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Lo —Fp 107 BB B AT O AR It M 595 AT DK B 8 2 1 PR S AR 1 7 92
JITIR 77 15 B FE RS B il A ATt FH V6 57 35 PR B 4] NKCIR ( H 2R A5 4l el e 32 44 ) R4k
G, T A TE PR AR IR 5905 B2 P S /N BAS AT ARSI I ] B s AN Pt ik A &40

2. MRAEBCRIESK 1 Brad (1) 753, oA il A~ S8 A T80 PR 50 AT K o

3. WRAEBCREL K 2 Pk ik 7732, Ho A Bk~ 44 G SMM C AR AR 221 6989 ) « MGUS (5 X
R s AP ER B 10 ) B MDS (R BEIE AR R 4R A ) o

4. MRPEACREL SR 1 Pk i 777, Forp P A 8 A B AT OB M EES R 5 B A
55 IR 5 s DRSS Y A S R 2R R 5878

5. MAEARIESK 4 Prik i) 7732, Hedr iAok S8 B AT O AR B i bk 8 B i
I8 A LS R

6. MRIEBHNE K 5 Frik (1) 7732, Horp prid > 8 B A 80 AT 2R AML ( SMEEr e B
) MM( 2 MR EE ) « SMM CABFAZY B il ) « OML (8B i 1t 1 1003 B0 s 4 e 12k
M (CGL) s CLL (12 P 9k B2 40 ik 5 19 ) o

7. WRARRRIZEK 2 22 6 ik 771, Horh Brid AR AE it FH Ik Ak & 922 di & &R XS P
N L 0 T B B PR 5 HT IR IR 28— ¥R 7 AT VR T

8. MRPRBCHNERK 7 Fridk 7732, Horb ik o — 1697 16 B AL 23097 50 S B i 15 25940
U7V TR BB E R sk b 3 A2 A ST AT IR 20 A 1T IR 9T -

9. MIEHMZEK 1 & 8 Frik i )7 i2:, Hodr Frid AN & 70 SN 556 4 IO BTz At
TEAEAR S i 40 WA EARAN /B AN TSI o

10. FRIEARIEL K 9 ik iy 77 v2 , Sorb B il A ok () 4 B 110099 57 4ar 1K 449 10° /40 i i
/ BCEHE T REAN N T 5% A/ B8 A U AR HE BEER -

L1, RAEBCRIESK 9 ik ()53, Ho ik MR Mg S B M ACERRCR T 25% .

12. WRABEBCRHIE K 9 PFrak ()75, HoA Brik MR Mg & B M ACE R T 50% 6

13, ARAEACHEL K 9 Pk i) 732, Horb Ik AR B8 A 10% 8510 % LA E 2R 4 e,
HAFRTE Z R EHERE M) FIFRE.

14, ARPEACRELSK 9 Pk iy 7732, Horp Ik AR S M 8 B KK T8 T 3g/dL.

15, MRARBRIZESK 9 Prik i 7732, Hor Frk SR E A 10% 88 10% BL B2 40
MCA RIS E TS .

16. ARPEACHE K 9 Frak 177325, Hodr Ik AR I M & Bk R T T 3g/dL,
HHAAHEPH 10% 58 10 % PLE R 40 0.

17, ARPEACRELSK 16 Prik i )72, Hod Frid MR 2R3 B LS .

18, ARFEACHEK 9 Prik iy 7772, Horp Ik MR E#E A /N T 10% IR 40 .

19, ARPEACFZEK 1 Pk K777, Horp i) NKCIR ()i b9 AR SRy

20. MRABRRFE SR 1 BTk i 772, HoA 3] NKCIR [ BTtk &9 5 2 /b —Fh ARG 77 7
HEHH

21, MRABEBCPELR 1 Praf (%) 774, Hor 3l NKCIR 1) ik A6 & 4 o B FH W sl A
NKCIR 715 ) NK S0 FH 5 DA 3 iAo DL H A 77 =X BEL b P A 240 ) NKC 8 JH s 2 1)
[1)5t NKCIR Frik sk itk B o

22. FRYEBCNESK 21 Frik 77325, Horb Brid ik slipi i i BOR BT 3340 S Be BRE A
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Z A& (KIR) FIPTAA s B

23. FRABEAMESK 21 Prlk i) 7732, Horp prid ik slbo s i BOy k& N BCIEAL BT
LR B

24. MREBOREK 21 Prad i 7 3%, Horp Brid Sk slipi i v BL A TeGl, 1gG2. 163,
I1gG4. IgD. IgA. IgE 8} IgM,

25. MRIEBCRE SR 21 Pk (1) 7535, Horp ik Sr A B ik 7 BUAHS 1661 8 18G4,

26. MARBRESK 21 Prik i 773, Horp Pk Sk sl i Betd 46 Fe 38, Jidk Fe B &
Z /DA REMN N - D BE B KR FeR 254 BB B S B P (1) — B 2 B 578 .

27. MPRBCREL R 22 Prik ) 7514, Horb s HiiA ok 455 KIR2DL1 FIKTR2DL2/3 [P KIR
PrikeHik T B

28. MRARBCRE K 21 Prk 77, Horb frid ik s fg i B £ XTIk B CD94NKG2 Fil
LIR Z JJKI#) NKCIR PR eli e b B

29. MRIEBCRE K 22 Prik 77, Horp ik Hi KIR PriAsidith b B S 1-TF9 545,

30. MRPRBCRELSK 22 ik i) 77 3%, Hoh ikt KIR Bk sdt ik v Be oA 1-7TF9 B 7 B,

31 MRPEBCRIE K 22 Frik (K771, Hrh b Hi KIR frikelbifk r B & 5 1-7F9 (1) VL
AT VH 38 H A 2220 90 % [F]—PE R VL 38R VH 32,

32. MRPEAUMELK 22 Frik 17732, He A Bkt KIR Frikelhi sy Bef & 1-7F9 (1) VL 1k
I VH 15,

33. MRAEBCF LK 31 Prad i) 7732, Horb rif Hi KIR Bk sipi ik v BOr ik VL A5
1-7F9 Wik VL CDR.

34. MARBREK 31 frad (97732, He A Frid i KIR Jrakskgeia v By VH A 1-TF9 (1)
FiTik VH CDR.,

35. FRAEBCRE SR 21 Pk iy J73%, Horb i H1 NKCIR PriRs ik v BUE B 5697 A
R 1 BT IR T NKCIR HUiR I 252 bl 82 A Gt

36. MRPRBCRNER 21 ik ity 7535, JoAh il B NKCIR Hiik sl 78 7 B A5 [ NK 41 g |
[FIJIT IR NKCIR 254 b 58 A FIEFE 22 /02 1 J 1 i B =i H

37. MRPRBCRESR 21 Prik i) 753, Forh Frd 51 NKCIR oAk sl 74 v B A5 [ NK 41 g |
(¥ 3T IR NKCIR 254 b 58 R FIERS 22 /2 2 J] [ ) S ) = e FH

38. MRPRRCHELSK 21 ik iy 53, HoA Frd 5T NKCIR o iR sibi 74 v B LA5 [ NK 41 g |
I FTIR NKCIR ZEA b5 M Era 2029 1 A~ A B = A o

39. MRPRBCRELSK 21 22 38 AT Tk (1) 542, o DA B 2 J8— IR I 45 2R 2 IR
it FH BT IR BT NKCIR Pikslpi s v Bo

40. MRIEBAELK 36 22 38 PRI Tk 1) 7732, Horp DL B 1 N H-— IR 2% 2
Ui BT iR P NKCIR Bk slbi i v B o

A1, MRIEBREK 36 2 38 P AE— T Tk (1) 77325, Horp LAy 2 > H-— IR K R —
IR K25 255005 22 Yt FH B iR Bt NKCIR ksl ik v B .

42, ARPEAUFELK 39 5L 40 Prik (1) 777%, Forh il Hi NKCIR HiiA sl fh b B Ja 845 2
HHFEZ 2 Ji .

43, ARPEAUHMELK 39 5L 40 Prik (1) 777%, Jerp il Hi NKCIR HiiA sl fd b B e 245 2
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BB 1A H o

44. FRABE BRI EESKR 36 & 43 Fridk 1) 7%, b 78 il v6 77 1R NK 48 M B ASAEAE Pk
NKCIR ) 535 210

45. FRYRBCMEISK 36 22 43 Prak (1) 75, Horr 76 Bk 1697 S99 18] NK 48 i b A7 75 BT ik NKCIR
(1) 235 J MR

46. ARPEAFNER 21 Frid (1) 751, HAp BridHt NKCIR TR sk 7 BELLZ 0. 1mg/kg 2
2 3. Omg/kg )71 =7 i HH

AT FRAEBCRIEER 21 BTk it 7712, Jorb I Bt NKCIR PR sk bk v BELLZY 0. 3mg/kg 2
24 3. Omg/kg A7) & Yo [F it -

A8. WRAEBCRIEE K 21 Frik it 7712, Forb I Bt NKCIR PR Bk v BELLZY 0. Img/kg 2
2 1. Omg/kg FIF) & o [ it -

49. FRABEBCRIZEK 21 Frik it 7712, Horb I Bt NKCIR LA Hiik v BELLZY 1. Omg/kg 2
2 3. Omg/kg A7) & o [F it -

50. FRABBCRIEESK 46 22 49 Jrdk ¥ 7732, Hrh iR 5t NKCIR STk sidi i i B &y % 2 1~ H
— Kt -

51. FRIRACRZEL K 21 Prik i) 7512, Horb iR Pt NKCIR Bk s i i B LLZ) 0. 2mg/kg 1)
1) 22 P 7t A

52. FRIBACREL K 21 Prik i) 751, Horb iR Ht NKCIR Bk sk i i B LLZ) 0. 3mg/kg 1)
1) 22 P 7t A

53. —FH T NITENAMAED, ik A GRS N BH PHEHEZ 0. Img/kg
£ 0. 3mg/kg M7 R HT NKCIR FrARSHTIA T B LK 2525 T 852 (134

54. FRAE BRI LK 22 Pk ity 7%, Serp ikt KIR Pk slbofh i Bet &l AR e /
BRI AR ERE 2 IR, A BRIP4 5 1-TF9 Fh ¥y n] AR 42 Rk Bl n] A8 H 55 2 JIKEAT 2270 80 % J 74
A — Mk

55. FRHEBRIEL R 22 BTk ifs 77 v, P Brid it KIR Prikskbo ik b B & n AR 250 /
SR AR ERE 2 K, HLE IR A S 1-TR9 (] AR AR B sl T AR SR 2 I B 22D 90 % )74
A —.

56. RAEABRINEL K 22 Frid ity 77 7%, o Brid it KIR ik skbu i Bea &l AR 255 1 /
SR AR ERE 2 K, HLEIE R A S 1-TF9 Hr ] AR R B sl n AR SR 2 K B 2D 95 % )74
A —1.

57. FRAEBRIE K 22 BTk ity 77 v, Sorp B id it KIR Prik sk i b Bras & nl AR (255 0 /
s AR EREZ IR, HEERF Y5 1-TF9 B £ /0 98% e 4l [A—HE.

58. MRIEBFNE K 22 Bridmy i vk, LA Briddi KIR Brikskdiih i Bt 1-TF9 iy 7 PE 4
A 588 KIR2DL 8% KIR2DL2/3 AR EI 26 PE sl R AL, AT/ 8055 1-TF9 4 4 R 52 3
KIR2DL1 8% KIR2DL2/3 L AH [ (R £ 1 sl i) 52 2 A7 o

59. MRIEBRNE K 22 Prak () 757, o prid$i KIR Huik v By 1-7F9 h 5 1-TF9 B
AH IR E5 A Rk ) B o

60. —FH F¥AI7 A ST AT O AR M P AR 1 7 7 AL

ff e SR B O AR IV P 50 T A AR FR 2 0 A 75 P /IS BRAN T ARSI 5 A%
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TSR P I A A () 0 R P B /N BN ARSI WU v 7 v M i ) 0 NKCIR 4B 038
T TR A

61. — B THRIT MR 7, A4

B MRS A AR £ R M R (SMM) 2 SR B R B T R I A ER B
i (MGUS) BE B8 A = £ G 1E (MDS) LA

W TR A B SUIMMGUS B MDS, I FH Y47 36 7F & (9] NKCIR 4k & 41697 Frid
Mk

62. — AT B MU E S AR 5 vk, AL

9717 IR AR, DUAEAS Il A R 15 9 A2 B e /N BSOS TR 5 BA &

FVATT I MR 3] NKCIR B4 A P030 T BT i B P2 B /> BRAN R RS 1 B ik A

63. MRIARINELR 62 Prid i) 7572, Hoh Bk 85— a7 AL 2530 7 B i /T 254
HHATIRIT -

64. MRIFARIELR 63 Pridk i) 7y ik, Horh i 55— a7 e i AT 1R 97 o

65. MRIFBCRIEER 60 2 62 Prik (¥ 7775, Fo bR br il Bs 25 Wi ke i e ik A sk
SR TR0 PR 50 PRI R ()50 A 5 B e /N BN R A I, 0/ BT R A A2 15 R SMM.
MGUS 5% MDS.

66. HRHE AR EL K 62 BTk (19 7515, o Bl i o 2 B S /0> sl AN T RS DN 149 92 R/ 5%
SMM., MGUS B MDS 4% % 51l 7 i 40 ML B Bl 40 i e i 2 H o

67. MRIFARIELR 66 Prid () 7512, Horb Jridk s 40 B sl 4 i 5 07 2 B i i X 40 i
AR .

68. FRAEBCRE R 66 Prd (i) 514, JLdk— DA 73 e 800 2 ik = 40 o

69. MRARBOR LK 66 Prid () 751, Herb Bl i i 75 R e /N BOAS W ARSI 205 T/ B SMM
MGUS 5% MDS B, 5 K0 41 5t 15 2% 7

70. ARPEBRNE R 69 Frids (1) 7772, For B A 40 Mo s5t 4% 2 S gk —

O A R

M IR 3 B8 1R 5 4 R 23 B AR

18 TR 43 B R B2 5 — ol i 2 ol 80 1) 5 0 9800 M 9 9 T R 1 A S 1 S PR o
HE (A% TR ik, HL A TR B Aol 0 BT 38 40 Bt A 2% S5 IR A7 AE

71 ARPEBRE R 70 Prid i) 7535, Hoh pridist A #5 id oA FLT3 B NpML 1 5 384 AML 19
AMARLFHE BIAS R P AH R 98742

72, WRAEBCRIEESK 70 Pk 61 7732, Horp R gt te pr i o e sk az B (Tg) F1/ BT 40 iy
ZARFER F IR R E .

73. MRIEBCRIE K 65 Frid 7715, oA B i 2 B2 P S/ sl AN mT R I (9 9 R/ )
SMM. MGUS B MDS A48 PPl Fridk AR b i iy s e B e U M) RIKF.

T4. FRYEBCREL SR 61 ik () 751, o fif e IR A 72 15 8 A SMM Bl MGUS B8 VR4 i
WA ME R R E AR MEE ) K.

75. MRYEARE R 74 Frk i 77, Hod an R ATIA M A 7KF 4 22 20 3g/L, WA &
AR SMM,

76. FRYRACRESK 61 Jrad (1) 755, He i e Bk A 7R 72 15 J8 A SMM B MGUS A4 46 DA
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RS (1)1 2 A0

7T, WRPEBORELK 76 Frk (77 7%, A an R Ak B 220 10 % i #6557 40 g, Wl
T FTIRANR A SIM.

78. — N NKCIR C H AR A4 Mo 1t 52 44 ) B4k & i, Fo T il —
A EY, Frik 25 -G T8 A BUERT O A IR PR 50 A7 K B3 780 1 5
I A4, BT AEA PR I 93 R B /N RO R R DU B e 22 BT ik Ak, BT iR & B 518
I v M PP NKCIR (B 2R A0 4l e 1t 52 44 ) i &4 o

79. WRPEACREL R 78 Bk () FH ik, oAb B id 41 & ) B T RB A T 98000 1 92 9 iy I 1
s

80. MARAAIESK 79 Prk A&, P AEA S, Frid -G T 8H SIWM (AR AL
BEIRT ) « MGUS (2 SO B IS 5w [ U APk 88 1905 ) BROMDS (CErBEXG AE v i &7 51 ) B4

81. MARBAIE K 78 Fr (¥ A i, Jorp Frid G- H 907 BB A BT T OB A %
P50 AT 5 VB T o PRUISS: B M H O 1) 285 ER A% (R A A o

82. MIPHARIE K 81 prid iy Higk, b IR A& W H T 697 A B ar 2B A A
993 ~ VPR EELIR 1 i R R L 2 P s AR

83. MR B R 82 Arik (3%, Hrp Brid L & T30 A SR 28 AL (&
PEEE 05 ) MM 2 R MR8 ) o SMM CARAR AL iE R ) « OML (A2 Pk i s 14 1 ot o s i
PERLAN A (s (CGL) 8K CLL (12 PRk L4l B bE A mas ) i~

84. MARAANEL K 79 22 82 P AT — I ik i 3%, b BT iR G- H T i6 97 2E A ik
A AW 2 BT C AR 6T BT A R P 5 e L 9SS M 50 BT IR R 56— A9 BTIA T RN A

85. MIAHAUFIEL K 84 Prik iy &, b I id &0 M Ti97 Sl AT 58— ¥R I ANk,
FTIR S5 — 3097 1 B AR 23097 00 S B 15 29 SO 7 s TR Bl s R Bl i A A i
FN AT LR AL A AT IR TT

86. M AAEISK 78 22 85 HH AT — I ik (¥ 3%, Herh ik G- H T30 97 B3 05 | .
BUSE A RN A PTG AA  TCRER L e 4t ol EAICAN / B0 AN T RSt iy A4

87. MPHAUHIE K 86 Frid iy Higk, LA frid A& W H FiH97 258 A s Mk T4
10° AN MO / BEBE Th BEE /N T 5% 1/ B8 1 95 IR AE BRI A 14

88. HRHEBHIE K 86 AT (¥ i, Horp Frid el A H 9097 35 81 A MK BRI R F
25% [P M4

89. HRAEBUHIEL R 86 AT (¥ A i, o rp Frid A H T390 97 s &1 3 M KT BRI R F
50 % 1A

90. FRAEBURIE R 86 ATid i &, b Brid 4l & THRI7 (EE B8P A 10% 5 10% LA
FRRABEATT & 2 R EBER M) FIFRAERT A

91. FRAEBCRE R 86 Fra [t A i, Jorp il 4 A H 9077 35 M 8 F KT KT 805
T 3g/dL A4

92. FRAEBURIE K 86 Arid i i&, A Brid 4l & Ti8I7 (EE B8P A 10% 55 10 % LA
R SR A T JC 2R A B A B R R A

93. FRAEBCRE R 86 Frd (f i, Jorp il A H 097 35 M 8 F K K TG
T 3g/dL IF HAFB#EH A 10% 8 10% LL_E 32 40 i i AN

6
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94. FRAEBCRE R 93 Prd (it ik, b IR A A TiRT7 LA KRB B B 4 1
M.
95. MIHERAIE K 86 Frdk (1%, Hob frid & FH TR sy fEE b A /D T 10 % 12K
ML E

96. HRHEACHIESK 78 Frik i F ag , Horp Ik # ) NKCIR (4644 FH AR B iG97 51

97. FRAEBANESK 78 Frk (f 3, Jorp i #p i) NKCIR 4k &4 5 2 /b —Fh H Al G 7
FIZHA A -

98. MARBN LK 78 Frik iy A ig, Horp Brak # i NKCIR )46 -5 40 ok HL A7 FH M 23 A
NKCIR 715 [ NK H iR FH 5 A 1 35 5 et it DA Ath 7 2 LB F #E 40 B Fy NK 40 i 35 1 1
[*)T NKCIR Pk slhiik )y B o

99. FRABEBHIE K 98 I &, Hh BTk HiiA sk v BOSER X Rdh Sz 3k i AL 52 4k
(KIR) MyHifkeli )y B

100. FRAEBOHE K 98 Frk it Hidk, Horp prid bk s g b B ik a  AB IR D4
sk B

101, FRABRBURIESK 98 Prik iy Higk, b Bridfe ksl bk i Be o fif TGl 1gG2. TgG3.
IgG4. IgD. IgA. IgE 8k IgM,

102, FRABBRMIESK 98 Prid (A a%, Hmh Brid fiiA sl ik v Bra s 1eG1 51 1g64.

