINAIAE JE M ‘& ¥ 2 i 1Y Beckman coulter 2
AR . XA-141 AT R, 12 & EB6 1] A T4 H 78 3Cik Moretta et al., 1993)
A T TR A A T LA

[0145]  JRsR4 T H0%

[0146] A5 B F & 4 FUE Yot (4°CF 30 4080 ), B JG T PE 8% FITC 454 £ v [t
IR (Southern Biotechnology Associates Inc). JEFENHAE FACSAN 1% 4% E (Becton
Dickinson, Mountain View, CA) 18140 M % ' 8 43 MriZs i 4T 3 B ik o

[0147]  ZHMEE 1 SEEG

[0148]  NK T [ () 1 A v i v RSB D AR v ) 4 /NI 51Cr BEGRISBHATAS I . ol 2
W) NK 4 o AE O 20 o6k NK 40 B 7 AU Cw3 B Cwa FHPEEZR I 2R Eak TR . e
AR B AN FL A B A S A1 A 4 & 208 5000 A4, 11 78 S5 A0 i () 25 N4 1) Bl 2R AE ]
A CIEH R SR MO R 4 NN ) o B BRI RIIEL 1/2 FoBRTiA Sod e s b
TE AT N BT A AR . Zd R AR B S57E 0k (Moretta et al., 1993) FF ik
1—%.

[0149] BT e FE B ™= A=

[0150] B g FEHAACIE I A /e SCHik (Moretta et al., 1990 o H B ER WA LG TR
G TARICH) F TR TSR 2 b BE B SO NK 48 5 509% 5 Ji 1 Balb C/NER™ A
YRR S G, 5od PR H T 2188655 EB6 Rl GL183 BH M NK 41 i 2 Rl v fE A8 X
RN B el Bhade >k o BEH: 55 v B A4 ] T B8 B A4 43 ) EH Cwd B¢ Cw3 [ PR S 40 e 1)
EB6 PHHBL GL183 BH 1t NK b Fidk s VA AE , ATk — 2D 40 1k Hh >k

[0151]  DF200, —F#/EAH T KIR2DL A NK 2443t F vl s X (R8BS R A

[0152]  — i i 5g FE Bk DF200mAD, 28 K B0 Ae -5 A3 45 KIR2DL1.KIR2DL2/3 1] KIR ZKIE 145
R RS o 7T DE200mAb (KTR2DL1+ A1 KIR2DL2/3+ 4H A ) L2 1 NK 4 ot B w5 £
(ED

[0153]  Fik—FhELS —Fh (BCHZE R A ) HLA 25 T 45 S PR30 Pk 3244 i NK TE R e %
15— P Z i HLA-C S5 47 FE R ) P S 40 B i) 3R IE I Brkl, KIR2DL1+NK b f R ik
HLA-Cw4 [ #E 20 i 5273~ t B At A0S IR 40 B I A 14 » [T, KTR2DL3+NK b F& %) Cw3 [
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PEEE A Mt TR R /NERE A T TE. SR, 24 AFAE DF200mAb ( FH-T-HE ikl & 4119 KIR2DL 3%
1) B, NK FERRAS IS ASBEMS IR A B AT HLA-C oAk, 3 HLAF Cw3 B Cwd 41 F SR R 5 1)
Y0 BB TS T

[0154]  filf0, CIR 4H e R (CW4+EBV 4l /2, ATCC n° CRL 1993) V&4 #% KIR2DL1+NK 77 %
(CN5/CN505) FRFE, {H A& 1Z 401/ F 8 18 A DF200 345 ZE Bt KIR2DL 1mAb A D4 A 2
B, S —J71H, ik KIR2DL2/3+KIR2DL1- AU ) NK 55 F% (CN12) A RHi R FE CIR, i HixX
FHEBEA 32 DF200mAb (1520 (1] 2) o AL 25 SR mT LA AE Cw3 [ P4 1 | %) KIR2DL2- B
KIR2DL3- A NK TEpE13 3.

[0155]  DF200mAb/KIR 2DL1 A1 DF200mAb/KIR 2DL3 #H E.{EF] [ Biacore 434

[0156]  FARIAIT Ik

[0157]1  EE A& A4 7 K& 4ifh, KIR2DL1 F KIR2DL3 F 4H 44 &5 [ 7F 4w A5 KIR2DL Al
KIR 2DL3 4> EB4H fu o 45 M IR I E. coli. cDNA F= 4, i% KIR2DL A1 KIR 2DL3 43 % FH pCDMS
TobE 47. 11 B4k (Biassoni et al., 1993 S HBE AR UIIHTREGIFTERCH ) Ml
RSVS (gpt) 183 FLf% 6 %k (Wagtman et al., 1995 DM AR LG H TG H T A
H) L fEHW T 5153 -

[01588] A X (5I#)) 5" —GGAATTCCAGGAGGAATTTAAAATGCATGAGGGAGTCCACAG—3’

[0159] [ X (5|#)) :5” —CCCAAGCTTGGGTTATGTGACAGAAACAAGCAGTGG—3 o

[0160]  “EXAIAE ) S HE H g b5 A M = ALAE 5 107 51 ve B AE pMLL R IE %46+ (Saulquin
et al., 2003 HHBBEM ARSI HTREIFT A ),

[0161] 7 BL21 (DE3) E#k (Invitrogen) W5EMEE FIRIA. B LA B A4 74 z L g
R (100ug/ml) FIEFFR T T 37 CHKE] 0Dgo= 0. 6, A 1mM TPTG 5 'F.

[0162]  fEAEPEZEAET MR ) MNEBEEPREWELR. EHEARNHETSAESTH L-
AR (400mM, Sigma) F1 B - FFE ABE (ImM) A= FILE LR L (Tris) 20mM.pH7. 8. NaCl
150mM 22K FR 78 2= T B AE 7S AP AT (02 4.3.2.1.0. 5 K0 OM IR ) FR i sk iR v
R SZI . E 0. 5 A1 OM HRE BT 0 BRI I 2838 S5 BAL A e K (4531 2 5mM AT 0. 5mM,
Sigma) o )5, 4G EHAMLZRPREEET L (Tris) 10mM, pH7. 5. NaCl 150mM 22l 1 787
e B RIAVER TS B ALY 5 /E Superdex 200 HEFHZ A4 E4ift. (Pharmacia ;
AKTA &%) »

[0163] Biacore . f£—& Biacore %% | (Biacore) HiT R M E FILIRNE. 7
Fr A 1 Biacore ik3s 1, b 784 0. 05 % FK M5 155 P20 1) HBS Z2 iy Mg AT il
[0164] A [l F. ¥ = 44K KIR2DL1 Al KIR2DL3 & A L4 [H 2 T 78 /% & 88 0
CM5 (Sensor Chip CM5) (Biacore) [UHISMEZ BRI A . 1Z4% B8 & 7 K 1H A EDC/
NHS (N- 2.5 -N” (83— —HIRRAN I ) ik PR RELAT N- BT W%, Biacore) 7%
oo FEAEL G M (10mM 48 £, pHA. 5) & FEAN. H 100mM. pH 2y 8 ) £ B i
(Biocore) BEAT I 4 1O 3E PEIE IO 223

[0165]  SERIFJINE. N T HATE 7200 &, A FIR T A s (10773 4 X 10 M)
N2 Z 2 H 2 AR o BL20ul/min FIESE BT E .. X T8 — 755, @idiE AN
511 ) 10mM, pH 2y 11 ) NaOH g M6 Fr ISR T #EAT A

[0166] ¥4 BIAlogue I 713 AR (BIAevaluation 3.1, Biacore) HT#dE 94
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[0167] 453
[0168]  #5 DF200mAb 454 T2 [H 5/ KIR 2DL1 A1 KIR 2DL3 f¥] BIAcore 43 #7.
[0169]

KD (107°M)
KIR 2DL1 10.9+/-3.8
KIR 2DL3 2.0+/-1.9

[0170] KD : B 5.

[0171] B A[EHES ) (FEARFRIRE TN 40 w1) PAZE HBS Z2Pyh 20 v 1/min H)9RIE
FENFIS5 44 KIR 2DL1 A1 KIR 2DL3 A 500 B 540 ¥ 847 (RU) . A K 1000 B 700RU )
MR o BIRAE 6 NMINLIEE

[0172]  sZjfifsl 2 3£ P 4 (Rituxan) UL KIR 8 LR H14A (31 KIR mAb) -4 {3 I 408
ADCC

[0173] il A NK ba b g B Pt CD3 S Miike #7715 (Miltenyi) 254 T 4 i) i 5
A% 2010 A B PR A R ) 2 A T il , AL I 5 25 A (PHA) (Biochrom KG,Berlin, Germany)
WA, A ZE 2(1L-2) (Chiron B. V., Amsterdam, Netherlands) A1 HE &3 16 M 35 40 it 3%
Fro FERTA W HAR v B 2R A 2 AH SR, (BRI NK 4B ) 1/5 2] 1/10 Z 8], baFE )
NK 41 fg it X Epstein-Barr Jp3 8555 Je ) « ELANA HLA 2871 B 90k L RR41 g 2R DARR S ) 56t
Yk 2 1021 FEF BUARAE *'Cr BB s (1) SRImiE A ik e BitE. BoR= 30%
TR R e B A 2 B FA AR S R PR . AN AR, iR B B 5% ER
B A 40 % AR«