103. FRABRBAELSK 98 Frk (k) H ik, o Frid P sl 4 v BOads Fe 380 Brid Fe A,
G DA EUSNY T I RS UK AR FeR 454 AL L i h i — B B 2 H 1 58

104. FRAEACHE K 99 BT ik iy H 34, Horp Prid Hi 4k 4 454 KIR2DL1 A1 KIR2DL2/3 )9t
KIR HrAABHLIA I B

105. FRAEAUHNEL K 98 ik i) F ag , Forb iR AR s fd v B &R XTI B CD94NKG2 Al
LIR 2 ik NKCIR 3R s A B

106. FRARBURESK 99 Pk (¥ 3%, Horh Bri$i KIR Prikskdiik v Bl S 1-7F9 584,

107. MR R BRI E K 99 Frad i i, b BT iR B KIR Priksibifh v B oy 1-7F9 8
Bt

108. FRAEACHE Sk 99 Frid i FH iz, Hh ik 51 KIR Pk skibifh v B & 5 1-TF9 (1)
VL $F0 VH 3% B AT 22 /0 90 % [R]— 1tk [ VL 38R0 VH 35

109. FRAEBURIESK 99 Pk iy ik, H A Brid$t KIR Hrikslihifh v Brad 1-7TF9 [ VL
RN VH 5,

110. FRIEACHIE K 108 Pk (1) H &, Horp iriddt KIR Hriksli kv B frid VL A
1-7F9 [KIFTiR VL CDR.

111, FRAE BRI E K 108 Bk () H &, Horp Brid it KIR Sk sl f& v Bei pirad Vi A5
1-7TF9 [ ik VH CDR,

112, ARPEBCRE K 98 Frik it 3%, Hodr ik B NKCIR B fR sk fe i BUE A 5097 A
4 1 BT IR P NKCIR HUiR i 255 bl B2 (AL Gt

113, FRHEBCHE K 98 Frak ity ik, Forp Irid Hi NKCIR Frikslkf ik 7 B LS 16 NK 41 g
TR NKCIR FEAC b 5g gl 22 /b2 1 B i #A Y i A

7
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114, FRABEBNE K 98 Frk it ik, Forp Irid Hi NKCIR FriRskfi & 7 B A5 1 NK 41 g
TR NKCIR FEAS b 5g gl el 22 /02 2 i B s H

115. FRHEBOHE K 98 Prak ity Hadk, Forp rid Hi NKCIR FriRskp ik 7 B LA 51 NK 41 g
TR NKCIR JE4 b 5e A fEr s 2 /029 1 A4S H IR I ) =t

116, ARPEACF LK 98 22 115 WP AE— I ik i ad, b DLy 2 Ji— IR I 25 2R £
YO Tkt NKCIR ik s B .

117, WRPEBCRE R 113 22 1156 P T —IUrdR A &, Horb LA R 1A H—IRI04 2500
42 O BTk Bt NKCIR HiARsHiis F B .

118, MRPEACHE R 113 2 1156 P E—IUrdk I &, Hrb DL R 2 A H— R ECE I
[ — IR K125 2R 22 YR FH i B NKCIR BT AR HiMR i B

119. RAEBOFE R 116 85 117 Prif iy g, 2o Priddi NKCIR P B fa 4k
YRR 2 Ji .

120. MRIEBREIK 116 8% 117 Prid i &, Hrp Brif st NKCIR Huik sl 7k B i) i 42
HZERL 1A

121, MRAEBREIK 113 22 120 FAE— IR i FHag, A e BT ik 167 09 1R) NK 48 i - A
TEAE TR NKCIR (1) 8 2% £ 1A,

122, MRIEBREK 113 2 120 FAE— BT IR i 3, H A e BT ik 1697 1 1R) NK 48 i b A7
TEFT NKCIR ) i 25 J v it

123, FRABE BRI ESK 98 Pk iy H3g , H A Bk $it NKCIR HLAAsdi ik Be A2y 0. 1mg/kg
22 3. 0mg/kg [R5 & [t H o

124, FRABEBRESK 98 Pk iy H3g , A Bk $it NKCIR HLAAsHt iR Be A2y 0. 3mg/kg
22 3. 0mg/kg [R5 & [ H o

125. MRYZBCRELK 98 Frak () Hi% , Horb ik dit NKCIR Hi AR skbi ik v BLLAZY 0. 1mg/kg
22 1. 0mg/kg FRIF & [ H o

126. FRAR BRI EESK 98 Pk ity 38, A Bkt NKCIR HLAABT IR B LLZ) 1. Omg/kg
22 3. 0mg/kg M5 = o [ i H -

127, MRPEBCRESK 123 22 126 PRIl A &, Pl 5T NKCIR Hiiksdi ik i B
A58 2 AN H— Wi H

128. FRAE BRI ELSK 98 Pk ity H ik , Ho A1 Bk Bt NKCIR PRtk BeLLZ 0. 2mg/kg
1) 351) 22 5 [ it

129. FRAE BRI ESK 98 Pk iy gk, H A1 Bk di NKCIR HLiAsdt ik Be L2 0. 3mg/kg
(18351 22 5 [ it

130. fE N P2 0. Img/kg 2244 0. 3mg/kg KI5 & ¥ & [\HT NKCIR HLikslibifh i
BVl 2y b e 2 (N A I 3%, o T2 T AT g Aa &)

131, ARPEBCRIE K 99 FriR i Ha%, Hor rid HLKIR Bk stk v B 5 2 &L 70 5
1-7F9 HA /b 80 % [ 4 [A]— I £ ik

132, ARPEBCRE K 99 PriR i 3%, Hodr rid HLKIR Bk stk v B 5 2 R 7o 5
1-7F9 HA /b 90 % 74 [A]— P 2 ik

133, ARPEBCHE K 99 FriR it 3%, Hodr rid B KIR Pkl th v B 5 2 R 7 5

8
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1-7F9 B F /b 95% P4 [ — PR £ ik

134, FRAE BRI EL SR 99 Pk (1) 38, JLrp BT ik Bt KIR TR BB 7k v BL AL S & R R 791 5
1-7F9 B %2 /b 98 % &4 [ — ML 2 ik

135. AR EL K 99 Frad (1) 38, o rp BBt KIR ik sibiigs i Br 5 1-7F9 5 S M 25
AR 5EHE KIR2DL 8k KIR2DL2/3 _LAHIRI LR PE sif G380, BT / Bk 1-TF9 a4 4 45 22 58 3
KTR2DL1 8% KIR2DL2/3 b AH [ i G M slib G R A7

136. MRABEBCREL K 99 Frdk i ik, Jorp ik b KIR Bufk v By 1-7F9 Hh 5 1-7F9 HAY
FHIF 5 A R ) 7 B

137. A& A, R A Tl & 469, il 41490 A8 160 A sl st i OB
TR 50 TR A AR R 0 A2 75 A /N BN RS (99350 43 » FF L SR B il AR R i FE P
S/ ERAS TSI, DU F ¥ 7 3 Pk B A ) NKCIR A& 03697 BTk A~

138. AL & A, ORI Tl & 469, ik 20690 88 i AR 2 15 A AR A
Z RVEEHEE (S B SR IR e IR B e B T APk L s (MGUS) BRCH XS A2 7 i 455
fE (MDS) RIER4Y, I A0 TR AR B SMMMGUS 8% MDS, I FH Y67 v M £ 140 i) NKCIR ()
AT ik A

139. A& A, Hoj M Tl & A6, rik 069 M T y7 A mpcE M w1
AME, LLEE— YRR T PR A1, DS LS BT AN A K 5 7 B A /N BN WA, JF HLA YR 97
T PR B P H] NKCIR WAk G 0iE YT S5 B /> BROAS T RSl 1) B A4

140. MRPEBANE R 139 Frk i g, Horh ik 58— 1897 8 AL S 16 7 R B e e 1 15 2
WIATIRTT o

141, MRPEBRNE SR 140 Frak iy A, Hom Brid 55— 1697 A S e 1 e T Va7 .

142, MRAE BRI EL SR 137 22 139 Frid i A, L P iR 4 Fr v B 2 o IR 6 08 Bk il
B R IR 0 A PR B0 A 7 R P S /NN P A I, L/ s BT i S 5 AR
SMM., MGUS B% MDS.

143, FRAEBRELSR 139 Frid iy FH g, Forb Frd o o P2 R e/ BN AT RS R 5 R/ B
SMM MGUS B3 MDS /£, 46 %5 51l 755 40 ML B Bl 4 i S i 4 H o

144, MRPEARNEL R 143 P (i FH o, 3 i o S 40 M i s e e o 1 o =
HUA SR %5«

145, MRIARIELR 143 Jrad i, Hoak— DA 3 80 5 Prid 5 4 .

146. MRAE BRI EL K 143 Jrid iy A i, Horh ol i e 72 5 i /D BN PRSI 5 i FH /B
SMM. MGUS B MDS A F5 500 40 fil 1 A 25 = 0 o

147, MRYEARIELR 146 il (109 HTa , e B i A 4 Mo ot 4% 24 0 il — D A4

O A R

MR 73 5 1 e Al B b o B AL R

18 TR 43 15 WO A% R 5 — ol s 22 A 0L [ 5 00 9803 P05 93 ] i e 8 o R % 4 285 AT
(0% T ik, HL A TR B A ) P s 40 38t 2 S TR AF A

148, MRPEACHFNELSK 147 P’ i g, Horh Prig i f& bric 4 FLT3 B NpM1 1 5 345 AML
(I RAF S AN R T AH ORI 5AE

149. WRABBORELK 147 Pri’ il ag, Horp Pris (e bric h S Bk e (Tg) A/ BT 48

9
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52 PRI R b [ 2R R E

150. MRPEACRIEIR 142 Frak iy FH g, 3 rp B iff o 1 B g /)N BOAS TSI FR 2 9 R/ B
SMM. MGUS 5} MDS A48 VAl ik R i s s e e E i M) RI7KF.

151, FRAEACHEL K 138 Frad () A , He A i e Pk A 442 15 A8 SMM B3 MGUS A4 45 PEAL
P AR g e E B R M&EA ) FIKE.

152, MRIEBCRI R 151 Frk G Fig, Horh SR AT IR MR (A 7KSE R 220 3g/L, NI &
PR AR AT SMM.

153, HRHEACRE R 138 BTid (1) A&, oA i e ATk A A2 5 28 SMM B8 MGUS A H5 PF-fih
BT i A A 1B R 40

154, FRAEARIE K 153 Frid iy A &, Horb an SR P AR 2L 2270 10 % B i 2% 40 e, T
e TR AR B SMM.

155. AR 48 BT IR BRI B SRk o AT — Il 1 7 v BROH a&, I BT R H ) NKCIR ( H 4R
A I FIVESZ R ) MG 585 R AR X SR AR X PR 4 A
KIR2DL1. KIR2DL2 F KIR2DL3 1 [ 22 /b— 2 ik s L 45 & 1 B, Airid e ] A4 X6 5 iy
REEEIR T SEQ 1D NO : 15, Firid Sak i) 48 X A4 & FriR 2 8741 SEQ 1D NO 17, i
WSRIU AT SEQ 1D NO J2F82K H W02006/003179 HIF413, BT id 751 AL 7 1% Hi i
R EE SR 2 AT L

156. HRHE BT I AR EL K A AT — AT (1) 75 vE s A 3& , b B ik ) NKCIR (5 48 545
MR ) B8 5SRO R B B v R X bk ek L g & R Bl 4
454 %2 KIR2DL1\ KIR2DL2 Fi KIR2DL3 A [ fq—F B AR B 256 F BL, Pk s n] A2 X A,
TR 2 ZE % 74 SEQ ID NO =15, Jrd S v] 22 XA & Pk 2 B35 1R 7 41) SEQ 1D NO :17, 1
HiZig sk P K TR SEQ 1D NO S2F53k [ W02006,/003179 [RIF412%, Ik ¥4 £ A8 15 1%
I BRI 2 3k 2 1 Lo

157, FRYE AT IR AR SR A AT — AT R 1) 5 vE s %, b BT id i) NKCIR ( 48 /45
SO FDEIE SR ) I G bR s AL S A B B T BUA A & S TR = R 7 1) SEQ
ID NO : 15 st n] AR X, HorhaZad R I I BTid SEQ 1D NO & ¥82k H W02006/003179 [T
FIFe, BTk e 5 8 4085 4 1% HE O BUR) B3k 2 BT R LI R

158. MR HE AT IBAUR SR A AT — TAT R (1) 5 vA s A 3%, AP BTk ] NKCIR ( 48 /45
MDA ) Rt &Y A DU BRI g A R B

(a) XA T SEQ ID NO :17 f%kIE 31 %2 35 HIEBE CDR1 Z FEE 741

(b) XFRF SEQ D NO :17 [{¥kIE 50 £ 65 [FIEHE CDR2 2 LM IT41) s LA

(c) AT SEQ ID NO :17 fF%HE 99 £ 112 f 4% CDR3 Z LM 41, H i iZil sk b
[P SEQ ID NO 25K H W02006,/003179 FIJFH)3K, Frid v 1) 2 A 5 75 1% F s AR ZE
KZ AT LI,

159. MR 3 B IR AR EL K A AT — AT (1) 75 vE s 3%, AR BT ] NKCIR (48 545
AN HIEZ R ) ML E W S ERE AR X PRSI &5 & F B Ik SRS T AR X Ay
PR FE R P4 SEQ 1D NO 17, izl SR ik SEQ 1D NO 252K H W02006/003179
(1175 513 BT il 3 91 2 40, 5 2% FR i FRUR LR 2 R/ LT

160. A3 57 AR EL K A AT — T AT (1) 7 vk s I& , A B P NKCIR (4R A%

10
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AR FNHIVEZ AR ) BIA Y AR KIR2DLL HIfF A 2 (K) A2 0. 45nM PR 45
G R B

161, HRHE AT IBRAURI EL K A AT — I AT (1) 77 vE s R 34, AR B ki NKCIR ( F 4R 4%
I EITE 2 AR ) B A % KIR2DLS 1 Kd AN L2 0. 025nM FPTAR s H 45 4 A B

162, AR AT IRACF EL R A AT — AT (19 7 vE s I&, b Brid $ NKCIR ( F 4R 4%
IR A2 AR ) B4 G S5 A B SR B DU & LRI FE A KIR2DL1 R AL (PR Ek
g4 FBE (138, R41, M44, F45, N46. D47, T48. 149, R50. 152, F64. D72, Y80, P87 il Y88,

163. R A IR AUF SR A AT — T AT IR (1) 5 vk s i, A B ] NKCIR ( H 4R /45
AR INHIPEZ AR ) B4k &4 BELWT HLA-Cw4 431454 4 KIR2DL1 (SEQ 1D NO :23) HJ4if4h
1 53 B 5k HE MA4 F45 F1 D72 [PLABEL 46 v By, HoAiziE K h i Jiridk SEQ 1D NO A& %R
K H W02006,/003179 [IF413%, P e 41 3 A5 76 12 Hl BRI B SR 22 BT LT

164, FRAEBAE R 155 & 163 HAT—I iR 1) 5 vEBH &, A Brid P ik ok 5 5g bt
e B

165. FRIEBCRE R 155 & 164 HHAT—IUi b 19 75 VLB 1%, Fodh Brid g ik o A B TR
1B s B BUAR B B

166. #2358 Al I AR EL K A AT — AT IR (1) 75 VA s 3%, A Bk $ il NKCIR (5 4R 545
MM HITEZ AR ) FIAY PRSI S S B il Bkl 1961, 1862, 1gG3 B 1G4 $i
s

167. HRHE BT AR EL K A AT — I AT (1) 5 vE s A 3%, AR B ik k) NKCIR ( F 48 4%
AN HIEZ AR ) AV APUARSILE S B ik Pkl 1864 Hifk.

168. AR A AR EL R A AT — I AT (1) 5 vE s I& , Horp B $ i NKCIR ( F 4R 545
AN INHIVEZ R ) KAV APURSILE S B ik Piid a8 5 rik 2 25 8.7 41) SEQ 1D
NO :15 HA #7090 % [ 41 [Rl— PR R el A2 X, H AP aZag sk h i ik SEQ 1D NO 2 Fig2k
H W02006/003179 {7513 , BTk 741 A & 4512 Wk IBCR) B K 2 A i LT o

169. 2 35 AT B AR SR A AT — AT R (1) 5 vE s %, b BT id 0] NKCIR ( H 48 R/ 45
MM HIEZ AR ) I AP A PUASIL S & B Prid b6 & 5 TR & 2527 %)) SEQ 1D
NO :15 HAT & /0 95% 74 Al — Pt i e n] AR X, He A izl sk I (9 ik SEQ 1D NO & FE=k
H W02006/003179 /37513 , BTk 751 38 5 4512 H ik IBCR) B2 3k 2 i i LT o

170. AR AT IR AR R AT — AT IR (19 5 vk s A &, A Brid ] NKCIR (48 45
MM INHIEZ AR ) FIE YA PUREILE & 7 B IR PR a3 5 rR &/ R 7 1) SEQ 1D
NO :15 A 2270 98 % [341) [R]— PR (e T AR X, AP iZad SR (G BT id SEQ 1D NO J2F52K
H W02006/003179 {7513 , BTk 7413 3 & 7512 Wk BCR) B2 3k 2 i i LT o

171, FRHE BT IBAUR EL SR A AT — AT 1) 75 vE s 3%, AP BTk $ ] NKCIR (4R 545
AR HIEZ AR ) FIEYAPUASIL S & B ik it & 5 iR & 25887 5)) SEQ 1D
NO :17 HA &/ 90 % [y 4 [Al— M B n] AR X, A izl kR o (9 BTk SEQ 1D NO &2 Fgk
H W02006/003179 /7513 , BTk 75300 5 75 1% Wil PIBCR) 3k 2 i i JL T o

172, AR A IRAUR EL R A AT — T AT IR (1) 5 vh s A 3%, Lrp B ik # i NKCIR (5 48 545
AN EIEZ R ) RGP SILE S B ik it & 5 Irid & 25 /7 %)) SEQ 1D
NO :17 HA 2 /b 95% [ 41 [Rl— PR EERE nT AR X, H AR aZag R iR i BT id SEQ 1D NO J&Fi2K

11
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H W02006/003179 [¥JF513 , Frid 71 2 A0 5 751 HIE AR 22 3k 22 /T L.

173, AR B ASCR) B Kk rb A — I BT ik 1) 07 V25 BOR s, A pr ik # i) NKCIR ¢ H 2R 3345
A MLAPEIESZAE ) KL S A PRSI & 7 B Frid st & 5 rid 2 S5 P 41) SEQ 1D
NO :17 H AT 2/ 98 % ¢ 41| [F] — 1 B s ] A8 X, LA iZad R U (1 ik SEQ 1D NO & FEK
H W02006/003179 /7413, Frik A1) A 5 7512 H R RBCRIEE sk 22 i i J L

174, FRAEACREE K 168 &2 173 HhE— I ik i) 5 vE s &, Horp rik ik sl Be o
IgGI. 1gG2. 1gG3 Bk 18G4 Hiik.

175, MRPRBCRELSRK 168 22 173 FE—IT IR 1) 75 VA B i, Forb iR P03 NKCIR ( H 4R
AAn A EITESZ AR ) G BRI EEG B Bk diiah 1664 Hifk.

176. AR 5 A s A EE Sk AT — I 3 1) 5 v B &, A BTk 3 ) NKCIR (3 4R
ARG AN EITESZ R ) LG S R A X B X P E L F 58S
KTR2DL1. KTR2DL2 1 KIR2DL3 H ) 22 /b — & ik sk Ho 4 & 1 B, Frih s v] A2 [X AL & fr
R FEERL T4 SEQ 1D NO 155, il EHE N A X AL rid 2 L1741 SEQ 1D NO 57,

177, AR FTR AU EL K A A — I BT iR (1) 7 v BOR a , He il $03) NKCIR ( B4R R~ A%
MIMEIEZ R ) PG A SRR AR MEFE X Whi A g G B wd
4h4 % KIR2DL1 | KIR2DL2 A1 KIR2DL3 1 (¥ —F Ptk sk L 455 i B, Irid i n] 22 X A4,
T TR IR T4 SEQ 1D NO 155, il SHEn] 47 (X AL & Prd 2 R B 7 41) SEQ 1D NO :57,

178. AR B BOR) B K v A — BT i 1) 07 VA B g, A P ik $ i) NKCIR ¢ H 4R 345
NIV HITEZ A ) KGR BUARBSEE G R B Prid bt & & A Prik 2 558 )7 41) SEQ
ID NO :55 HRFER AR [X o

179. AR Y8 AR AU EL K ip AR — I i 7 v M i, Herp B # i NKCIR (3 28 340 48 i
FHIMESZ AR ) IS A& TR EE4% CDRI1. CDR2 1 CDR3 Z LG A ik s H 45 &
B%, TR EE 4% CDR1. CDR2 i1 CDR3 2R FE 4405 4F SEQ 1D NO :57 1,

180. R Hia BT s BRI EL K Hp AT — BT ik 1) 7 V2 B ik, I e iR i) NKCTR ¢ [ 4R 3545
Y B 2 A ) IS R B TR B BE CDR1. CDR2 1T CDR3 S JE 1 741 i i A B H: 45
4 B, TR CDR1. CDR2 A1 CDR3 2 L% EA40 47 4E SEQ 1D NO :55 17,

181. AR HT R AR EL K A AT — T BT iR (1) 75 v 3R e, e il F03) NKCIR ( B4R R~ A%
MR HITEZ R ) MAEY AR LU FPiike g4 B -

(a) EHE CDR1 ZHLHE 741 SEQ ID NO :49 ;

(b) HE'E CDR2 2L SEQ 1D NO :50 ;DL K&

(c) EEHE CDR3 ZILMR ¥4 SEQ 1D NO :51.

182. AR B AR B sk b A — I BT ik 1) 07 VA B g, e ik $ i) NKCIR ¢ 4R /45
M RINHITESZ R ) MALEPA RS LUT Kbk i g4 B -

(a) H8E CDR1 Z LW 741) SEQ ID NO :43 ;

(b) #2'5E CDR2 2 L2741 SEQ 1D NO :45 ;LI K&

(c) BHE CDR3 ZFLWE 741 SEQ 1D NO 47,

183. AR 4 B s AU B K v A — I ik (1) 07 VA B Ak, e A P ik # i) NKCIR ¢ H 4R 3345
MNP TESZ AR ) RGP S ERE R AR X PR e L S5 & 7 B iR ERE ] AR XA 2
iR @ FE MR 741 SEQ 1D NO :57,

12
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184. ARPEAFIE SR 179 &2 183 HE— TR 1 77 A ik, SErh BT iR # NKCTR ( H 44
FAG LR MM EITESZ AR ) A& A%t KIR2DLL Fff B9 5 (Kd) A4 0. 45nM [T 1A R,
A5 R B

185. AR ELSK 179 &2 183 I Pk (1) 5 vE B 38, L rh BT ik # i NKCIR ( H 44
T A A 524K ) RALA R R KIR2DLS (1) Kd AR 4 0. 025nM R34 s H 454
Bt

186. HRAEAAIE R 179 & 185 T — I AT iR ¥ 77 vE sl FH g, LR Bk i) NKCIR (
SR RINHIMESZ AR ) LAY NS A 2 S B LN E SRR I 1 KIR2DLL RALY
BUABH 454 B (138 R41. M44, F45, N46, D47, 748,149, R50. 152, F64. D72, Y80 P87 i
Y88,

187. ARPEAFIEL R 179 &2 186 HAT— T (1) 5 VA B &, oA Bk 0] NKCIR ( H 4R
A 4 M EITESZ 7R ) B4 A A0 0 BELIBT HLA-Cwd 43 F- 454 22 KIR2DL1 (SEQ 1D NO :23) ()4
a0 B 43 % I MA4. FA5 1 D72 ik el Higs & 1 B

188. FRAEBANE R 176 & 187 HAT— I id ) 75 1A B &, o Bri® iAok 5 5g Bt

PR BL.
189. MRIFHA LK 176 £ 188 HHAE—IATE K A s i, Forb Brid Hu iAo A sNIE
GRS RN R e

190. FRIFEACRIE SR 179 & 189 HHAL— I IR 1 77 VLB &, Sorh Bk i) NKCIR ( H
SRR A AP PE S AR ) AE YA DU B 56 7 B TR Bk 161, 1gG2. 1gG3 BY
1gG4 Ptk

191, ARPEARIEL SR 179 22 190 HE— TR [ 77 A0 - ik, SErh il ) NKCIR ( H A4
AAn MM EIESZ R ) A S PR s S S B Ik diia ol 1e64 Ptk

192, FRAEACRIE SR 179 &2 191 "PE— T IR I 5 L8O &, 20rh Bk ) NKCIR (
SN AN EIEZ AR ) ML EW A PRSI S G R B Pk bk 5 ik 2 2L 127 )
SEQ ID NO :55 HA %2/ 90 % 41 [F] — Pk i A i m] AR X

193, FRPEACRIEE SR 179 22 192 AT — AT IR 1 75 v5 B FH i, 2L 9 Brd 3] NKCIR ((
SR M EITE 24K ) AW A PRI S A B B IR Si ik s 5 R & 2L 17 )
SEQ ID NO :55 HAT £ /b 95% 41 [A]— M R n] AR X .

194, FRAEACRIE R 179 &2 193 HE— AT IR 16 77 vE B A i, LR B J ) NKCIR (
SR M EITESZ AR ) WA A PRI S A B B iR Sk & 5 Ik &/ 217 )
SEQ ID NO :55 HAT £ /b 98 % [y 4[5 — M R n] AR [X

195, FRAEACRIE SR 179 &2 194 E— I TR 18 77 7L B A &, SL R B ) NKCIR (
SR M EITESZ AR ) WS A PRSI S G B B TR ii ik & 5 ik 2 2 1 75
SEQ ID NO :57 HA %/ 90 % JF4 [F]— M EhE ] A8 X

196. FRAEAFIE R 179 &2 195 T — IR 1 77 VA B i&, Sorb B ik i) NKCIR (
SRR MR SZ AR ) LAY AU S & B, IR iR 5 ik & 2 1R 7 )
SEQ ID NO :57 HA % /b 95% JF4 [F]—PE I R A5 X

197, FRAEACRIE SR 179 2 196 HHE— U IR I 77 LB &, Sorh Bk i) NKCIR ( H
SRR A AR SZ AR ) LS A PUA B S & F B Ik iR & 5 ik s 2 1R 7 7))

13
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SEQ ID NO :57 HA % /b 98% JFA [F]—PE (I B R ] A5 [X

198. MY AR AR EL K A AT — I ATl (1) 77 vE s 34, A BTk i) NKCIR ( F 4R 545
YA MO S A4 ) B4 E ) A8 TR EEBE CDR1. CDR2 1 CDR3 2518 P 41) (I Pt iRk sk L &5
4 Fr B TR E4% CDR1. CDR2 F1 CDR3 Z L8 4140 & 78 SEQ 1D NO :58 11,

199. MRHE AT IR ABCR)EL K A AT — T (1) 77 vE s 38, 2R Bk ] NKCIR ( H 4R 4%
Y MOFNEIPESZAA ) AL R L5 TR #25% CDR1. CDR2 1 CDR3 S L 18 7 41) (Pt A4 sl H: 45
4 B, TR 45 CDR1. CDR2 F1 CDR3 & JEME /11407 76 SEQ ID NO :56 1,

200. MRIEBAIEK 179 2 199 HAT— I FTd (19 77 v 8 A &, Hodr frad # ) NKCIR( H
SR MU EIESZ AR ) AW A PRSI S 4 B B ik i ik 5 ird & 25 1 75
SEQ ID NO :56 HA % /b 90 % JF 4[] —PE 5 m] A5 [X

201. MRIEBRIE K 179 2 200 AT — T 19 77 v &, Horr T #0) NKCIR( H
SR MU HIPESZ AR ) LA A PUARBL S & B, IR i iR & 5 iR & 2 1 7 )
SEQ ID NO :56 HA % /b 95% JF41 [F]—PE 15 ] A5 X

202. MRIEBAIE K 179 22 201 AT — T 19 77 V5B &, Forr T 0 ) NKCIR( H
SRR A AN ESZ AR ) LAY A PUA B S & B, IR iRt & 5 ik & 2 1 7 )
SEQ ID NO :56 HA % /b 98% JF4 [F]—PE R 5E ] A5 [X

203. MRIEBANE K 179 2 202 AT — T 1) 77 VB0 18, Forh T iR $0 ) NKCIR( H
SRR A AN EIPESZ AR ) WL WA PR B S & B B iR Stk s 5 iR /& 1275
SEQ ID NO :58 HAy % /b 90 % JF41 [F]— Pk i A v A5 X .

204. MRIEBANE K 179 2 203 AT — T 1) 77 v B &, Forb T iR $0 ) NKCIR( H
SRR A AN EIPESZ AR ) ML EW A PR B S & B B ik a5 nik 2/ 25127 )
SEQ ID NO :58 HAG % /b 95% 541 [A]— Itk () B i) A2 X .

205. MRPEBCFN LK 179 22 204 AT Ik (1) 752 80OH 38, e prak # i NKCIR ( H
SRR LA EITEZ AR ) K EW A PR EIL S S B B ikt ia 8 5 ik 2 25127 4|
SEQ ID NO :58 HA % /b 98% 541 [F]— 1tk I T4 ] A5 X

206. FR4E ATABOR) B R AP AT — AT IR I 7 v B A R, Ho Bk 30 4) NKCTR ( B4R /A5
MO EIESZ AR ) LAY A I N BUR B2 A v B iR iR s L &5 A Bea S S
AT SEQ 1D NO 155 [ EFET AR X ,

207. AR AT AR B R AT — TRTIA 6 7 v sk A 3, Hrb BT IR ) NKCTR ( B4R 2545
I EIEZ R ) LG I N IURBL 2 G 7 B TR iR s L 8 A B S S A
SR T4) SEQ ID NO :56 [ EFET AT X ,

208. AR ATABCR) B R AT — AT IR 1 5 vE s A &, oA ik 0 NKCIR (5 48 /345
MM FNEIEZ R ) LS N IURB S & R B T biih s L8 A B S S A
eI SEQ ID NO :58 [ FEHE A A5 [X ,

209. FRAEBFIE SR 176 22 208 HAT— I iR 1) 75 V4 B i, L rid iR s i BN
IgGI. 1gG2. 1gG3 Bk 18G4 HLik.

210. FRIEBORE R 176 22 209 HHAT— I BT IR i 77 V2B &, Forh B i NKCIR ( 5 2R
A RINHIEZ AR ) LG I N PURBILE A B, Pk bk sk L85 & BOA 18G4
Lk,
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NK £ B 38 1576 Fr F0H T ia fr Mg I R m i 77 0%

[0001]  AHICHIE A G|
[0002]  ACHHIFEIR 2010 4F 11 H 22 HIEAZ Wil 75105 61/415, 973 IPLAERL %
HIEI AT (BEITA PPIE R ) LS 2O AL,

& BR 4

[0003] A BH¥G R R T NK &0 v Mk DU 9877 080 P R o

[0004] R EHTS &=

[0005]  FARAMG (NK) 40 M A 78 40 B a1tk Sefie 4 M 1 X MORIE 40 A . R
BEGTHRAN . (45020, 52 40 A s BRI 1 i ) ) NK 41 B A 5 R4l B i MR S T — AR I R 43
) EE A A R T S A R o e A M R T 2 AR I I IE MR 5 5 E S P s R
[0006]  NK 4H g 7] H 22 Fb £ %00 40 i 3% 100 s 10 %6 3015 12 40 B 3R 1 b ic E AP 2 TR BT A
5 (46141, 76 A B CD56+ D16+ NKp44. NKp46 I NKp30 s 767N Bl A NK1. 1. Ly49A-W,
CD49b) o ETEHEIRAS T, NK 41 HL REAS AR FEIELE [ A S PR L 22 S e 40 T s 753 B e
J SR B (i, 4 EE b TS (Salmonella typhi)) DL HLAd #0410 G . NK 40 B2 ALl TAR
SERIEAE LR L ILP AR T 2R =B ZAHAME ( “MHCT 8K “MHC-17) 43 F 4L 40
J o NK 41 i 25 50 O BB o 1 (R0 i, 3 2 — PRk B iR e 4 g 5274 (ADCC) 19
B o FEEE X REAH M VR A Hh, NK 4t i DR SORRAE 28 FL 3% 1 AL o PR AR kL i 1) 2
K A, FOZ0 AR T / BaALR 7 (fltan, TNF a L TPNy 28, H B b S 8m g fu i T sk i i,
BT FLA G [ B o NK 4l a4k JT e m] LR IA Fas [CAR (FasL) , fH1S1X Le40 Mo Re 65 175 5
KL Fas FIZNABA T .

[0007] R[5 NK 20 v PR NK &0 Jia V15508 5 B 4 R 30 A28 (1) NK 20 i A5 14 H0 93 S Y.
JIT DA 5 o NK 40 Jm] DA IE 540 H AZE TSR, (HX B4 fu s R0 A0, AN Be R B
T 5% R I RE, 18 W B 7 5 A0 M o NK 48 i 1k FRAIC 5 22 B = At Jeg o . il an, A
G NK 40 3 AR 2 S 80U 5 BRGS0 s » v Wi 9% 57 47 B AE (CFS) kg, DL R 7=
[0008]  NK 4f i 7k F NK 40 B PR 5 52 48 ( “NKCAMR” BRFFR 4 “AMR™) 7, 1IX =z
PRT] BEXT 18 W1 MHC-T 43§ MHC-T [FJYE ) s E40 i bR I8 i A 2E M5y 7 I & Rl id Ak B
S M. NK 41 e A AR O R 2RI 2 RS AL SZ AR E 2 Ak, NK 41 s R &
H 3K 28 A 52 PR R 1l 1 52 A4 T 2 S BB 5 PR YT o BB 1 T SO R B IR S Fh 28 7
[¥) NKCAMR. K 22 % NKCAMR LA J& TP 28 8 A b i — 28 Auekiz g (1) FESZ X%
(1gSF) Bk C BIEHEE ZFESZAR (CTLR) # %k ( 2 WA, Radaev Fl Sun, Annu. Rev. Biomol.
Struct. 200332 :93-114) » #R1fi, CLANFLARE X ) NKCAMR,

[0009] %5 NKCAMR (5 ik A S e Bk 8 AR 248 (KIR)) BIPLIARSERT DA, IF H sy
15 /b — SR CE BT NK 2 ARFTR (Bland KIR Buik ) 53 SR A SURRA 5. B
U1, W02004056392 FIA KT NKp30 HLIAFT / 8Pt NKp46 ik 5 F /5 -2 (1L-2) JREEH.
W02005009465 HEIRGIT HEPUA (N, L4 (Rituxan)) S BHWT NK 40 #1452 A sk
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B NK 40 f s A Sz AR AR &4 (4, Bt KTRmAb, 4140 mAb DF200 Bkt NKp30mAb) 24
CABGSE YT PEDUATR T N2 E B Th R (Ien] 201 US20050037002) » W02008/084106 i
RPTKIR By FIEAILE 25 )7 % . W02005079766 3R A T e sy v b A S Pt KIR Fifk
FIgiik Clan, FrAa S 7Pk ) K44 . W02005003168 F1 W02005003172 ik £ it KIR
Ptk 5 ZR2y5 (B TL-2 1 1L-21) FI414E . W02005037306 FRAUMHEIA TL-21.TL-21 %7
R TL-21 K 550 KIR HLARA S

[0010]  HLAR NK 4H oA Rk SRk A 78 FL o8 A6 HU 0 1 Hh 45 s e s IR Bk B A 3 9 P i
Jeq [N 5 T 252 )32 %0 B LA ST B AR 50 N DR E B B Y NK 48 s
PR IG5 NK 40 Ha (4 e sk o A NK 40 B 1A S AT 1697 38 A 8 1 O — e A8y ml v
TEHEYK S NK 40 J R JEAR A0 ML I RE Ty TT RES 18 21 NK 40 i b0 03 I A 1E FHAE 38 0050 (4
wr, P g ) B LN S RIS, S IE YT A T JC R A I R . 9, X T RE TR
R 2 KB R O FEA NK 40 i b DL R DhBeaEvs . 70 A I MM i A3 b, NK
A0 B gD 3 HLONK 20 T s B s v

[o011] PRIk, FEACAIIE o 75 B FH NK 40 M ] 75 o ) AR 3R s 1 2 AR 1 7 750 9T NK
IS EAL S (B, BT HNKCIR Fifk L/ B ) wJEHGSE T8 97 3E .

A ARHEE

[0012] A% WAL T 9897 B s i O B AT IR0 P 5005 B0 1 5995 Wi K (KA AR 1)
TV e G TT AR R ZAS PR A T 0 TR B P NK A0 A2 R (NKCIR) L&
Yo AT HLALE AN PRI FE P S5/ BN T RS I S A FH AL B4 57 46, AR R B s 40
il NKCIR (B AR A0 40 M0 i o 22 8 ) b & &, S Tl & —F 25459,
ZAMAE W T i697 B BT C B IR P9 ik B R T s A A, A
TAEANA ) 5905 2 P B /> BOAS AT ARSI IR e P 22 A1, Pl 45 0 B0, 25 v 9 3 1 2 1 4 ol
NKCIR ( H 2R %A% 4 Mol e 5248 ) it 54

[0013]  fEAK B —ANSLil )5 S, AR B MygoB M i Ik o 78 BARSEiE 7 =, A
B SIM (ABAAZY B #E8 (smoldering myeloma))  MGUS ( & SCA W #R s e A AP R E 1
i) BUMDS CEBER A SR sE A E ) .

[0014]  TEA R B 5 — AN St 77 S, AR AR B AT OB A MBCE M pm B R A 5 1
VM 5 e A e A 8 DA DR S BRI 5848 o FE BARSIHE 7 b, MR BT AR
M9 < IR B985  Er B 7 vk L M g o AE— IMLIE R S 7, MR R BE T R
AL ( 2B B A ) MM (2 R TEEBEE )  SMM AR BB 5698 ) « CML (18 k- g 1k (9l
Jp3 ) B CLL (P PR vbk B i Ak (1 1M ) o

[0015]  FE— NS 7 S, AARTE A AL A4 2 BT FH A XS 08 S 32 s B T, v S M 9
o AT IR B — IR IT T IRTT o« 5 — R nT LA B AL 22387 30 S8 YR 5T 500 U TV
FAR BTSN E A ], BT R A G TR . U, MAXTHE —RTT
AT AT AR5 ROV ERSE A RN o ANMART] RS — 1897 A B 92 i S5im A nl RS, JesE R
A/ B 4 e H A

[0016]  7E— NS 77 28 7, MLVB0E MR 5w O 1 0, BV S0Pk 6 B s (AML) o PRIk,
AR M AE S — 187 AT VR IT S5 A T e i, JORER, s AN T AT IR/ 55 o 40 i 2
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EAK. € RS A, A4S A e (% 29 10° N4 e fn /sl i BE4H e
(blast) /NT 5% 1/ BJG E ML I AAE BOER o

[0017] RS Ty S, MBI o B, B 2 R PEirBEss O o Pkl >4
(R AE 38— Y6 T AT 1697 J A 8 43 IR N B850 4 IR N PTG At oo IR < 53 AN ml A I
A/ B A e B A AR RS 7 S, MA IS A MKERRICR T 25% . ik
Hi, AR LS 5 A M KRR T 50%

[0018]  {E— Sl S, My A ARFA Y 2 ke M BEsR (SMM) o AR IEHE, AT
BEHLAE FH 28— 3897 BT IR IT Ja A 88 2 SN BR 58 4% SR A BT 9% i~ TCAER S 508 AN ] ASE 0 A
/ B R A Mg EAK . AEAR BB B AR, MR EBETT A 10% 8K 10 % LA ERSR 4, (2
AFE 2 R EHERE O FbsiE. fEARKBE S — 7w, MERmiE M & H = 3g/dL. 1E
AR — 7, MM EEE T 10% 88 10% LA IR 400, T oA R 2B 445 (CRAB) 7k
%o AES— S =, MARIIIE M R [ = 3g/dL, 3 HiZAE e bt a 10% 8 10%
DLk am i, ATk gt — 0 E AR S B %

[0019]  7E— NSt 77 58, M0 V607 PR 35 s oAy 2 SO BH I T o AR 58 e I TR b Bk 2 1
(MGUS) o FEAXSEHE /7 ZErh, M BE TP LA /T 10 % B 4

[0020] Ak BHILA AR 775, HLALHS -

[0021]  (a) e A B A VG 508 (1A R PR3 A2 75 A2 e /N BRCAS A 5 DA
P4

[0022]  (b) WIS AL I FE & B /N BN R ARSI, DU A 9697 3 ok = A 0 il NKCTR FI4k
EYRTTEA R

[0023] b4, AR BHAUHE ik, HLALHE

[0024]  (a) AR BRI 2 R M B R (SMM) « 2 SCAR BH I iR B0 v s T
FRERER B (MGUS) BUE #E0 AF 5 W 25 G4 (MDS)

[0025]  (b) 40 F-iZAMA A SMM. MGUS 8% MDS, I FH va 7 1% M B 30 ) NKCIR Ak 4iA
%A

[0026] A, AR B AU HE i, SLALHE

[0027]  (a) HIEE—¥AYT (B4n, —Phok 2 P S o7k DT — R ek Z M OLET ) 18
I SR IR0 P 0 T AR AT e b I A 58 — ¥R AL 2R T R B S S SR (g,
Imid) , DMAEA AR50 R B B /NSRS A (84, s BT R il / BT S — 1697
ARMN) ;

[0028]  (b) FHYAYT I 2 IHH] NKCIR R4k & 49697 108 R P S5 /S sl AS T ASE I (g A 1
ik, B (a) IBEIEHE B B O AT LR 05 (KA AAR (R505 J2 15 FLE fe /N ERAS
ARSI

[0020]  54b, AR B ss A G A, FOR A Tl — Rl 64, 4 SR Sk &
A BT R M BT M BN 1 B0 A2 75 R B /N BN WA I (038 43 » I HLAn i
AR (R 97 R 5 B /N AN ARSI 5 D) P 977 3 P B (9] NKCTR 4k & 3697 1Ak
[0030] A% BHIG I ss Ak & B g, HoE FH Tl & — P &9, A6 a8 A4
SRR 2 e M BESRT (SMM) = SR BH ) e R B s o A AP ER a1 (MGUS) B
BE IS A2 i LA AE (MDS) 14y, F HoAn SRz R SR SMML MGUS X MDS, W VG Y7 v M &
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[1)FP I NKCIR (4L &6 97 %A

[0031] A, A B AL FEAL S0 ) A A, 02 FH T 45 — B TR 77 BB B It
RIA BRIH G, LU — IR TT 187 AN, DA AR R R B d /N AN AT RS U, OF HO R VR T
T PR B ) NKCIR PRI S 46T 99 2 B 5 /> BOAN P A I FRT AN 1 o

[0032]  FE—ANSEE 7 S, R AR v s 27 vEE D) ke fff o AR A B 0 AR A I B0 R 58 1) A 1
[R5 9 A2 1 P P e /N BN WA I, FL A 15 A B G At , A B 4 B e A O AT/ BRCEL A R E
A5 (4521, SMM. MGUS AML. CML. MDS MM 4% ) ,

[0033]  FE— NSl 77 S Hh, A e AR A B O AR IR T s AN PR TR 9 2 5 R B e /)
BN TR WU FL S A5 P % i B 8 20 BYOE A IO A i 6 ) S S 40 M A Bl Bl S 2 H
CHan, B R AR A b ) o AT e, ik %0l A N A AR SE IR . AT, 1% 775
AFE 73 e B B e A A

[0034]  TE— NSl 77 Z2rh, e SR B O AR A IR0 T s AN AR TR0 5 9 2 A5 2 B )
AN TR, R A P SR/ BOA 584 RN AL FE RS I 40 M s AL A4 e (B, PREAG %
).