[0174]  FHZEZ 4 (Rituxan) B5EE KIR2DLL BHIE NK 40 52 F% £ 52 /) ADCC

[0175]  FbR#E 4hr 51Cr BRI 2 NK 29 B 6 40 f v g v M, Hooh 224 NK 20 o A8
Cwd B Cw3 FHME EBV 41 R (CD20 BHYE ) EiEAT K, 7 M oo NK 20 o v fe i ok o B
A 1) EE 20 B 7 A R BAREL 5000 N4 DA RO A (NK 41 g e ) 7RS4 i g Lk
A 3 AR o AE— SIS, IR YT PEIRA T CD20 A% H T (Rituxan, Tdec)
PA 5w g/ml NN BN EEAE IR S o fE-—28s2a0H, EB6 Hifk ($1 KIR2DLL) LA
10 wg/ml INAN BN EEA MR S

[0176] AL T R M ES £ Rituxan) HEA FAN F@E T Cwd FHPEEE B A%
KIR2DL1 A NK FLfE I ADCC. 477540 KIR2DL1 3R, KIR2DL1 BHE 5o i ADCC B A% K

HBIEEE T .
[0177]  SZJE] 3 : HIRMAE (Campath) it KIR2DL1 BH 4 NK ZH it o7 % £ 5 (1) ADCC [ 33
G

[0178]  FE5 LG 2 Fri ik B9 2R SE 58 b, 4 B A4 [RIJE Cwa+PHA /R4 i £E NK 48 Jif2 in
R 4] BT (alumtuzumab) (Campath, Berlex)  EB6 14 (100 v g/ml) fFLERT, BRIR TR T
(Campath) H1EB6 fF/EMI & . WK 4 Frow, 453 BN EB6 HIAFEAR CHIIE 5 1 NK 48 o7
bR BRI URAN AR BE 7T RIA T (Campaht) BRAMAEAERT K2 4 % B EEAHMLVA i, SR K
(Campath) Jn_I= EB6 A77ER #EE 30 % M40 i 5 i -
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[0193] AR Ui BHA 4 51 - BTA A FF H R R G5 DLeA 2 8 1 R4 G 7R, 1
[ B0 20 T R R FR 3R A e o B A HH ISR T S HIE & IR AR SR
[0194] R BRI N TG R B B i LR 177 AE T — @ AR T
IR, 1R SR AR SIS AR N RAEAR R W20 S A RO HoAE— 52 YB3 M 1 A
H PR R BUR) SR RS E R PTG [

[0195]  BRARAEAR P AR B S A SCHI A A I B0 8, fE L r A al se &2k b, Bid
LR H G A AR K

[0196]  ERAFAEAR ST F AR U BB S AR SCHI A 25 B B 7, AEfR AR B B B S e
FHHIARTE “—7 M%7 LLAGA R 48 4] B2 2 fig Sy 0 45 B oM 2 4

[0197]  BRAFAEARSCF AR U B, 72 A SC P HU0E VB T Y fd (AR AR 9T N Z TS Y B
M K B BB B EUE R RIS A T7 7%, I B S B WA & IF AR UL B A i [ e S 8
Ml B BTIBAE o BRAR S UL B, AR ST 4 R BT A R S AR A B I ME AR (A
X TN 8 R B SR T SR A B A7 A 735 ) 1k AR 5 B0t T RAAROA D 2 SR A R A
AN A, T I, AT DME SN “407)

[0198] AR SCrbitiid B FTAA J7 15 ] LA AT AR 1 B B PP S, % Al A2 3 5 AF i B B9
BEARIHNEHETE

[0199]  [RAE S UL, A SCH 8 F T BRI AT A S (5 S21 ) CBURBITEE S
(Al qn” “Aan” ) AXA A T SRR A R B, FEAN XS A W 0 Y B il SR il o Bkl A
R 23 5 A U B -5 mh AT ] 1 AT DA A RE A AR — AN 2230 02 S8 AR R P b 75 119

[0200] AR C B SCHR ) 51 RIS & AE AN AR T 7 (A I, FFAS B ot i £ 40 3¢
MR 280 AT R R PR/ BRORT S M PR A

[0201]  ZEA i B B ATART— A J7 T BOSE i 51 (1 itk b, AHN T — R R B B M R A
ISRV B R BT RN A2 A % N == EXLREE R B
AL 1% R B MR A 28 LT T B SE a9 SR ST+, BRARAE SL AL A
Y BN B S A SO AR (10, AR S0 B o B B 8 R B2 A 1t B 2 3 A
NIRRT — B EZ AR AR AL G, BREAEE R B AL I AU I B B 5 AR BT E ) .
[0202] 7<% BHALAE HH AT A VAR B R R 2 0 VR Y FE AR 4R AZ 1Y 25 J7 T BOBUM 245K o e
AR A BH = R i AR SR 25
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