[0035]  7E— NS 77 22, R dp /N 5 LS 43 108 S A A 5 DB AT A BT 43 1 4
W53 BS AL IR 5 — Pl Bl 2 B BE 1) 55 i 9800 PR 52 0 93 MT B Ak 358 i AH D% 1 225 PR HE AL 1R
R, e A iz e i 5 40 BB AL 27 IAE AT s IR g /N R B FRIAFAE o A6 — AN ST
77 &, 8RR IC A FLT3 B NpMIL /5 85 AML ANMRTETE AN B UG AH SR 5848 . 78 5
— ST P, SRR ICON EERER A (Te) 1/ BT 40 M2 (R PR rh i HE

[0036]  7E— NSl 7 S b, f e A B AR A IR0 T 3 1A R TR 5 9 A 5 R R e /)
BUANRRI, R T i/ sy s e e N (AN, 45 MM ) B S PR AS A A
My e fEE A MEA ) IR,

[0037]  FE—ANSHE 7 S0, 1 e MR SE 15 SR SMM B MGUS AL HE DAl AN 4 Hh 10 1375 55 5
HEH MEH) PR AREH P M 8 Bk b 2220 3g/dL, W & i 835 A SWM.
PE— AL T =, i AR TS B SMM B MGUS ALFE VA5 /N A Hh 1B B 40 i 5Tk Hb
P R AR B 2220 10 % i Bl 40 M, WA e i 583 R SMM.

[0038] G bFSCHTIR, BT — R E 2 Ao Rl 2, SR B A R IR, a0, ab TR
Rk FE A o 7E— ANty b, B B S I HARYE % 2 P28 T4 L AN . 1
— AR TT T, BT RIS A RIS, )40, s B AML 3 B FLT3 8 NpM1
ARG A KPR,

[0039]  fE—ANsi &b, 48 A H] NKCIR HIAL A 1E K SN 2570 A8 55— St 5 &,
] NKCIR 59 5 22 /0 — R A vG 7 2405 Tt o

[0040] 7] NKCIR 444 PR3l s NKCTR 1 m] LAY NK 4 B i 40 o =5tk o pLididt,
M) NKCIR B4 4 A BAT HWT B8 AT NKCIR A S 60 NK 308005 A H AT 3G g ok DL Al
7 2 BEL VBT ) ST BRI NK 40 B v PR B8 0 BT NKCTR HUiR sk B iR v B o 7E— NSt &,
PR BB T BON B X R A e e R RS2 48 (KIR) BBk sl v BL. 765 — Sy %
o PUABEUE R BOS S NSNS UA BT Y B 78D — DS T 2, ik akidt
P BAUSS TeGl. 1gG2. TgG3. 1gG4. TgD. TgA. TgE 8 TeM. RILHE, Hriksipiihf B fs
igGl i 19640 AE—ASEHE T S, PrikskPi ik BB 6 Fe 8, i% Fe A & 20—
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BN FINBE R B B R FeR 254 BB SEAL TP Il — Bk 2 H 5845,

[0041] 7B ARSI 7 9, BUAABTIA v B 454 KIR2DLL 1 KIR2DL2/3 [1I$t KIR Hi ik
BeHLA R B Ui, BT KIR Prikekbifh b Bt 1-7TF9 a4+, SALILHE, $i KIR Jrikekbiih
Fr BN 1-TF9 8R3L B e TUAPT KIR Bk By 1-TF9 55 1-TF9 HAT AH R 45 & PR 1)
F B FE—N 71, BUKIR FUARBELA Bt &5 T-TF9 (1) VL BORT VH R 2270 90 % 7]
— PR VL 3R VH I 75 55— 5 1, B KIR FUARBELR 7 BUA & 1-7F9 1) VL B0 VH I, 78
Fy—J7 T, Pt KIR Prakskpi ik 7 B VL AE 1-7TF9 1f) VL CDR. £ 55— J7 1, HT KIR Hrikok
PR B VH A5 1-7F9 |1 VH CDR.

[0042]  FE—ANSEE 7 £ H, BLKIR PLiksibith v BRL G/ 54 5 1-179 R 20
80% JFH[F—M, 5 1-TF9 A 2D 90% /74 [R—M, 5 1-7F9 HAG & /> 95 % [7 41 [/ — Pk,
805 1-7TF9 B2/ 98% F 4Rl — M2 k. 1657 — 887 &7, B KIR Hrikekibiik f
BL5 1-TF9 R S5 R4 A 2 58 # KIR2DL1 8% KIR2DL2/3 b AH R 26 M s G k4, F1 / B
1-TF9 &4 456 2 56 8 KIR2DL1 8% KIR2DL2/3 b AH R 14 1t B4 G 3R A o

[0043] £ 53— NSEHE T S, BUAABHLAR Y BOMERXTIE B CD94. NKG2 (1 41, NKG2A Fi
NKG2E) 1 LIR ( 541 LILRB1 % B5) ] NKCIR (BT B,

[0044] 7R B —ANSET 7 S, Bt NKCIR FTiR/E A G576 97 A 20 & K51 NKCIR Hifk
(K255 BRI AW o 45— 771, NKCIR HifA L5 NK 40 K] NKCIR JE4%5¢
EANEFE R DY) 1 2D 2 R DA —A H I BRI i

[0045]  7E—ANJ7TH, LAG|#S NK 4 e F ¥ NKCTR EEASE MU EF e 22 /b2y 1 i 22 /b 2 2 J]
LA /D2) LAY A I B AR 167 BN e B3« S (B MR T hi kg 2. R4
SEETT G, — el 2 A NKCIR TR Iva 7 35 1t & 4 70t FH P4 5 5 |42 NK 48 i | ) NKCIR
FEARSEAAE S5 /DA 1 L2 2 s 1A A R Bz PTAR R &, b LLAEE 2 i —
RV H— IR B 2 A H— IR I TR — IR 1 45 25 % 2 Ot FH PR oF BLS 8452
FHFBEZ) 2 21 N H .

[0046]  7E— A5, LAG|AS NK 40 2 ¢ NKCIR LA el a /b4 1 i B/ %) 2
JAE b2y 1A BRI B ARvEEd 7 R I R BRI AT A s
o LE— ST A, — a2 B NKCIR Bk yA T 175 T 5 4 7E 7 FHPUIAR 5 512 NK 41 g
) NKCIR FEA e A AR s 22 /0 240 1 Ji 20 2 s 1A A I ARz s i &, b bl
L5 2 i — IR A H — IR R 2 A H— IR B 29505 2 Ui HPUIARIF B S 2245 254389
212 FsZ 1 1MH.

[0047] £ 5 —NSEHt )7 S, HUNKCIR Friksiifh i BLUALL R &56 F i <29 0. 1mg/
kg 224 3. Omg/kg £y 0. 3mg/kg 4 3. Omg/kg. £ 0. Img/kg 22 1. Omg/kg 8L %Y 1. Omg/kg
F27 3. 0mg/kgo PLIEHE, P NKCIR Hriksibifk v B A fr 2 A~ H— i H

[0048]  {E5—J7TH, LR &AM ik T — 3 Tk Ml ik DL —Fh sk 2 LA HE ) ()
W, AEEVRTTR ) M FAGE T iEvRTT E — E

[0049]  7E 57— NS 7 i, $R4 T H T ANITIE A G, S AR AR BBt
NKCIR HUAABRHLAA v Bt B S 2 2% b ] 252 (M) 28 AR BB 31, LA i FH 22 3 08 A Ak (4
oY) 45 3 90ke) A AL R E I 4 0. Img/kg 4 3. Omg/kg £ 0. 3mg/kg £ 4
3. 0mg/kg 2y 0. Img/kg 224 1. Omg/kg B4 1. Omg/kg 4 3. Omg/kg. {EHARS T &,
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HEWLETH 2 WA 2R E G422 0. Ing/kg 22 0. 3mg/ke, I H 8 H A& 0. 2mg/kg
B2 0. 3mg/ke IFI &G [ o

[0050] A BRI o5 A TR 97 S P AR/ BOH T 3G s 77 E2 SR 1) NK 48
G P I 7735 o 2T VR RS R A R A B R RS 0. Img/kg 2244 0. 3mg/ke K]
I B 1K FE PT NKCIR PUARBIT IR v Bt L A 252 Eml 4 2 (W38 0k, Hh 2 2 48 H— ki $i
NKCIR Jiik sk biih 7 Bt F 4, Ak i sa /BN Th P2 0. 1mg/kg 2225 0. 3mg/kg (157
R RIPT NKCIR Priksk Bk i B UL R 242 bl 8252 3 i i A, SR H il H A
STVERI A G . fE— AT =, 228 H— I H$t NKCIR LA s b B
105 — 5K 7 S, & H — RS H — 0 T NKCIR Bk sidifh B 25—k
7 &, RN B R RAEL) 0. Img/kg 224 0. 2mg/kg HIFE FIPT NKCIR LA SHiiA.
[0051]  IXLET7 [ B 78 73 Fk T A SCERAML 1) A S BH Ik 1 BH o, 9 HL AR S BH ¢ At 7 10V RE
TIE UL S A F5oF 18 5 A SCRR AL ) AR i B 1) i BH (2 17 &2 W

[0052] [t K fajids

[0053] & L7t T TR0 7 AML JE 35 [R3697 SR m&, Ho 3 M A — R B 155 977 VR 2%
il J5 7 o

[0054] P& 2(WO2006/003179 [F1F 12) $24L T Hi4K DF200 H5P14Ak Pan2D (NKVSF1) (4885 0]
AR X AR BE CDR R FERR 741 (I L& PEEE X (A) DF200 FIPT KIR #4845 [X (VL) (SEQ 1D
NO :1) 5 Pan-2D [Pt KIR B8R A2 X (VL) (SEQ 1D NO :2) [JLEXf. ZIERRITH) L rEs
TR AR I (R ) SR8 ARG Met (+1) HU%% AL E . (B) CDR-LL 41 I HLXT
ZRATIBRIE (N Cyse ZJGHIFEEE (Trp. 1 A Trp-Tyr-Leu, K& :10-17aa, (C)
CDR-L2 PRI ELN o Z ATHIAREE JH h Tle-Tyr. K& :Taa. JUS fF CDR-L1 KimZ J5
K 16aa. FFAf « H /W& B R FFaf e K4 24aa. (D) CDR-L3 JFAIIKI LT« 2 AT
BEEL :Cyso ZJEHIFREE Phe—Gly-XXX—Gly. K& :7-1laa. JF4f AF CDR-L2 Kin Ja K4
33aa.

[0055]  [&] 3 (W02006/003179 [ 13) $&4L 1 ik DF200 (1) FEHE W] AF X L & 4k CDR. (A)
DF-200VH [X, R S#ET . 73 WA s VH ZEALE 20 (R IE Q) AbFTah. VH X 2501 TkdE
SIHHZ GESEERX (KRH ). B)CDR-Hl. ZATHIFRIE :Cys—XXX-XXX-XXX. 2 J5 1%k
F Trp. WH N Trp—Val 5k Trp—Tle. K& :10-14aa. U : B W8 AR E T U6 0
K 22-26aa. (C)CDR-H2, 2 BTIFRHE :Leu—Glu—Trp-He—GIy, {H W] BEfE7FE HABAE AL, 2 J5
%% 3E Lys 8K Arg/Leu 8% He 8% Val 8% Phe 8% Thr 8k Ala/Thr 8% Ser 8% lie 8 Ala. K&
16-20aa. U5 :7F CDR-H1 K2 f5 K% 15aa. (D) CDR-H3, Z RTFIAERIE :Cys—XXX-XXX (i@
W ON Cys—Ala—Arg) o ZJGIIBRIE Trp—Gly—-XXXvGly. K& :3-25aa. JT4f :fF CDR-H2 K i
ZJa K%y 33,

[0056]  [¥] 4 (W02006/003179 [{1 ] 14) Hiz T APifk 1-TF9 [ VH A1 VL JE A0 AL 1 R F 2
R . (A)HuKIR1-TF9 BT AR BRI . (B) Zwbd HuKIR1-TF9 Jl A n] AR F8 5% (7%
HERF 4. (C)HuKIR1-TF9 Rl A ZZ EAE RN E . (D) 4h5 HuKIR1-7F9 Rl AEAEWAZ IR
J¥5 6

[0057]  [&] 5(W02006/003179 (]Il 15) 7~ th T H sl $Hifk 1-7F9. DF200 (VH J341) :SEQ 1D
NO :19 ;VL J¥%1 :SEQ ID NO :21) LA Pan2D (NKVSF1 ;VH /541 :SEQ ID NO :20 ;VL J¥%1) :SEQ
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ID NO :22) [#) VH F1 VL JFAI I Z 5/ 751 . CDR A T HE

[0058]  [&] 6 (W02006/003179 ¥ P& 20) 7=t T KIR2DL1 b 1-7F9 (45 &R A7, WIKIR2DL1 J¥
S TR 5 1-TF9 AHEE 4. 0A PH S U H W 28 250 LUK BB 5t H R . R AT R
H RN IER S HE R G 2 1-TF9. K 2-6 F T FIF741) ID No X AT W02006,/003179
H TR AS IR AIFR ) SEQ 1D NO, BT i 1 26 A0 35 71 1% FROE BIBCR SRk 2 /i )L

BIALHEA R

[0059] 7% B4R AL T 9897 B B0 AT O B AT I8 M 505 B0 1 5 5 1T K (AN 1)
Tk e FITFAFERZA A 1A 7 I PR R NK 40 f PRS2 Ak (NKCIR) Itk &4 o
PEA R FE P B/ > BN ARSI B %o A A it FH AL &40

[0060]  ASCHTIA B RIS 5k 7~ FH BELIT 25 5 NK 40 Ji % 200 1t 25 1 1 NK 40 BP0 il 52 1A 1)
W& (Ban, B NKCIR Huik ) BEATIRIT IR ORHEE K T 58 AR i 8% M (HAE AL B 409A
7 WA TG AR/ B B /N BN RS ) A B T A7 o

[o061]  Pifk

[0062]  BRAEFAMUEHES bR SCH BAHT &, B IMAESUATEAR KR B RS0 2
BEEREE (Ig) 21 L 4 TR BEBEAE—FHRIATAEY), H AR () BRI AEBAM N R
SR G B D Bl R R A K B, R/ B (b) R S HE NKCIR A 56 (AR R R
o an 87T KIR 8755 119 NK 40 B stk i ee yo BA I Bt s & B 48 1 T 7E AR S22
€ (A TR G 2 W BRI (ELISA)) il pis — SrRE AW . 8, KB
F/0Y) 30 73l DY 45 Sl DL LN R DY 2 /NI R D2 4 NI D2 8 )
B2 12 /NI 2 24 /BT EE 24 /N BL L2 48 /NI R 48 /N BL SR A

[0063]  FrfEBkER e REMAH R E i, WA ERE (Flln, o 85 A B e 8. v B
Aow BE) FIERRE (B, « BERL A BE) . EAH, REERE AR g 0 TH TS INE
BT 23 o TS E ] (TgAs 1D, IgE. TgG F1 IgM) o

[0064] HIEBREAMGEHAL TR Z W H40, Fundamental Immunology (Paul, W.
Y, 5 2 i, Raven Press,N. Y. (1989)) . 1gG 4> T 25t WM Gz 2R & 1, AL & X
ZIREE, — X (L) (R T8 BEM—XTE () 8%, B VU 48E i B AR BERE .
B S EAE T HER AR X (FEAR T 4EE S HOVR B VH) FIE BE1E @ XA .m0k
JE 52 X B =AMk CHL. CH2 M1 CH3 # . 48l s X (EACHHE N
LCVR 8% VL) FHERBENE & XM il R 1E X — M CL M El. VH XA VL XA g —
Ay oy BA SR MR RS (BRI, HAE S M R R RS/ SO T B A A
A ), HABFR A HAMIE X (CDR) , SRR (FR) AR XA « 7ERIR A1
KPR, % VH R VL #H H 3 4> COR AT 4 /> FR F4 sk, H B U566 i 22 Rk w44 DL
HEF :FR1. CDR1. FR2, CDR2, FR3. CDR3. FR4 (il S AR M X 1] 5 , HAE R n] AR Ik A ] kA
FR L1, CDR L1 ZF834 L1, L2, L3, Ff HAE ERESHFR A3 HL L H2 F1 H3 ( Z WL 40 Chothia
Fl Lesk J.Mol.Biol. 196 :901-917 (1987)) . i, # L Kabat %%, Sequences of Proteins
of Immunological Interest,?f 5 fit, Public Health Service, National Institutes of
Health,Bethesda,MD. (1991) iR ity /7 V200 X A 2 R B iR 2 8- T dm 5 (A SChig
“4n Kabat 7 [(IA] AF IR FE S 5 7 A “HE 45 Kabat” (04015 21814 M T B4 ] A8 el Rk m)
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THEIH SRR ) « WHIZG'S R, KIS BRE M 2 FEBR T4 W] & A% N T4 5 v] A8 5
[*) FR B} CDR B4 A\ A AR FR 8% CDR w48 b Ry = B 1R . 49 4, T m] AR Iskom] DA
FE7E CDR H2 [{5% % 52 Ja AN IR (IRYE Kabat [1)5%2E 52a) DL AE HEBE FR k2L 82
JEHEA IR (140, H4E Kabat (5% 3L 82a.82b F1 82¢ 25 ), A DL I ZEHLAA I FE71) (1 7]
PR X I 5 “BRvE” Kabat 45 741 BT SRR 2 45 72 PUIA K BRFE 1Y Kabat 475

[0065] 4 EFTIR, HiL NKCIR Hrikn] 2 (8B E ) FRFrRE S PESE & 42 NKCIR (R ) P ik
“CHEB R, HCRPUA A BRI R IEAE T /618 R 8 B A A SO AL BTk 1 5 4 KAk
FERI B IRRFAE A AT —F 8L & (B, 2 Puik v Bk /b Fe 380 HLE AN S sl e 2t
FUAMHCHMATHRE ) o FUARIIPUR S S IhRE T I TR E N AT BORE . Bk BN
S AL HE (1) Fab Y By, HOoAZEAS Bl VLOVHLCL F CH T A2t B 5 (11) F (ab) 2 Al
Flab' )2 B HOpE & B X M M B MM Fab B M A B (1i1) A
b H VH AT CHY S i) Fd B 5 (iv) B4 b A 50 1) VL R0 VHIRA R Fv B 5 (v)
dAb Fr Bt (Ward 2%, (1989)Nature341 :544-546) , HFEA bl VHIRAH Y, s LA K (vi) 208K
HAMJUEX (CDR) o BEAL, BAR Fv 7 BUP/N 0 CRIEVL R VH) &2 & H 2R R s, (HA]
i FH AL 5 k@ o RS A0 L R B — R U R A i e o e A, Hb VL R VH X
STTE AN 4> F (RRVE SRR BT AR B 58 Fy (scFv) 22 W11, Bird 2%, (1988) Science242 :
423-426 ;Fl Huston %%, (1988) Proc. Nat1. Acad. Sci. USA85 :5879-5883) » Kl A 41 A gk
R SCH TR N A5 W SR B RE BT R T TR bR R BERIBUIRRERK / A FIRE
oA 2R SR AEBLAR, U0 U Ih BEPUA (diabody) 18 7F HUIX SR IE TR % . W I REPLIA
N AN RURE S PR, LA VH T VL S8R T — 2 IRRE b BT A g R Tl
AN SRV AR [F]— 8 FBO, AT IEAE PR 5 o) — 2% B 1 B AN XS I % e A~ i
R hr s (WA, Holliger, P. %%, (1993) Proc. Natl. Acad. Sci. USA90 :6444-6448 ;
Poljak,R. J. %%, (1994) Structure? :1121-1123 ;1 Cao %%, (1998) ,Bioconjugate Chem. 9,
635-644) . R 5 KPR FBUG L AR, (HHR BTk s BL R 9 B4 B ks iy
AR MR RAE, Som B S PUARARRI AR 2E R/ s BAL 2R RSO . AR R B 4
PR LR LA FH PR BER BN 73 FAEARSC PR DL — 0 0l . 185 2 3L,
BRARSS AN S R S BAR P &, 75 AT AT A8 BTk i B ml VR A ST iR il A
A EATIE P TR R, I BRI

[o066]  7E—# A X b, ABEPUAEEZ s BEDUAR R swEDUE (mAb) o RIE“ g EHLA”
SEfR S BA Y — AR R N FRESUA R R A EGY. 2 wESUAEFEATE RS %R
P SR ORI R I (LB el ot AR . BT KIR FUAR T AR g Lk,
=7 AT K.

[0067]  Fr/= Ak Frikn] BRATA RN Y, FF Hoz o ml s A S a0 5 JE R At 1k
AT R PP RLEEAR , R E R AR EREARAR (S Wen, £ EEF) 4, 816, 397) (41
M - 40 Mol R AR (WA, 22 EH) 5,916, 771) LU AT 0 40 16 Al 4 38 AR
P19 2, E AR O BH A L 1) 22 R S5k 22 M B A ) %Y 5 D e AT LA aot ) e 28 6 A% s 441
TgGl. TgG2. TgG3. TgG4- TgD. TgA. TgE B TeM HLiRMmAHXT T — A BRI AN Se A HUAAR I R Fh 4
AR SR U TS RG T .

[0068]  NK 2 M3 U 7 52 & (NKCAMR)
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[0069]  NK 4 u.yi% 1 FH NK 40 v P15 52 4 ( “NKCAMR” BR R PR A4 “AMR”) 77, iXFha2
PRT] BEXT 18 W1 MEC-T 43§« MHC-T [FJYR 4 sl 40 g bR I8 i LA AR M 4y 7 10 & R Ak oA
G5 PE. NK 40 BAES PR R DY I8 2I0CA 2 FE A S2 AR RIS SZ Ak . NK 4i B idn s Mt 42
FH 3K 6 A 52 AR R 1 11 52 A4 BT 2 5 BB 5 PRI o 6 7 T SO R SR IR - F 28 1Y
) NKCAMR.,

[0070]  M4k4fasb TR E (440 4b e 10k sl R G b ) B, % W MTCA FITMICB )45 F
Oy PR RIT 2 N ER 40 i 22 i b ELAT S IR MHC-T 43 7~38% B 40 i 28 i “ 3 257 (5L
H sk DA/ SOBESEAL DA AP s R HAE” “Hk4”) o NKCAMR X ¥ 7E NK S#E4H ffu
55 0 S35 92 9 AR SRE A DX 1 3 AR L Ath A A BBURK

[0071] K Z %4 NKCAMR LT J@ TR B A b i — 28 sk g (Ig) M2 A K%
(1gSF) Bk C MEHEEZFESZIR (CTLR) Mk ( 2 W51, Radaev Fil Sun, Annu. Rev. Biomol.
Struct. 200332 :93-114) . 2R, CLAITH AR 2K NKCAMR. 2 Fft NKCAMR ) 45 #4) . 22 %] BH
(AT ) o 4 SEGFH U6 B AR R BH , A S &h G e e SE il R CL e 70 T R 125 28 28 NKCAMR., 2R
M s B AR SCOR A R R TS A8 52 A 2 Ab, ik 401 HiAth NKCAMR ( 22 W45 1, Farag %%, Expert
Opin. Biol. Ther. 3(2) :237-250) , Jf HASC I 1) A e B 40 A1) F0 7 V208 0 A i £
FHH AL NKCAMR,

[0072]  NK 4H 354k 52 /& (NKCAR)

[0073] 1% NK 40 fid 21k (NKCAR) J& T Tg B (1gSF) (MR ZARLEARSCH AT FR
Sy Tg FESZAREE “TLR”) » 354k TLRNK 524k (ATLR) A#E45 41, CD2. CD16+ CD69. DNAX 4 B 43
F —1(DNAM-1) \2B4, NK1. | /e Bk iz 8 (Tg) FEIEASZ 1A (KAR) ILT/LIR ;BL A HAA
A MoFEPE 3244 (NCR) , 491 41 NKp44 . NKp46 H11 NKp30. # T 3HAth NKCAR J& T+ CLTR 5 Jk (151
41, NKRP-1. CD69 ;CD94/NKG2C 11 CD94/NKG2E F — B {4 NKG2D ¥ — B 44, 3 HAE /N B,
o Ly49 g AR RS (1 Ly49A-D)) o oAt NKCAR (51, LFA-1 F1 VLA-4) J& T 34Hk R
18 5% I B LAl E 4 52 An] fe HoAA Hfh T XA S50 . 15 2 NKCAR HAA &5 4 2 MHC-T 4
TN M A, DL R AR 848 FF LB = I NK 2R BT i stE (ITIN) 15 544 S35
J7 B 40 M T . X A7 A 1 5 RSO LS A B T S E S S AT (il ep3 ¢
Fc e RT ¥ « DAP12 F DAP10) 445 7 Hifr 2 R IR 2 (2B4, W W BT Ay 125 dis LR fg —
WAL ), TG 5 5 AR T AR BT 0 2R 2R 577 (1TAM) F BLA%
P& NK 40 A (55 M R 5 741 . 324K 2B4 e A R X & 4 DNFTiE 3L Tk
TARER AR LT (TTSM) 5 ITSM 255 7] LT NKCAR CS1/CRACC 11 NTB-A 1, 2B4 Fl
SLAM FRI41 B B3 & 78 P AN B AN DL B R i 28 B R 1 28 17, FER LT ia AL 2 AR o)
PESZ AT BT AP AE 255 7 35 Hn] S5 4E &5 SH2 B 8 11 5 SHP-2 T SAP (SLAM AHGERH ) »
[0074]  MVIE S M F (AT A MIC-A. MIC-B F1 ULBP LL & /)N L[%) Rae—1 il H-60) ]
FHAE NKCAR ( 441 41 NKG2D 3 — 581K ) MLk, 40 M ik KA &40 9 SR e BT R Fn oAt ml o
NKCAR PC . 4n, NKR-P1 7] LA&h & 2K AL G e R ik JUILET % /s = Bl SR A A
2P 83 440 e Py NK 48 3 £ o o 55 0L 58 32 mT FHAE AR 40 BB PRS2 7 (NCR) (91141 TLR NKCAR
NKp30. NKp44 . NKp46 I NKp80) [HIfc {4

[0075]  NKCAR m] H.#: 4% S f5 5 8T 45 G 4 700 7 B 2 A — i R 4B (1B
A I A R 52 A2 TR P 1R] s A IR AR O T BT AL 32 44 — SZ2 AR I oL T ) o i,
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NKCARNCR i ¥ 6k = TTAM JF HLER I 28 i i J s b iy AT AR SR 45 5 R e+ 01 (4l
NKp30 15 CD3 ¢ #E4H 4 sNKp44 5 DAP12 Fi1 / B KARAP 4 &5 ;NKp46 #4531 CD3 ¢ HEA1 FeRT ¥
W), HiPH S BE 08 S5 B 1 BURR 2RI (PTK) DAL 3% NK 405455 . CD16 Akt NK 41
WA 5 i) ADCC FIT40 i PRl -7~ A6 17 = %2 (1 NKCAR, H: 55 1 CD3 ¢ BERT / 88 v BEE 34 —
BERBEST T B ARG A . NKG2D 1BLF- 55 NCR Al NKCAR £F NK 40 J 3% A A B AR/ 80 R4
F o WEARER X S FEFR ) NK 40 Jf ] BB 75 222 4~ NKCAR BY NCR Ry #3 [R5 A4, BRA HAS 52 A4 1)
YEM . A04E 2B4 F1 NKp8O Fity I Athfish i 3 [H1 73—~ 1AF- 78 °4 NK 4H v Ak (1) 4L 52 1k

[0076] A KIR [E3EALEIAHAY (45201 KIR2DS AT KIR3DS) FHEsl Ly—49 8 (A RS AL [FE R AL (45
U1 Ly—49D A ky—49H) —% NK 4l fu ik, Xeesn 5 HMHEIMER MY (8@ TR 3cd)
AN R 2 AR AE T AE AR X B 0 40 e ook e Z IR 7 (TTIM) , LR R A S5ESH S £
Wk O — R B2 1K) DAP12 — 584K ) 44 s i s X .

[0077]  NKCIR NK 4 a3 i)k 52 14

[0078]  TLR(IgSF)NK 40 il 1452 4% (NKCIR) (1) &£ B AR BN KIR, HoAf HLA-A-B
8¢ —C [FM S B A ek KIR 7] LAIR R & [ e B P (1) 22 B S5 A6 S5 B, 48 2, KTR2DL
P HLA-Cw2. HLA-Cw4 Fl HLA-Cw6 [F]F 5 4, CTLR #8 KGRI HIME 2 AR H5 CD94/NKG2 £
B R P 1 07 FLAS 2 R BREE 254 CD94 5 NKG2 FBR I35 Ml ia- (14 NKG2A) T 1152
4, IF HAr AR /S BT AE B A T 2855 HLA-E F11 Qa—1 5 AR/ BT B Y T 28 MHC
TR Ly49 4y 1o 83F—BAH I &, NKRP LA Nkrp LE F11 Nkrpld A30ifIPE 2 44k, HE ik 5
MHC JERAH R T & R4l M 8 (A5 Ay SR i . B 4 oAbk i i ) B SR3K 1 CTLR 5K
[0079] T 2% MHC 75 NKCIR 4% CTLRLy—49 324k (/Mil ) sTgSF 5244 [ 40 Jid f e Bk i
FFESZ A (LIR) ()« KIR( 84 p58 Fl p70 547 41 M o B BR 85 (I FE 524k, A ) DL CTLR
CD94/NKG2 5Z4& (/NERAFIN ) o BT MHC-T 5 55 NKCTR ARA-F- 1 FH L R 0 MM L], 12 AL il
AR S AE MHC-T 456 DL S S S I s TR RN (491 1, SHP—1 11 SHP—2) S0 ) L 4t o Jo sl
(%) TTIM BERRAL B RR A 1 TTIM, AT AR D6 A 28 F NKCAR ¥4k NK (13 o 2 1 B 24
MR (PTK) .

[0080]  H CTLR ¥ &5 [ JE A0 M CD94/NKG2 S — SR A& 2 H TTIM ) NKG2 43 F (441
U1, NKG2A) Ff H 456 2R MHC-T 43+ (4, AR HLA-E A/ Qa-1) o

[0081] 40 Md o e B AR AR A2 AR B0 46 T Rl o, S A WA s U Tg Bt HAE4 M k-
5 KIR ZikAE K. 2 W45 4n Fanger 24, 1999]. Leukocyte Biol. 66 :231-236, LIR 3% 1k
A R B, FF HALHEG A1, LIR-1 &2 LIR-8 (Hrh 35 thFroh ILT 20k, ffk ILT-1. ILT-2,
ILT-3. ILT—-4. ILT-5 #1 ILT-6) » % Jik LIR-1. LIR-2. LIR-3. LIR-5 1 LIR-8 ¥ A PP ak
P~ LL L TTIM IR 5% Sk,

[0082]  FNHITE Ly—49 52 A0 i 11 B AR S #2939 — B4k CTLR B A, Hei 6 2%
Bl MHC-T 43 HLI8 % 7] NK 4H o3k = 2t (41) 1550 Ly—49A il an 4 & 2 MHC-1
7 H-2Dd [ a 1/ a 2 3K, 1 Ly-49C 454 % H-2Kb. A NK 40 fa L5k = 5 Ly—49 24K 1 [F]
W . SEBR b, ANNK 48R 15 KIR, HoR W/ NK 4 i AR N KIR S5/ Ly—49 %
ik Z g5 i[RI, (A HAEDh e L E R R  PIA SR B 52 AR 455 2 S04 i 1) T 28 HLA,
S AR AN NK AT 140 HEE 1
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[0083]  JfA 4t ffd S e Bk B A2 1 KIR

[0084]  —PPEEEIASAY K NKCIR Jy KIR. — Mk df, KIR M4k, AfF—2 =4
0 o 1 G e R AR RS, G H R T 4 o DL SO A NK 4E iR I8 . 2l KIR 48 78 73 R AE
( Z W11, Carrington Fl Norman, The KIR Gene Cluster, 2003 4E 5 7 28 H, A4 f 3 [H
EZ =M AE BP0 (National Center for Biotechnology Information (NCBI)) W5
1F http://www. ncbi. nlm. nih. gov/books/bookres. fcgi/mono 003/chldl. pdf &b 3k 15 ) .
A KIR £4% KIR2DL A1 KIR3DL o KIR AR A 25 A Ath 44 %, 441 41 CD158e1.CD 158k CD158z
p5H8KIR CD158el (p70) \CD244 %5, (Z MM 11, 3 [H L] 137 20040038894, Radaev %, Annu.
Rev. Biophys. Biomol. Struct. ,32 :93-114 (2003) , Cerweknka 2%, Nat. Rev. Immunol. 1 :
41-49 (2001) ;Farag %%, Expert Opin.Biol. Ther.,3(2) :237-250(2003) ;Biassoni %%,
J. Cell.Mol. Med. ,7(4) :376-387(2003) ; LA & Warren 2%, British J.Haematology, 121 :
793-804(2003) , A BEEIL LS I B A SCFFAARHIES ) o 250 KIR (1555 224814 B
HHE AR A A B A B g WAEE . 2 W, Radaev % (A F ).

[0085]  KIR m[7E&5H4 B UL K Ihfe EiAT 7025, i, K25 KIR B WA 1g 5L (58kDa
KIR2D KIR), fij2Lf KIR HA =4 Ig 3k (70kDa KIR3D KIR) , HAA I W] 43 %IFK A p58 Fl p70
43 Fo KIR 4 o iR X K RN ] oG8, R A K4l s R X (L) 1) KIR f& s
5%, M AA BN ERX (S) [ KIR Al yE4k NK 8 T 40 e o BRI, X KIR [ 4 7]
BT A% H (KIR2D 8% KIR3D) FI4H 5t X K (KIR2DL 8% KIR3DL) 245 (KIR2DS
8¢ KIR3DS) » & T KIR [y H Ay 4415 B4 T DU N AR B B AR St 77 Ao “KIR %7
) — 2 %, 573 Ay NKCAR, B 5 H AR A “KAR” (5140, KIR2DS2 F KIR2DS4) 5 &A1 138 % A 2
—AMEEANE AR (ITAN) g5 (F14a0, DAP12) 454 [ HoAer 5 i ik 2
(Ban, Lys) o $0HIE KIR F40 BT P 38 20 o A — A a2 N SRR I TTIM. $]
PEKIR 54 2 HLA 43 71 a 1/ a 238, $0HIME KIR RSP IF 3Rl 75 2 S #5874 740 A LA
HAWEYE. BRAES AN, 5 5 W “KIR” 25 AR TH /2 78 “KIR ZK&” 1) NKCIR i, I Hi
U1 “KAR” SE IR T2 F “KIR X057 1) NKCAR 7 o

[0086]  KIR W] 44 MHC-T 43 (40, JEde T 2% HLA [FIAp A ), i 5 Xt HiJt Bl fg
T I S A S S T AR 2 NK 408, ATy 1 NK 40 B R SEAH DG 7R 4 e ( B4R
o ITIM B PR AL AN IS U FR B FR B (M9, &7 SH2 380 2 10 o I 20 R W B2 I, 1 4 SHP-1
1 SHP-2) Z54E, 512 PTK (11, Syk. TcR Fl / 8% ZAPT0) KBEMRILA / 5 LAT/PLC E&5Y)
TE AN HILL Bz TTAM ZIC AR DGR ) o FH T a5 0 1 28 MHC 78 3L A e (i fu b 3%
12, BT LK 52 00 7 B YL O 41 i AR 15 ) % NK 0 il R 0E . BT 40 B AG T 28 MHC I8t
B R, DRl X 4T Al T AR 1 5 0 NK 4R AT o B TR 4T I m A6 B 40 77 T X
AT MHC I A . AN XA Ol R AR, 4 Rk i MHC-T 3R R B &G 0% .
JNK FHK KIR ANRe g & 2ax st “Hhk” G40, WIASBE ™ EHIE 5 , I B AT R
[0087]  Hyuk T KIR WAL, AT 45 #ff 22 A4 H) 2k KIR B0SF 5 HLA/MHC B A 7] S 20 AH B4
Mo FEAAF, BB Tg B KIR (KTR2D) 1R 5] HLA-C [FFh 5 & :KTR2DL2 (JEL5EHK A p58. 2)
OB PIAH S FE R 724 KIR2DLS B IR A H 5 | 40 HLA-C [F AP 58S (Cwl.Cw3.Cw7 Fll Cw8) Frdt
EHERAT, 1 KIR2DL1 (p58. 1) IRAIAHR S 2 20 HLA-C [A]F0 55 A (Cw2.Cw4.Cw5 Fll Cw6) ATt
FHIRAT o KIR2DLI AR S MEALSE A 2 4 HLA-C 2547 ZE R I B 80 | Lys MR EEMIAEAE P
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g . KIR2DL2 A KIR2DLS PR AT H A7 B 80 | Asn W& IAELE T ¥k 58 o AH 24 K852 HLA-C
G FERTEAL E 80 B RAT Asn BE Lys B2k . —Fh BAT = A Tg ¥ KIR (KIR3DL1 (p70)) P51
HH HLA-Bwd SEA7 J PR i L2 () 3R A o ) BT = AN Tg R4 7 193 — 2R KIR3DL2 (p140)
PO HLA-A3 F HLA-A11.

[0088]  fF—287 (VHALERAMHITE ) 8> MAC-T- %5 S NK 40 o 32 A8 AN S5 AT 128
MHC 43 FH EAEFH , s Sk 45 6 22 6 (R p mp 20 ( g o 2 DR 8 R A R A2 A g ) 1) 2 1
JR) o S3Ah, BN NK 40 ] PSR AR ek 37 B S R 0 22 PPN R ik e S2 AR/ B4k
SR i, fE N, BRI NK 40 (A EAEEBAF RS 52 KIR T A i ANFl. 18
N ABAFLEA XS BIFE R 1 KIR 2 2457k, H AP RE e KR 3 FAFAE T — 2R P, B IFAEAF1E
THTA AR B KIR FHAD U MHC {3050 52 AT i NK 4 B L [R) 3R, (AT A
Y EAMARY NK 3% 2 T, 0 AR A R BN KIR FRI40 0 PR, %5 — 28281 NK 40 i A R
NK 41 fu 3 AN R 2R e e 1 MHC—T S50 ZE PR R A B A B PRl o SE B b Bl XS Y KIR
SRR 2 REPERR B I VPl 2 B << 0. 24 % I TG AR AT TICHA A AR R 2R R 2 B LA A
AR N7 Ay (29 47% & 59 % FIHILE ) &AM s KIR P (KIR2DS4) 1 6
AN KIR ZEPRBE (KIR3DL3\KIR2DL3\KIR2DLL KIR2DL4KIR3DL1 1 KIR3DL2) . Tl 4[]
“BY AR ANE I H S 2 £ 5 AN KIR FE[A R (£ KIR2DS1. KIR2DS2 ., KIR2DS3
F KIR2DS5) &

[0089] Wi He ()72, KIR Rl FRAE A T 0 44, W AR SCAESR 1 By ek, 1% 38 | 846 B
HUGO & [K iy 44 25 72 2> (Hugo Gene Nomenclature Committee) M5 (http://www. gene.
ucl. ac. uk/nomenclature/genefamily/kir. html) F1 Andre %%, Nature Immunol.2(8) :
661 (2001) FFAFIIE .
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£ I-KIR .8
KIR A4 T 74 | e
KIR2DL1 &/ tmin % 5 k& M L4k, Al cl-42, nkatl,|[[L41267
A, LmbRAKE, 1 47.11, pS8.1,
CD158a
KIR2DL2 |5/ 5/t &8 SR G 4E 2 4k, M)l ol-43, nkat6,||L.76669
A, kmehRER, 2 CD158bl,
p58.2
# X ) oy 2.
KIR2DL3 X mib bk ik, M| cl-6, nkat2,[|[.41268
Ak, kmaRER, 3 nkat2a,
nkat2b, ps58.3,
Lcmssbz
[ KIR2DLA || 545 586 2% sh & & 4 %44, M| 103AS, xX97229 |
AN, kKmBERK, 4 15212,
| CD158d, p70
L AL -
FeAp iR R IR E QA B KIR2ZDLS 1,
KIR2DLSA | sy xmmRE, 5A  |cDisst AT 2748
‘ , KIR2DLS5.2
% 2 32 % ¥ = >
[0090]  ||KIR2DLSB }f_f‘zmi‘zg ;zzﬁf}fﬁ’ KIR2DL53, [AF217486
P8 AHERESRy KIR2ZDLS 4
KIR2DS1 XA %5 K G Ak, B ||EB6Act], X89892
A, miLRRER, 1 EB6ActIL,
CD158h,
11p50.1
KIR2DS2 || & 45 tmfh %05 38 M54k, M |cl-49, nkatS,||L76667
A%, BamBRREE, 2 183Act],
i CD158j, p50.2 B
[KIR &4 s gD |
[KIRZDS3 |45t %95 K& & -2 4k, #nkat7 176670 |
A%, ameR AR, 3
KIR2DS4 | 745wl o s & a4k, @|lcl-39, KKA3,|L76671
AN, HEmiemAE, 4 nkat8,
CD158i, p50.3
KIR2DSS | % 45 tmil %95 K& aH %4k, & | nkat9, 176672
| A3, samp K, 5 CD158g
%F e e
] KIRZ, KIRY,
FeAh fm e FLIR K £ ; ’
KIR2DPI Igm?;‘ig‘ FRAREE D aris, AF204908
PR IR KIR2DL6
[0091]
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KIR3DL1  |[&45%k .55 58 @424k, Zlcl-2, NKBL/[L41269
A%, kmfeRER, 1 cl-11, nkat3,
NKBIB,
AMBI1, KIR,
fleD158el
KIR3DL2  ||# 4 o5k B a4k, =llcl-5,  nkatd,|[L41270
AR, Ko i RE, 2 nkatda,
nkat4b,
JLCDlSSk, p140 )
Tkiret,
A5 M e B R E A S #, Z|KIR3DLY,
AF352324
KIR3DL3 WAy kxmmARE, 3 KIR44, 2
| CD158z
KIR3DS1 || 245 e 2.8 5 & & M2 4k, = |[nkatlo, IlL76661
AN, BEmbERE, 1 CD158¢2
KIR IS e gD |
KIRX, KIR48
o d | AF204919,
Cirappl [P ERRAAE B &k, ZIKIRIDSE, 00
AE, BAE 1 KIR3DS2P,  |I” 0 °
CD158¢
|

[0092]  NKCIR AH% NK £ Jfa 40 i) 1 fy v

[0093] T NKCIR HT 44 3 F1 BRAE Ay 1 488 w] 25 T 3 BEL Wy &3¢ b T NK #0360 F 9 AT B st xod
DAL A 77 2 LB (47 040 J 1) NK 40 3% ek ) e SR 3R AE . B BT, ZE AR B b R SChml
FHGE 4 2 5 /b — P NKCIR 248 K 1R] AR AT NKCIR £S5 NK 40 B ) NK 40 i 25 (K 30 1)
YEFEIHT NKCIR Hifk. 2P0 NKCIR Hrian] DURATE A (B, REH AR ) B
B BRI o AR BRI R REAE 2 5 P AT s P Al LB NKCIR A2 X B 3 H A A
5 HEAH G NKCIR HR i — el B (B AR IE AT ) NKCIR A5 2% [0 i P4 35 14 1 5T NKCIR
Prik.

[0094] A FAHT NKCIR HUAAT] E 7 8k 58 4> H A NKCIR A5 (94T NK 41 B 11 40 o 25 P 9 P01
YER o Rl Fia xS LAt 77 KA AE 305 5 AT (o] ST BEL T o w] e kAT 235 4 7 3233000
B RIE ] o 28— 7 T, R 3IE (6 R R Sz A PR ORI KTR HUAAd NK 55 NK #E 40 B 14
SETR G NK 48 H A S R S PR A A 265 T 18 A 2 AR A [R] R 15 TEABASAEAE T NKCIR
FUARIRIAE 0T H IR S e AR ) B 1 i 222020 20 % ik 22 /02 30% . 2204 40% . &
D 50% D) 60% . F DA T5% 8 75 % LA (B, 4 25% & 100% ) . i@t
55 NK 41 g 55 A< BEL W ICAH ¢ NKCIR 19 NK 41 M2 VA4 (100% ) BLK NK 4i g 5 NK #1410
MR A (LA NK 40 2 I8 NKCIR [ELAR ) (0% ) SR A IER B fil e Mt o 1) 45
F IR 2 FE BT NKCIR i ARk sk HAth By A By, ] 0 52 1% 05 1 A 88 0 5 43 b . st KIR Pifk
M5, 75 NK A0 5 R BELBT FEAH 2¢ KIR /9 NK i fR TR &4 (100% ) LUK NK 41 fil 5
NK #E40 Mo VR 44 (Horp NK 8R40 B S 0 NK 40 i b 300 KIR [ [EY8 T 28 MHC 4+ )
(0% ) FRAT BESRE JECEE PR DI o 1) 25 R AT LB 76— A AR U7 T, A8k B 42 AT
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NKCIR Fi A, Hifs SAEAAFLEIL DT NKCIR FUIAR G UL F AN EE SIS AR A s fii . o,
NKCTR il P ¥ A ) A R 451 4 58 000 2 ) 5 SRR A8 70 5 12048 ) 0 AT FH 3R 3 — v sl
FHI T NKCTR (451401, KIR\NKG2 NKG2A AT LIR (4541, LILRB1.LILRB5) ) ) NK 4 fg e [ sk 4%
e D R AN 28 35 —Ff EH NK 40 Ji2_E (19— NKCIR BTl B B9 R AR (49201, HLA 22 JUk sl 2407 A
HLA-E %% ) OB Y, I P PEHURAZ 70 T 2899 10 40 i 55 MK 1 9 741X NKCIR FBCAR I
SIBELWT P PR AEAE T BT O B 1 40 B T 1 AR D 24 20 %, Bl an 2 /0 2 30 % /D24 40 %
B2 50% EDH 60% BB TO%EL T0% LA E (i, 29 25% % 100% ) o 45, 2430
RBL KIR LR, 7RI AAH RIS F A B T 28 MHC 43+, 1 4 4 iy w] 43 H 41 U1 Research
Diagnostics, Flanders, NJ, USA L& 3R T4 40 Shields 2§, Tissue Antigens. 1998 4F 5
H 551(5) :567-70 H# W6/32 Hi 1 25 MHC Hifk.

[0095]  PFAl NK 4H i 1) 41 B vty Tk (X B RS T30 5 R0 HLAt 77 2 A A s L 18 Tk
M 5 1 2 A 2 BN ) T U AT M AVERRE SN 52 < Nay,”'Cr0, bric #E 4TI (41
U, Cw3 Fil /5K Cwa FHEZN I 2R , S e M 29460 an R L 5000 4l ) ( LU *'Cr 36 i
e H R ), Peik U BRI U 1, 2 JE4EDT NKCIR TR AE SIS DL
DLA G RN 7 SRR L (B, Z0 4 0 1) 25T NK ULy 4 /N it 30, DU & 5
42 °1Cr KT, M S B A0 RO ZE T RS A o 2SI 52 1 S0 1538 49 L Morret ta %5, 1993,
J Exp Med178,597-604 1o LEAHMARIIN &, v °H- M5 br ic B T8 f ¥040 e, HonT N
il %) DNA Hv o 75 NK 20 i 44 40 i s A FH S SE 40 M DNA BRI 251 BLOR B T8,
T A W24 1) DNA T8 Tl s b, BRI mT ) ok 2 1 B P R s B °H- 6 41 it DNA
PR . o8 T ISR B AR SRR e w] WL 1451 1 PCT HRIE 5 W02006,/072625
.

[0096]  7F 55— J7 [, A B4R HEHT NKCIR B f4 , HAFAEAE T HA 5 A8 SR NPERT / 8irh Al
PEHT NKCIR Pt 7R 755+ 45 & 2 [R5 NKCIR [RIRE 5 / B B0 2E DL AN 4 & 2 AH R R PR ok
EX/ Rb. RiECS ... TEAPIERE RO e e BERUR (i, 1-TF9 5% ) IR TRTEAE
FH 41 NKCIR 73 ¥ B AR [ K ¥ NKCIR 43 -1 45 40 Hh bt NKCIR Hiik 5 5 huik sl L Aib
Gy FEEgre B, W BT KIR HUAARTE 455 e ol kel Hhis s> 1-7TF9 454 2 i 1-TF9
S5 KIR 731, Wbt KIR PrRnI# o8 5 1-TF9 “Sa4+”. 5 1-TF9 “Si4+"[1IPt KIR Hrik
Al 5 1-TF9 324454 % KIR2DL1 A 5244 KIR2DL2/3 A 32 14, B KIR2DL1 I KIR2DL2/3 A%
W .

[0097] HARBEIH K (HESSHLEGEART TR TEARSSHEOE 52 M
) BT A AH AL SR A 1 B8 ) R 87 [ PR — S8 O T I 7 2 AN [B] IR A 400 27 R PR AL A
Mo G568 A 2 R e 4 7 IR 3T NKCIR PR 45 & 42 550 NKCIR PR AT 45 & iR 41 22 /b
W EE BT 5 ZRAEEUT AL E E UAEIZPT KIR HUAR AL 1 5 T An5t NKCIR Hrik
S IR . HUNKCIR HUAT] LAFEAS: & 2 AH R BARBER AL R RS K
ZIFH NKCIR Hiih 354 o X354 ST NKCIR FAk B AE 45 & A R 30 R vk St vl 3& T
BELWT 5 Pt R ke DAAH OC I AH BLAE L, BTl HL R ¢ 0 DX 2225 Bt NKCIR P4 ()Pt o e X AH
[

[0098]  7E 55— AR5l 7 T, A B4 i — Rl pi NKCIR Hif4, H 5 $Hi NCKIR ik ()40
1-7F9.DF200 i1 / BENKVSF1 (£ XF KIR) , BRHifk 2199 (£1X) NKG2A, 7] 1§ H Beckman Coulter,
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CA) 55 ) 455 R IEAMF KPR R E X .

[0099]  FEdr RIRTEL & T A5 SRR IAR o — 70 TARAE T R E S T 8161 2 45 A ol
RG] PRI AT 225 PR AR o T, SE 4 BB AESE P 120 1 (AN, BUKIR HUR) 4745 T, fl i
KIRFiAR L 20— Fh KIR 2Z (8] () 45 G b 22 /0 2 169, B4 & b 22 /0 2 2096 (414, 45
Eik b2 25% 88 26% LA B2y 30981 30% LA E LAY 156% £ 35% 5% ) o {ERAEREIE R, fldn
158 T 32 S DU I R A BB A, THUR TP s D0, 529 m] B DA ORIRZR 5248 (#idn,
KTR) &4 2940 % LA _E ARSI 2222 50 %6 ikl 22 /024 55 %6 ikl 222024 60 %6 3Dkl 22 /D
2 75 % I BICSH SRR R I, 91, £ 45 % A2 95 % IF IR AL .

[0100]  PPAli 58 43 H 9 MATH S — B —4r+ (B0, T KIR Pk ) 38 2 4
+ (i, SR KIR Jrik ) s LA = 5 =40+ (B, KIR) PP ARXT ISt 45 4
s — T DL — a YR DA B A DL AT AR OC TAH O 4 AR T4t
[ HLAR A 7 I B RE AT / BURE S P 15 IR o A8, A T ELTSA 58452, 48 FH 29 5-50 u g (43
U, 5 10-50 1 g £ 20-50 1 g £ 5-20 1 g £ 10-20 u g 2% ) BT KIR Hrik. CANHIPLKIR 3T
LA S b —Fh KIR PP R AR T o ST NEE T4t 7 145 & 2 HAERE / O
BEbR . AEF A ST A FE AR (B, £ 20-40°C FIHRLE V2 -8 (¥ pH {H2% ) W] JE 3
FPL KIR PLiE KIR.

[o101] W] 3 ik s H A 22 00 5 SR s P A s P A BL 4 7 2 TR R 564 (slORE R 45 5 )
i) 5 A5 BT IR o B I 5E 1, 4 6 B NKCIR 455 40+ (940, 1-7F9) 5 MK Pt NKCIR Hi 14 VR
A (BRI Bt ) J Hoitn T3 A AH ¢ KIR (44 40 KIR2DL1 A KIR2DL2/3 P35 ) MIFEAR
H, EEIPTIE KIR [BE— > DF200 545, e § ELTISAJSUR S el 2 « Western ENIEZE
T GE T IR AR T TG R (i, A2 44, JTCHAE DT
iM%/ AFEMERMITE LT ) FRT TS ELTSA. 56 5+t n] 28 i 491 fnn i =X 40 B A I
A SPR 23 AT A LAt B AR SR VPAL, HE2RH AR DL T4 4 Harlow %%, Antibodies :ALaboratory
Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.,1988),
Colligan % %% =%, Current Protocols in Immunology, Greene Publishing Assoc.
and Wiley Interscience, N.Y., (1992,1993), Ausubel % %45 2%, Short Protocols in
Molecular Biology (% 5 kit ), John Wiley&Sons (2002), PL % Muller, Meth. Enzymol. 92 :
589-601(1983) H.

[0102] W] 2 F LA AR S DR Pog KR Ar . a0, wladad « 2 1 ” I 5E , 44 i ik
A FERR NKCIR 25 1 P 2R g NG / R FE PR IE A HUR B X o 2R T RAR — M H
PS4 A e BT (HXMS) Rl & — Jrias #, i 32 i B A4 8 B BBk i ot 12047
A/ AR, G5 T RT I n A2, b 2 5 BB s & B BRI L 52 Or 9P T 5 T e v
AL IR R AL . BRI P VAL B A UK AR (peptic proteolysis) PRIESASL
BB 1 53 BN/ B3RS 55 H B B0 B S AH G X Jak . 22 W40, Ehring H, Analytical
Biochemistry, 25 267 (2) # 5 252-259 7 (1999) F1 / 5% Engen, J. R. F1 Smith,D. L. (2001)
Anal. Chem. 73, 256A-265A.

[0103] &3l I ERAL 2R BRI o — A SE B 2 AL YR (NMR) R A 8 A7, e A 3d o e i
PR SPURL A K (Bl ) B4 RHUR K 48 NUR #5405 5 1AL E o 05 FH PNk
FEVEF AL Z AR PU IR, DUTAE NMR 3% b AT DL 260 Y THi IR (45 5 AR ek B PR 46
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JREME T o V8 B & S PR 56 TOAH BAE H 2 25 BRI PR E 5 76 2 -5 V) B3 il AR
TR B PR KSR AL E, I Hib & &Gz B nT LA iR 77 %00 . 2 0L, Ernst
Schering Res Found Workshop. 2004 ; (44) :149-67 ;Huang %%, Journal of Molecular
Biology, 2 281 (1) #5 61-67 7L (1998) ;LA Saito and Patterson, Methods. 1996 4F 6
H 9(3) :516-24,

[0104] b W] A% H a3 vk 2 AT K A2 € A / R k. 2 WL ) 41, Downward, J Mass
Spectrom. 2000 7 4 H ;35(4) :493-503 LA A Kiselar Fl Downard,Anal Chem. 1999 4 5 H
1 H;71(9) :1792-801.,

[0105]  7EZRAT 52 A7 R4 ) B O T R mT A 2 BV AL B AR . W a Rl v Ak, 91 4n
TIEAE 3TCHIpHT-8 T LAZY 1 & 50 1 H 284 FH g 2 1 Wl 0T NKCIR i2EAT B AL VH AL, 4R E AT
Jii (MS) 3 DL T IR S 00 SR 8 PR $og EAH G X 8/ Fe 4o Bl AT i L A gk AT ik
HAMHA KRN S — R E HEoE i i E aRsETHe (N8 s 455
(R TE ) FIFEAS, SR 25 L NKCIR &5-6 - ORP i b0 T 2 1 B R 1 k. oAl ( anfie
HFLEOR . E E A ) WeE AR H TR R T . AL, BRI A AT 2
PEAE R R 1M 2 5 JF H AR DR PR J7 R W] B8 AAH G NKCIR 2 IR ()1 &0 43 i 7e
PUR L8 7T 2 A5 40 T NKCIR DB I PRI T3 e R T X SRR3R, 2 W45
Manca, Ann Ist Super Sanita. 1991 ;27 (1) :15-9,

[0106] & Fft Wi 1 44 J& 7 B2 Rt w] H T 28 5 K 0. 2 WL 44 41 Wang AT Yu, Curr Drug
Targets. 2004 £ 1 H ;5(1) :1-15 ;Burton, Immunotechnology. 1995 4 8 H ;1(2) :
87-94 ;Cortese %%, Immunotechnology. 1995 4£ 8 H ;1(2) :87-94 ; UL f Irving %%, Curr
Opin Chem Biol.2001 4F 6 H ;5(3) :314-24, L[] A7 th W] 38 i oo P Wk B 44 JE 7 A %
oA Sk % 5 (% W Mumey 2%, J. Comput. Biol. 10 :555-567 Fil Mumey, Proceedings of
the Sixth Annual International Conference on Computational Molecular Biology
(RECOMB-02) , %5 233-240 W (ACM Press, New York)) ( 3% T ig ik, i£ 7] £ I Bailey %%,
Protein Science (2003),12 :2453-2475 ;Dromey 2%, ] Immunol. 200444 H 1 H ;172(7)
4084-90 ;Parker %5, MolBiotechnol. 20024 1 H ;20 (1) ;49-62 ;L A Czompoly 2, Biochem
Biophys Res Commun. 2003 48 H 8 H ;307 (4) :791-6) »

[0107]  JEIE AN KIR &5 50+ (Hp—F&fmE e (Flun, Cadt KIR ik ) siCLH
b 77 KA RWFRIL ) TeFrMEL G 2 KIR KIAT RALE ALK T3 — M S A AH PR P X 77
o

[ot08] A W] GEAA W) T 08 Ar R AL T 5B 16 45 i 22 R X BT SR (41 il
Pol jak A NAE 4l 70 44X 80 AR R IV X P EATH / IFAIBF SRR ), DA
INAEEE A DIV % 5 % N

[o100]  FET BN T (BIAnFA) o0 8 DL S = 4R G5 o3 B iion 4 ) i m] H T 255t Jm
PIE . 94, W AT S A Y NKCTR &R 73 ) 45 A4 A6 B il mAb 1] Fab Jr BRI Z5 A4 1
T DL AT 73 R BR A 8 AR AL o 0 B, Wl A AR (073 A E 358 Molecular
Operating Environment MOE) , 2745 H Chemical Computing Group (Montreal, Quebec,
Canada—-www. chemcomp. com) PAZR 45 A4 3R 1E 1) NKCIR AT [R] Y5 4 AR k45 2 NKCIR AL,
IXHEFN H A 52 A7 788 T Epitope Mapping A Practical Approach (Westwood Fl Hay
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Y ) 20010xford University Press (][220l Cason, J Virol Methods. 1994 4F 9 H ;
49(2) :209-19) .

[0110]  HT KIR HUARKIFFIE

01111 HRIFHL KIR FUART] I T D RRFAE, JUHARXT T HAS MR N BAE X 456 —FhLh b
KIR (45 4n—Fb LRG3 E) P KIR) [BIEE A/ 8 &b A NK $0604E 5 (1) 58 24T 7
HKo A A BT KIR Uik sBl KIR HUAR A S0 IT . nBI DT KIR PriA i EA
FEF-Ht KIR2DL1 HLAAFIHT KIR2DL2 HifA, 81 KIR2DL1 H A FHT KIR2DL3 Fi i, 8t KIR2DL1
LR AIHL KIR2DL2 i FIHT KIR2DL3 Hik, B4 G 2 D W R A [R]ANFD M KIR 52 R 55K
Y B REAERIAPI A R APNHIME KIR 207 (1922 /b — 3 (19 NK 4l fg  H F KR A 31
X NK 48 25 1 i i 4 H BT KIR HifA, sibt KIR2D HifAFIHt KIR3D Hiik,

[0112]  HRE AL Rl B KIR (13T KIR HUik A AR B (0 0 A R R IE . 76
— AN E N T T, A A PSR A 45 A 2 NK 40 i 26 L 2 D BRI M KIR 32 AR
KIR Hifho 75— AH 2 SR 7B T 77 1T, A% % WA R 455 N KIR2DL 52 AR 3 [l Hi Js v
SE DX HIPT KIR Fifke 785 — L2 SR 17 1, AR B3k 455 42 KIR2DL1 . KIR2DL2 FiI
KIR2DL3 52431 KIR Hiik.,

[0113]  RIE“KIR2DL2/3” W] A T-4& KIR2DL2 A1 KIR2DL3 524 (A T— & B & . X P Fil
AR BT i [RIE 1, A 1R — 6 R 9 2 o S5 R X, FF ELAE AR ST VB AE 17 2 7 TH ml HL 3t
IRl I, KTR2DL2/3 #F 46 7y T m] AR AN I KIR 40 . B4R 5 KIR2DL2/3 A8 X W)
HUKIR HUARTEA A BHYE [ Y, {H KTR 254 20 AT B 55 KIR2DL2 1 KTR2DL3 [HT KIR HLiAA
PR BA “A8 SOV

[0114] T KIR2DL1 8% KID2DL2/3 1 [#) 2 /b — & A7 4E T 2 /0 29 90 % K N BE R, Jir LA
KIR2DL1-KIR2DL2/3 AT X Je N HT KIR HTAA Al {3k sl 1 5% NK B X6 K 73 HLA-C [R] i 7 22 AH
LML (H3 3 R 5 2 41 HLA-C [A)Fh BRI 5 1 20 HLA-C [RIRh S AL ) v . #E¥a 7 Al / o]
W NS R RS AL B B I 2R ORI R ERAS KIR FLiR 59, AT
BN R AT 18R U I ELod b it FH 22 58 3 DA O st R T R A R Bk i &2 .

[0115] A& X NMEHT KIR HiAAn] A& A 4L et Bl il i 2 Fp 408 i H AR 3RS .
a0, A2 X NPT KIR PUakn] G5 254 B AN KIR 192 KIR FiARFD / skt KIR Prik)r
A, KT DGR 284 2 R As (iIkBA/Rn &) Bl s TaesEahmas T8 7®
771, UL KIR Pk, HAE >k A 22 RNV P KIR HLiRKHL KIR Hiik741.

[o116] W] 3RAFE ™ 4 KIR 455 741 B9 A8 YR N DL KIR FLia h A Bk 1) 5L
3R T 5] 0 Watz1 2%, Tissue Antigens,56, 5 240 7 (2000) . 5 —>SzH) K Hifk
NKVSF1 ( %% % pan2D mAb ;315 CD158a (KIR2DLL) « CD158b (KIR2DL2) 1 p50. 3 (KIR2DS4)
()35 [ 3R A2 ), H B A 78 T W PCT & A1 i W02006/003179 (Innate Pharma ;Novo
Nordisk ;University of Genoa) HJE 15 A AZ X AN CDR 241, 5 KIR % I & Fh pl 7
( 4% KIR2DL1 A1 KTR2DL2/3) S 3 1) 55 5 B4k DF200 A1 A8 XOR N BRI 7 — A4 5K
fi, 7725 DF200 [F14¢A8 58 O LR IR S “DF200” 3 M5 ONOM 1-3224 ( 7E 2004 4F 6 5 10 H
VEM) 47 T CNCM B Frdhas (Collection Nationale de Cultures de Microorganismes,
Institut Pasteur,25, Rue du Docteur Roux, F-75724Paris Cedex15, France), H];=4:
A T HAd AR e B HUA TT HAE BTN A2 SO KIR Hifh . HAhSEE] % W02006,/003179 H fr
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REIPLAR 1-TF9 F 1-4F1,

[0117] A X M5 KIR HTAR AR FL I 45 & P A sl by A DAL KIR BA A & 38 1) 25
I/ BORE J1e 2R adt KIR iR s GTR 455t A 45 & 2 80 st [ vhog %
B IE . TH, DR B A K, I SR AU, 2 5 HUE SCh TAb] X [Ag]/[Ab-Ag], Hir
[Ab-Ag] KBtk - BURE GYIIEE R, [Ab] AAREE &1 PURRI BRI, I H. [Ag]
NAREEGPUREIRIREE . SERU K, 1 1/K, & o T8 T 56 g il P& A
S E A TR S AN S AN D0 18 vk AT DL T8 Wt Har low %%, Antibodies :A Laboratory
Manual, Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.,1988) ;
Colligan % 4%, Current Protocols in Immunology, Greene Publishing Assoc.and
Wiley Interscience, N.Y., (1992,1993) DL Muller, Meth. Enzymol. 92 :589-601 (1983)
H

[o118] Y, AR BERBLAHT KIR Bk 22/ —Fh KIR BG4y 10" 2225 10N (i, £
10" 24y 10°M ) JE[H P ISR )0 AR ST AR TS o 932 I BCIH H E Fa e KIR i LMK T4
10M A B H 2K 255 42 KIR. 3 an, 45— NRe 52 77 11, AR B SR HT KIR Bt i, HoAHXE
F KIR2DL1 F1 KIR2DL2/3 (1)~ 343 fift 55 20 (Ky) 9249 7 X 10°°M B 58 K, 4 B 4] = T 25 5
THPR (SPR) fik (Fltni@ it LA BIAcore™ SPR 733 & AT 087 ) FTillE . 48— A4
S8 17N B T3 T, AR B4R AT KIR B4, X5 T KIR2DL2/3 1 KD 2249 2X 107" (4l 4, 24
0. 1-4X107°W) k5K, F HAFF KIR2DL1 ¥ KD A £ 11X 10" M (4, £ 7-15X 10°M) B
Ko

[o119] W] T ik AS 32 1) A Fir 3 F) AT AR 7 25 R HGAE A G0 b 1) 2 50 4 A0 R SR I Sk A
3o AT FH T I0 5E 2% R0 g B — Fh 77 5 ) SE 451 42 Ak T Munson&Pollard, Anal. Biochem. 107 :
220 (1980) Ffr-RAE Mo ZiG Ay Rn] DUk (B4, ELTSA B8 S il
€ (RIA)) 8% )55 b (Bl BIAcore™ 73 #7 ) SRz o

[0120]  Hi KIR HrAk RIRFAERE S8 by B B T AE T LU R AU B8 3R 7R KIR 454 /N T4
100nM+ /N T2 50nM. 7N T2 10nM. 2 5nM 5E 5/ 2 InM 8 5E /N 2 0. 5nM B /N 2 0. 1nM
BUH/N 27 0. 01nM BB /NEREE 2227 0. 00 1nM BT /)N

[0121]  SE& RIS G EE SPURZ BSAH BAEH KRR (4, 5t KIR ik KIR
ZARAHEAE R BRAT ) o SR R PUA S 2 & Ik BRI SR PUR S5 S 47 5 5 AR A
PR POE R B HES A A AR R . SR G JlFBGR T A ER R (HE5E
X0 BT &5 R 2 A Bt S e i PR T A SR A bR sl 5 5 B T PR R Rt (49
B K 34 BE K RIS KIR HUAAHE T A SR 8 Bon i RIS & ), OF
H b T 8 sk $i e B S meR & ), JCHAEDUR P 7R R AR AL IS D
) M/ B EAE AU RS . SRS I B S R T VPl SRR BB A R 2R A Y
BACKI &

[0122] 75— T5 1, AR B4 5k B Py Ah sy LB KIR 28 3 M HT KIR
ok B, fE—J7 1, AR FR A S AR BB ) KIR 22 S ML KIR Pk, fE—
ANREE T, AR R AL S 22D PR KIR 22 3 W I HAR S5 & 2 B BB ) NK 40 i i bt
KIR Hifke BBt KIR PUiA 452k B s8R B 8R40 X N MRS B P4k NKVSFL P
Ao WA, AR S BRI T 2R KR HARBEAT 2 IR HAth m ] FH B T
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[0123] W] 52 F) KIR A2 X M HLAAR] H T AR A -GAHEGMNITIET o RPUAR)
T 1 AT S S AR A AR B 5 KTR2DL1+2D1.2/3 28 R 5 3DLI+3DL2 A8 X R 5
2DL1 ( 11 2DL2/3) +2DS4 A8 X Je B, LA K 5 2DL1 ( Fi1 2DL2/3) A8 X Je NAH A 5 2DS4 48 X %
S

[0124] Uk, 4, A kB 7 vk B4 A ) R A S 0 4 i W02005003168 H BT IR 25 A
KIR2DL1. KIR2DL2 AT KIR2DL3 Ff H.ys /> s BHWr KIR A5 FE NK 20 A ) 40 At 55 1) 0 ) 4
BT KIR Hiik.

[0125] &M TA KA G T EMA-E Y 7R ST KIR HraRaHE W F i KIR fifk, H
A8 % B FPT KIR H44 DF200 fY VL X ke A b i1z VL 20 (A FEAARLRG I HARFEAH
UK EE A AT FIZER ) 8 VL X, 8045 DF200 [#) VL JE 5 s BEAR L (9 an BAT 2 /0 29 90 %
[F]—MEEk 95% ¢k ) ) VL FE1) / 3. DF200 [ VL 417~ T W02006,/3179 . H2EHi KIR
Uikt ] LLak # 5 SO ALE DF200 [ n] 47 COR I4E5 (781 W02006/3179 #) . It
PRI AL S DF200 (¥ VH Ial s AR 741 (454, &5 DF200VH I8 1A s Rl — Pk
BE A EEE A A T4 ) B DF200 &> ERE R AR CDR (78 W02006/3179 1) .
[0126]  WIASCATHT, RiE “ e alA—ME T 40 B 5« e a A —PE 7 238 AN 4 2 R] 1 [+
— M 23 b, R R R BRA R PR A T, 40 i A A IR 67 B 500 H 17 R85 B %
FIYEPE=AE R BEE / B EEE X 100, Hrb fE 3 e | O\ Fr i (8] B DL G 35 AR Hb by % g A4
JEA o RIAE T SCARERR P S5 A Bk (9 0 SR EU B 40 9 HL S P A4S 7 4 22 TR )
[F—MH L,

[0127]  w[{fH E. Myers F1W. Miller (Comput. Appl. Biosci. ,4 :11-17 (1998) ) W&yE (H
CLJF AN ALTGN F2/7 (2.0 jie) 1), 487 A PAM120 BCEURAESR TR BRAC R 411 43 12 A TR] B4 43 4
S B AR IR T4 2 TR R — M E 43 oo 41, T 48 Needleman Fl Wunsch (J. Mol.
Biol. 48 :444-453(1970)) (4% ( DA GCG A ) GAP 25 ) (7143 & www. geg.
com) , {8 F] Blossum62 R4 sk PAM250 E [ F R BEACEL 164 14.12.10.8.6 8% 4 LK K R
1.2.3.4.5 B 6 2R A2 BE 1R 741 2 (B[R] — PR 43 B

[0128]  FEFELERGILT , Ak B & B 57 4 n] gk — 2 AR “ B e 417 LU R 40 1
AT R, DA 28 54 P51 . mIfE A Altschol %%, (1990) J. Mol. Biol. 215 :403-10 [
XBLAST 2% (2. 0 it ) AT 298 & . w[ L XBLAST 2% (134 = 50, F K= 3) #E4T BLAST
AR DRSS AR HPUARIIR 2R T . ot L B 3843 R B L, w40
Altschul Z&, (1997)Nucleic Acids Res. 25(17) :3389-3402 71 fridAdi A 8]BR BLAST . 244
FH BLAST HI[E]BE BLAST F&J7IF, Rl A% 2 B RS (51401, XBLAST HINBLAST) IERIN 4. &
W, www. ncbi. nlm. nih. gov,

[0120] 7B 57— ARG 7, AR WAL &4 59 80 AR W TP KIR difk, Had
SR T-HTAA 1-TF9 [ VH A1 VL %31 (75T W02006,/3179 1) 8% 55044k 1-7F9 () VH 1 VL 7
) e BEARARL (9, AR B p LA A ) B /DAL 1-TF9 (1) VL R VH CDR % VH 1 VL 541
[0130]  S5AZNX R MNPEFRD / BpAEST KIR Pk a4

[0131]  7E5— A5, &K LB W IRHELE T A5 S ey A h i — & BF A
AL 2 SR TR i H A BT KIR Hiiah i —#F (H4n, 1-7F9) 354+ 1Pt KIR Hiik.
[0132]  S7Rf1tEdT KIR Hifk (440 DF200. 1-7F9 i / BX NKVSF1) 55 4 [RH0 AR m] s O 40
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(R 23 it %50 o 22 b M N o 4 i S B I HL R A8l e sin ( 2 WA, 3% [
L5 5,660, 827, LLLG | 7 XFF ARSI ) o BT 40 ELTSA GBS Szl 52 « Western
ENEyZ: LA B A8 I BIACORE 3 #7177 S0 FH T 2R e e il o

[0133] W[ s V- h I HiAA (440, DF200. NKVSF1 8% 1-7F9) 5 A [A] & it Bk
(BT, BAZ L 2 1.1 ¢ 201 ¢ 108k 1 & 100 (L) — BRI, 2 JE M in T KIR Hi g
FEAR . B3, nIERER T KIR BsURE A 7] faf S0 b 5008 n 3 FLYRA 0 R AIAS [R] 5 9
MWRPifE. HERX &G huk ST sdurk (B, @ik 484 7 B s b AR L Br R 45
AP ) LR ISR S IRPTAR (), 38 Al A PRy S 1 R b R Ry S v — sk
T AR A AR R S AR IO T BT ), B RE S A 2 I BT A 2 7 B AR B PR 5 AN A
KIR2DL HLIR I 454, frn iR B ik S5 B PO AR R AL, (Zbnid ) X HRPUALE
SERTLRPUE (HAZE KIR) (FAE N4 & HAERT IR . XS MR nl @ i 24 i
(R0 FEBL R 5 AH [FE R AR i B0 BT — &g 7 M 3RS, Hoof I 56 4 9F B> &drid
PUARIEE G o R E T, bric PR MR AAEAE T 22 BT A~ Bt
RPN FEAAR [F] R AT, BE S5 2 bR id PO IR BUAR e 4 o i, FEXS R R Buis A T
231 0 1801 C 10 M2y 1 1 100 2 [A) AR LL AR T AR BB 5 KIR2DL1 1 KIR2DL3 $ig
JE A 1 — 2 B 3 1 45 B> 22 /D 2 50 % ol A2 b 2 60 % BE AR IE R AR /D) T0% (45
U1, 29 65% 22 100% ) TR AR RIS 5 0] a4 36 G I B A

[0134]  th ] 3@l an vt A B AR DA 55 4o 2B, AT S0k B 4552 KIR HI4i i
xR PRI E, AR5 5 PO BE E PR C IR PUA — RN E . RS
FE R0 PR — T B )5 P A3 1 45 & o AE R X IR — iR I E T il 4
i3 s & (Wnd % s &l ) 12 80 % RIEL) 50 % 24 40 % 55/ (B2 30% ) ,
WIFRBLA A R BUE TS B0, R & brid A Uik CRETOUR BB = hrid)
TE -5 1 0 IR B AR — S T 40 B T RIS I 25 A A ER SR BT A — R TR E
(R0 BTSRRI 455 TR 29 80 % ARIE 2 50 % 21 40 % B /Iy (1 T2 30% ) , WIFRFLIA S
PO EE7IRE N AU

[0135] AR m[ A R HbAE FH 147 2 56 4 20 B i, L rb T W BRI e A4 I EL LR R0 B it n -+
T [E 24 KIR2DL1 8% KIR2DL2/3 s & 3R 1 Lo i 2 3¢ S pridk b (3R L ik b
BIACORE .t5 /v ( BHAhIE H TR S & TR A I o WEXRBUE 5ERA KIR [
FRHEMEE A Bz poo PR S &4 KIR (2 145 & 50 BT IRRUA A4 NI
SiA AR . FEMRPUAATAE T X B BUK S & KIR2DL1 AT KTR2DL2/3 13K [H 1) 45 &
9D TR TR B 5 0 BT AR A S5 A AH [F] i 3R AL, PRl o 5 0 BB “ 54,
FEfTAERT BT A S KIR2DLL F1 KIR2DL2/3 HJR 8 1145 Gk /b 2 /02y 20 % B E £ . 22 /b4
40% 22 /b2y 50% 22 /D2 70 % B 2 FIINAAPT /R RE ] 40 4 5 X BT R 4 idi k. fLik
Hi, ZIMRFT A S 6 R PTAA 5 22/ KIR2DL1 . KIR2DL2 I KIR2DL3 i Pl —H 45 &
WL 50% (B, 202 60% . B/DA T0%BEL ) N BRF, 1] EE BTAK
SIATTARRIR T 5B, 78 56 400 52 A m] 5 e A BRBT IR 45 A 3R, AR S APt ik 5 3R
[, PLideh, B 2540 KTR2DL1 AT KTR2DL2/3 Fit )i A & mog fl bk s 4 2 5F
KIR2DL1 1 KIR2DL2/3 [ THI, PR A% T 58 — B om0 16 25 & b (e Bk Hi ik 5
TS ) TUEA R REE . I LA SR A T AR S sieqg) , BG4 Saunal 1
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Regenmortel, (1995)J. Immunol. Methods183 :33-41 1, HAFF WA LLSI FH 7 R IFA LT
H

[0136]  7E 55— J5 1, AR B 5 B & W IR AEE TR FEA 5 — AP DL E KIR A2
X N A 490 G, AN KIR2DLL B ARy 7 P B 50 5 [ T 7k 8 7 HE n] BEL WY KTR2DL1
AT HLA-Cw4 [F] A 55 28, DL K 5 Cwd & T (A — 2 i AH B0 HLA-C [R) S5 284 2 T) [ A B A
(Moretta %%, ] Exp Med. 1993 ;178(2) :597-604 ; AN ALLSIH T RIFARCH ) o 7F
T —ANSEB R, £ XS KIR2DL2/3 () 5 5 BE BRI L4 s vl BELIST KTR2DL2/3 5 HLACW3 ( 8K
HRAW ) FF SR 2 0 A HAE A Moretta 25,1993, [F] ). {EikH, HiiATTE A -
GL183 (KIR2DL2/3/S2- #: S 14:, n] 8 H Immunotech, France F1 Beckton Dickinson, USA) ;
EB6 (KIR2DL1/s1- % & 1%, 7] 2 H Immunotech, France f1 Beckton Dickinson, USA) ;
AZ138 (KIR3DL1- 5, AT 75 [ Moretta %%, Univ. Genova, [taly) ;Q66 (KIR3DL2— e 51k,
145 8 Immunotech, France) ;LA DX9.727 (KIR3DL1- 45, n145 B Immunotech, France
F1 Beckton Dickinson, USA) »

[0137]  ZRAf

[0138]  7EHAth 7 i, A& IR BEDTEN X Fh KIR A7 AE HRr E BRI / & A7 I PTKIR
Boiko E— ARG 5, AR BRI PT KIR Bk, HAe ik B DL &R EEMN — 4 s 2
AT BR 2 1 DX 3k P AR R 1 45 KTR2DL - 2 JE R W% & 105.106,107.108.109.110,111,127,
129.130.131.132,133.134.135.152.153.154.,155,156.157.158.159.160.161.162,163
181 F1 1920 FEA K B I — ALt 7 Z 7, A R EPT KIR Hifk, HoAe ik § DA 2 26 1R
BRI — B A T R B DX R S PR 455 42 KIR2DLL A KIR2DL2/3 2 2k ik ik 105,
106,107.108.,109,110,111,127.129.130.131.132,133,134.135.152.153.154.155.156,
157.158.159.160.161.162,163,181 1 192,

[0139] 7R 5 —ANJ7 1, AR B4 LT KIR Hiidk, H 454 % KIR2DLL, {H DU 35 FRAK I
GEASERS (X KIR2DLL AT 75 SE R (K40 20 % BRFE /S (24) 30 % B 5E /N 24 40 % B 5 /)
24 50 % B /N 2 60 % BREE /N 2 T0 % 8RN ) g A R R131 4 Ala [ KIR2DL1 5847
o TE5—AT5H, AR FAERAEDT KIR Frik, H 454 2 KIR2DLL, {H LAAE XS FRAK 1) 45 A o5 A
3 (CR%F KIR2DLL BT Bon S5 F 140 20 % BE /N (2 30 % B /N 24 40 % B /N 2 50 %
BN 2 60 % BB /N ) T0% B /NS ) 255 2P R157 24 Ala (1) KIR2DL1 %484k, 7E
A7, AR B R AEHT KIR BuiA, High 4 2 KIR2DLL, T LA AR IR 45 & oy (g xt
KIR2DL1 T 5 7 S5 B4 20 % BLHE /N 2 30 % B /N 29 40 % BR /N 2 50 % B EE /N &)
60 % B /N 2 T0% B /NG ) 4542 b R158 2 Ala [ KIR2DL1 5874544,

[0140]  7E 5 —ANJ5 I, Ak B HR AL 454 25 KIR2DL1 A% 131,157 A1 158 FIHT KIR Hifk.
[0141]  7E5— D5, 4% IR E 4 42 KIR2DS3 (R131W) {H AN E; 4 45 i A4E 8 KIR2DS3 )
FLKIRFUIR 757 — AN 7 T, A5 % BRI 454 45 KIR2DL1 ATKIR2DL2/3 UL A% KIR2DSA [l 3T KIR
Pilko B —AJ5 M, Ak RS54 2 KIR2DL1 A1 KIR2DL2/3 P& {HANEE A £ KIR2DS4
K19 KIR Piid .

[0142] S ULEHHT KIR HUAAFHILEDT KIR Ui 20 iR A4 36 A (9 FH 34k, At i 7 491 1
Pt KIR HUK P AR PR R 528K . 7RI PE KIR Pifk DF200 AT 1-7F9 FA] 42X F CDRS A&
FERALIR P58 A FF T PCT HIIE 5 W02006/003179 71, i% % HUIE I 2 FF N 2 LA | L 77 =X
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HAARILH,

[0143]  FE—AoRAFl P77 1, A & B3t —Fhdt KIR ufd, Joa 5 DU P8 4 e s e A
FHLLUF AR CDR-L1 %)) :Lys Ala Ser Gln Asn Val Val Thr Tyr Val Ser (SEQ
ID NO:43) o {55 —J7 1, AR A —FRhht KIR Huik, Hoa & LR P A sl A
B LR E 420 5l i CDR-L1 :Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu Tyr(SEQ ID
NO :44) ,

[0144] £ 55— 7RG 7, AR BRI —FRT KIR Pik, Hb sl /ey e He & bl
FER A R LA F i BLR PRSI 2H B CDR-L2 FE %) :Gly Ala Ser Asn Arg Tyr Thr(SEQ ID
NO :45) o 765 —NI7 1, A0 B —FhbT KIR Fik, Hth sl fE R b 8405 th UL R JE A 4%
BREEAC b DUR FEFI 2 i CDR-L2 < /%1 Ser Thr Ser Asn Leu Ala Ser (SEQ ID NO :46) .
[0145]  7E 5 — A oRBIMET7 0, AR BRI —FRhpl KIR Hifk, b sl fE y dEe & LT
FEFVA RSB EEAS LU AR CDR-L3 :Gly Gln Gly Tyr Ser Tyr Phe Tyr Thr (SEQ
ID NO :47) o EF 77, AR PR HE—Fidi KIR Huif, HARSE A G5 LT 74
R ERFEAR | i DL A 4 8 CDR-L3 :His GIn Tyr His Arg Ser Pro Pro Thr(SEQ ID
NO :48) .

[0146] K 55— Dol PERFAE, A< A B4 AE — Pt KIR B4, HoAs 2 f DR P41 41 el
FA EHLUR A28 CDR-HL :Gly Phe Ser Phe Thr Phe Tyr Gly Val His(SEQ ID
NO :49) .

[0147]  7E 55— oRBIMET7 I, AR B —Fh Pl KIR ik, HoAw & i BUT e 41 4 sk 2k
A EHLLF RS CDR-H2 :Val Tle Trp Ser Gly Gly Asn Thr Asp Tyr Asn Ala Ala
Phe Tle Ser(SEQ ID NO :50) .

[0148]  7E 55— ANtk 75 1, A BHAR At —Fh bt KIR Hoid, HoAs & b DT e 41 20 Rl i ik
A FH LI A4 A CDR-H3 :Asn Pro Arg Pro Gly Asn Tyr Pro Tyr Gly Met Asp
Tyr (SEQ ID NO :51),

[0149]  #E—AANFEJT I, AR B4 —Fr Pt KIR Piik, HAE i U P44l sl FE A -
H LU 2740 5] CDR-HI :Gly Tyr Thr Phe Thr Ser Tyr Trp Met His(SEQ ID NO :52).
[0150]  7E % — A5, A R R At — Bl KIR ik, A& i LU Ea A s i A F
LR A4 R CDR-H2 :Thr Tle Tyr Pro Gly Asn Ser Asp Thr Asn Tyr Asn Gln Lys
Phe Lys Gly(SEQ ID NO :53),

[0151] AU B I3 — AN 77 i HARSE It —Fhbi KIR Hifh, HoAE B BUF e o) 4l st A
i BLUR 404188 CDR-H3 :Pro Thr Thr Ala Thr Arg Ser Ser Ala Met Asp Tyr (SEQ
1D NO :54) .

[0152]  3X4& CDR J3> 1) i A MUET BURs 14 Oh B oAt B ) CDR A FR A & 456 22— A
B Z Bl KIR EE2ILIRAIRE ST a1 b, 2R e 41 3 e pk BT g LA BUE A
R KIR RALGE Ao AL, LSS CDR [P AR B /R A I 6 m] Be VT — AL Bl L AR IR AT 2R A A
MR G5 AR IE CRESERN / Bl R ) o BRI, AEAS KR BRI 55 — 5 T, A AR Sh 2P 4
B LIRS AR . ek — 58 TR S,

[0153]  IX L& R 1 CDR J7 41 W 4 e 24 A+ 5 1 SCHT IR 19722 £k CDR J7 41) B SL Al $T KIR
CDR (2K B KIR &5 &Pt KIR Bk ) & . 4 —ADonBIvE iy, A% 4t —FR i KIR
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bk, AR5k 8 LU R 43 80 FTA CDR 741 :SEQ 1D NOS :43.45.47.49.50 F1 51,
[0154] 55— 7B 77 1, Ak B PR — R, FoA 8 28 b il DUR e 81 4 Rt
WERTARX (VL) 741 :Met Glu Ser Gln Thr Leu Val Phe Ile Ser Ile Leu Leu Trp Leu
Tyr Gly Ala Asp Gly Asn Ile Val Met Thr Gln Ser Pro Lys Ser Met Ser Met Ser Val
Gly Glu Arg Val Thr Leu Thr Cys Lys Asn Ser Glu Asn Val Val Thr Tyr Val Ser Trp
Tyr Gln Gln Lys Pro Glu Gln Ser Pro Lys Leu Leu Ile Tyr Gly Ala Ser Asn Arg Tyr
Thr Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr Ile
Ser Ser Val Gln Ala Glu Asp Leu Ala Asp Tyr His Cys Gly Gln Gly Tyr Ser Tyr Pro
Tyr Thr Phe Gly Gly Thr Lys Leu Asp Ile Lys Arg(SEQ ID NO:55) . iZJFAIfI3EARI
WAV PEAE T HAR B KIR 550 BUFR 1 oA ] BEGR 2 S N sl — 2B B TR T ZE A AN
M) St 2R
[0155] 55— 7RIt 7 1, A K AR A — R i ik, LA & EEA Bl DUT RS04 R VL
741 :Met Asp Phe Gln Val Gln Ile Phe Ser Phe Leuleu Ile Ser Ala Ser Val Ile Met
Ser Arg Gly Gln Ile Val Leu Thr Gln Ser Pro Ala Ser Met Ser Ala Ser Leu Gly Glu
Arg Val Thr Met Thr Cys Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu Tyr Trp Tyr
Gln Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp lle Tyr Ser Thr Ser Asn Leu Ala Ser
Gly Val Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser
Ser Met Gln Ala Glu Asp Ala Ala Thr Tyr Tyr Cys His Gln Tyr His Arg Ser Pro Pro
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg(SEQ ID NO :56),
[0156] WL/ 41) I F3& 1 5L, W) SEQ ID NO :55 I SEQ ID NO :56 P 2 ] N 3ty 43
A E E A M R 24AE (4140, SEQ 1D NO :55 LT 23 MNEIERRAE A4 VL 741 (7F
FERAH SR B A8 A 2 ) R s IO ) 2 8 P N o i 20 RO 0 ) IS 5 e ) S T 2R )
PRI, AR AR R BE BT KIR HA, LA & FL A b i SEQ 1D NO :55 Al SEQ ID NO :56 f) N ik
R (0, Forh 3 N A 2 20 MR O LB ) 4L VL FA.
[0157]  {E55—ANJ7 T, Ak A —Fh Pt KIR Pk, sk /e Ak a3 A LH T
FPA) 40 B B BE n] AR X (VH) 741 :Met Ala Val Leu Gly Leu Leu Phe Cys Leu Val Thr
Phe Pro Ser Cys Val Leu Ser Gln Val Gln Leu Glu Gln Ser Gly Pro Gly Leu Val Gln
Pro Ser Gln Ser Leu Ser Ile Thr Cys Thr Val Ser Gly Phe Ser Phe Thr Pro Tyr Gly
Val His Trp Val Arg Gln Ser Pro Gly Lys Gly Leu Glu Trp Leu Gly Val Ile Trp Ser
Gly Gly Asn Thr Asp Tyr Asn Ala Ala Phe Ile Ser Arg Leu Ser Ile Asn Lys Asp Asn
Ser Lys Ser Gln Val Phe Phe Lys Met Asn Ser Leu Gln Val Asn Asp Thr Ala Ile Tyr
Tyr Cys Ala Arg Asn Pro Arg Pro Gly Asn Tyr Pro Tyr Gly Met Asp Tyr Trp Gly Gln
Gly Thr Ser Val Thr Val Ser Ser(SEQ ID NO :57) . /3R 20 MM 3L ML FE T 7824
G 91 2H R s A H G P 1) 2H R R IR sy, T3 15 0 1 BB 5 S 2 1 B BB
B9 o). B, A% BRI —Mrgi KIR fidk, HA&FEA Bl SEQ ID NO :57 /b4y
A 122 20 DAL A BUAH R VH P4
[0158]  {E55—ANJ7 T, Ak B R4 —Fh Pt KIR Pifhk, s fE Wik A S HEAR LHU T
AR R B E n] AR X (VH) 241 :Met Glu Cys Asn Trp Ile Leu Pro Phe Ile Leu Ser
Val Thr Ser Gly Val Tyr Ser Glu Val Gln Leu Gln Gln Ser Gly Thr Val Leu Ala Arg
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Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr Trp
Met His Trp Met Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile Gly Thr Ile Tyr Pro
Gly Asn Ser Asp Thr Asn Tyr Asn Gln Lys Phe Lys Gly Lys Ala Lys Leu Thr Ala Val
Thr Ser Thr Asn Thr Ala Tyr Met Glu Leu Ser Ser Leu Thr Asn Glu Asp Ser Ala Val
Tyr Tyr Cys Ser Arg Pro Thr Thr Ala Thr Arg Ser Ser Ala Met Asp Tyr Trp Gly Gln
Gly Thr Ser Val Thr Val Ser Ser(SEQ ID NO :58) . MJFHIKIHT 20 A2 LRV L AT 7824
HH M7 91 A R B E AS b E I 5 AR R TR AT 0 2 4 O R A I A ) B TR 1)
Byl B, AR HMEHE—Fhdr KIR Sk, HAL S EEA B SEQ 1D NO =58 6l /b 4y
BT 1 22 20 DMEREEM) v BUALR VH 7471

[0159]  7E—ANJ7 1, A B4Rt —Fh BT KIR Hifk, A FEAR bl SEQ ID NO :55 B{H N
Ui 2Bk 7 23 AL VL 41 IR AR g SEQ 1D NO :57 s H N sk 2 #5204 ) VH 52471 6
[o160] G4 A%, PURSE G PRSI (HanHt KIR Hiik a1 ) (1618 e )28 AR w] N
AR o 72 R PUARF A P AT AR B A A IE R . PR, 51 4, BT KIR $i
RN LN EV IR Ib SV R e N AL IR /| 8

[o161] 4 —ANJ5 I, A< & B3R At — Rt KIR Hidk, A& — ek 2 ANk COR 7241 (El,
5B AR CDR JF A [F] 2 A TE T Kb B8 22 A AH X T L B AR ARAH OC 7 40 5% 1 e 4 1) 2
VAR B R AE R P ) S BE IR N B S VIS IR/ BREAR RS CDR 32 41) ) o 23 DAl
PCT HHiE 5 W02006,/072625 /8 FFHIF A » CDRLVH Fll VL FEHARARA] 70 A 5 — A el 2 A~ “5
A” CDR.VH 1 VL 541 (f5l4n$i KIR mAb DF200 F1 / 8541 KIR mAb NKVSF1 [¥J CDR.VH F VL
JPA)) Son HARFTIE S PR R — . 8%, 5o A 456 2 3R AAH RIPT R P X rAL
K75 5 2R AP ) DR 35 22 /0 2 40 %6 S BE IR e A1) [R] — P, 0 1 55 SR AN PP A R R 2 50 % BX
50% LA 2 60% 8% 60 % LA 2 70% 8% 70 % LA E 2 75% 8% 75 % LA . 2 80 % 1k 80 % LA
L #185% 8 85% LA F £ 90% 8% 90% LL EBk A/ 95% (Hilhn, 29 45% 22 99% £ 55%
2 99% B 66% 2 99% ) [Al—ME. SR, 7E—L4E 00T, JUIHARXS THE A EAHIRN )R
A7) CDR 741, A B 2 SR B 1 [R)— PR AR AR A A T8 1

[0162] 455 R ARPUR PoE X Bh R v XA RS (8“0 1 CDR.VH A VL 7
FIVARARAR AT I b AR S AR BT IR AT H R (BB R ML SE ) M=, AEIXF
UL, WIS S A R A (R 2 25 1R e 41 [R)— P R B 5 35 48K, 91 4, 72 CDR-L1. CDR-H1,
CDR-H2 B CDR H3 21k 558 AP ) A AR AL 45 G A I OL T, €3 NKCAMR (451 W1 KIR)
SEA AR S S A CDR A AT REALE AR 20% 2 30 % 2 L 1R 741 [F]— .

[0163]  PCT HHif*5 W02006,/072625 #F— L EEAILHT KIR Fuik /741 1A 14, HALF5 CDR FR] AR
PR S5 14 2 & A A AR LU T DT XA A S

[o164]  IE W, A2 A = E IR SE BRI 5 “S8 A7 e 40 Bt AN [ 28 4 Ao 46 &2 /b 24
35% 2] 50% 8% 50 % L 2 60 %8 60% LA b2 70% 8% 70% UL B2 75% 8 75% L L
27 80% 1k 80% LA I 41 85% 1k 85% LA I Z41 90 % 8 90 % L I 4 95% 8k 95% L I (fi a1,
2165% 2 99% ) WHAC N IRF 2 R BRI B . TEAR AR B R 3Ch, AR sF MR H
PCT & A H1i% 5 W02006,/072625 (Novo Nordisk AS il Innate Pharma SA) (13 4.5 F1 6
(1) — 3 B2 & TP BT e i (R 2 PR S N IR BT B E o BAS I T IF AT () PCT i
5 W02006/072625 il T HAB LR HEEUAR /3 41 538 i BB AR ST PR AR i BT D g 5 o
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B2 AT AT BT AL R RS A SR 3 702K/ SRk MERE It T T DR 57 A AR A IR AR 2 1) 4
FEREARAL T 2R AR Ei 4, AL AE DR AT PEIUAR . SR 7K Re P L T B 57 8 20 44 B A el A
APEAR Sy (i@l A BLAST R Bl g ) 77 T VAL R AR AR iR 7 2% AR B o AR 2 1)
AR 5 1L/ 53 s A AT BESZ I sCOR A R PP 2028 4L s 5 E B BCR I P52 5+ s
2R X A NI A AR ARG A DA S S — M 7 A= CDR A2 44

[0165] A & W IR 2 2 1R P A0 R 1R 100 1 [) — P ]l o A5 3 ) R, 38 T e 1
g -y R0 8T (Needleman—Wunsch alignment analysis) Kil5E ( Z W Needleman
M Wunsch, J.Mol. Biol. (1970)48 :443-453) , ] 4145 B LA ALTGN2. 0 {if F BLOSUM50 1434
Fe (RIARBET 24 -12 3 Byt b -2) 7 o frmiedt (OCTXFF A ALIGN #2)/7H
(R8BS B I8 IR , 28 W Myers FTMiller, CABIOS (1989)4 :11-17) » ALIGNZ. 0 FE/FIH
SRR INZ2 i San Diego Supercomputer (SDSC) AW T/EEHER|, BT EHES -HE
RS BE I A 91) 22 8] R AR BB A ] — PRl B 5 2R, O T g n] LASRABL T 58 2 R A1 I
73 2AE F AT R BBOR IR R 91 B8 23 8 P A1 R BT 41, 580, Rl A R 40 H ) 4 50 25 0 — YRR
S Xt (Smith-Waterman) (J. Mol. Biol. (1981) 147 :195-197) Bl 5 (¥ Ja3 &6 L A K VP Ah
TN NA S ZR, FTad Jay il b et A T i ] R AR e 3iiAs Cnlad FH 10 17 [R] — PR ) HoAth =)
0 LT 7 v 48 B 5 e =R B BV IR, 40 FastA B BLAST B3 ) o« H T PPl [A]
— P Ry AR DG T AR R T4 ] B % R R W003,/048185 H1 . VAN JE & — iR ERHE
TR W IRSEVE (Gotoh algorithm) sl w] H THEAKFEHIELAT. 2 WA, Gotoh,
J.Mol.Biol. 162 :705-708 (1982) »

[o166]  HLIKMH %

[0167] &3¢ BT K S W] A 1 Kohler %%, Nature, 256 :495 (1975) ¥ SGHl I () 2% A2
Jed 77 2 B I At RN B BE S IR 7 (2 A, Goding, Monoclonal Antibodies :
Principles and Practice, % 59-103 7T (Academic Press, 1986)) Kifi#%. @4k F
A~ HLF A BT At 0 R A A, AT 650 288 28 P B R S 050 R VA L2 BRR A A
0 M0 S 40 JIe B SRR R A A PR AT - 3 SIS B )3 4 3 TS 40 T T o 2 A 9l AN EL A 5
1

[o168]  FL AL K A=Ak B 4 it W] FH T iy b il 25 Bo i o B AL ) B 40 i R E i bR v R
R B4 A4 — EL/R5ES (Bpstein Barr Virus) stEEALIEREALTIRI%&. (20
4, " Continuously Proliferating Human Cell Lines Synthesizing Antibody of

Predetermined Specificity,” Zurawaki, V. R. %%, Monoclonal Antibodies, Kennett
R.H. 25477, Plenum Press, N.Y. 1980, %5 19-33 1) . [AM, Fa g MHFEeM / sk AAL
FIBHT NKCIR T4 A AR AT 40 M 38 A AR BT 2 — MRk FH 1104650 NKCTR SHTAR i 752
(K25 BT A FE B LR B8R R4 n] P A hT AMR FiAARI / 8Bt STM TR K7k 44K B 40 fifg, i
5 A RCAE AR S LA 2P NKCTR A, sl FREAT I 57 31 BAE H 2 A 21 i 25 A Bt
NKCIR $ifA.

[o160] W] HAEH T-HE A 8 1 TR 1A K1 3 1 40 i 3R 4 AR et b B 24 O HLALHE 2 Fm]
B 2 [E #7855 72 R 5 L (American Type Culture Collection,ATCC) 3R45HI7K A4 40
MR . XL M R ICH AR B G L BR SE (CHO) 40 2 NSO 41 g . SP2 4fi g \HeLa 41 /i, 2h &
U (BHK) 4 A ' 40 e (COS) N JH-41 iz 4n i (5121, Hep G2) « A549 4t i A J % At 3L
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fib i & o AR A0 M AR B R A MO, 1 0 ST Al o 20 g AT A4 BT O AZ IR
(ECEAKERREAR ) 5IAEELE Y 40 e i, Al ik By 28 4 M2 LSS piAAR £
15 3 40 i 08 B M AR B A 73l B B 77 A A0 L R e R P ) — B 3T DA A i
o AT FBRHE L A S Al 757 QL IR T [BICH TR o HUALE BRI E 70 A 5 Il
A 1A 3 40 A T I

[o170]  WIIE N A 2 MASTR AN Sl HOR (RN, S 8 MR 204 AR SRk
UE sBREEENT (4 Y SDS-PAGE &8 ) 4iAkK 5 40 Mo F7 )« 4l ML 40 LA B e KR DX 50 4 %
H AT R AEA R (a0, 5k B 7 A PURR SRR B BK ) BIPiik.

[0171]  $i NKCIR Hi At A 740 B 40 Mo F0 FAZ SR A M s e ) (It B ) il es . 4 pa 4n
o ) 4% PTG 22 TE i 34k 31 FLIR sk ADCC Th REFIT] B ) 4h 5 46 I LB 4 o Fl /5%
S AR A _EAH RGO S0 B A i S N HAh 77 T T AT REA R

[0172] W] FH 3 T 204k 0 e R BT AR I U7 25, A0 4% W02006/072625 T FITik () 77 1%
AL I ATART B ) B R B R A i E A $ET NKCIR HudA . 0 4, W] DA A 22 A e i )
JE T ARILE R 8 S iR AR B BOE PR 45 & B pTAR . 5, 5 R4 A [ AH ELTSA 4
P2 5E SR PR H 0 A A U AR B R 1R PR A IR ME RG22 D Harlow
Fl Lane ([A] L) o S5 FEHUARRI S A 25 F ) a] 45 4 3@ i Munson 2%, Anal. Biochem. , 107 :
220 (1980) HJHrK A& 3 B kil o2 .

[0173] 3@ % i b BT NKCIR i A4 (1 1 7 NK 40 M3 PE 0 68 00, B ik 18 74 7 X4 48] 4 37 1)
NKCIR 4 3 115 5, {2 8F NK 40 ile 28 B NKCAR /5 115 535tk CF & £ A B 1 28
T &6 B NK 0 B 000 5 5 B 65 8] dn v X 40 B R B 18725 2 A9 40 McGinnes %%, ] Immunol
Methods80198470-85, 15 1% 7% NK i ., PP il NK 41 j 55 5 B 55 W AU C ). 2
WA, Campbell F1 Colonna, Natural Killer Cell Protocols(Methods in Molecular
Biology Series #f 121 %) (2000) .

[0174]  {EHT NKCIR HTAR IS OL T, NK 4H i oA 1 w] 3 i 5t NKCTR 44 &2 Jt it NKCIR
SF P NK 4 i 5 | A2 ) 40 Y v A 1R B8 D >R R Bl AR Rl a5 P 6 T 0 1 4 T 5 1t U 5
K 5 NKCIR HofAHISE NK 4IRS (i, KIR H0ED) . 8 9 i A498 (redirected
killing) A—MH THA5E NK 40 ju 52 A7 S a 1t I RE ) ISR R G o VPALIRAT A1 0%
1652 1A FURE S 1 B DT NK 40 iR JE RIS BRI &6 -6 1 Fe S2 ARSI LRI RE ) 4255 —
ANAR A, T AR M R R RO VAL S BT KIR PLaAA OC10) NK 40 Mg Ve o (e o tin]
8 I 55 25 Bt NKCIR HURA 50 B FAt A 03 P SR VP Al BT NKCIR Hit 4 o 45141, W] PEAli 5t NKCIR
FUAE T EREA/ BG5S PO MBS 0 F:1% (ADCC) 1) T8G,,~ 186, A—28 TgG,
KPP T2 ADCC FIBE . I8 HI R RN € PPAL %55 ADCC A BE

[0175] G DL & /D IEAAL ) I A R AR S 5T NKCIR Hifh . FAL i) 73 1 A6 R B )
AW AR T I R i 73 12800 0 EEW R oy 5 (BN, FEASR BHi A  R BI H 4
BT EEEA W) . ALKV IS HEW RIS 7 11 202 50 % 3 H.
WE A RAGY T 202 70 HiE % 2 /02 80 HE % . /04 85 HE % /b4 90 H
% 202 95 Him % K H Y. W, /B E P NKCIR PLiA KAWL ED
B TR A AE RO 5 A% 0 B /DA 1 DO A AR 00 R AV ME IR i 7
H 2 /D2y 98% .98 % B 99 %6 T NKCIR LAk it o 40, JRESE 7 / 2] (BlanE e )
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A PEAN NG HT NKCIR HUA RIS M TG 00 N A B AR T RABE LRIy, JF H R DU
PERAT T S iR o AERE AR G WG DL B ] DA% 32 AN T PR AT 1 ) 2% Y
P4, WIIEIE T4 a7 Clan, ZAmE s B / sl 28 TN g I it s Fk
HPLC 43 #r 5% ) PN &AL

[o176] 73 ESHII> Thede AN B2 A (I, 29 1% UL B2y 2% BL B2 3% L sy
5% LA E) RIEFIAR R AT Z0 L5 1 (G A=40 NKCIR B 44 () 40 i 40 ju 55740
A B TP AL S I FEPL NKCIR FUiA M5y 1) 4G 15+ 73 B2 ds OB
AT (BB T ) &K (B, 2045 10 5380 2029 20 7380 2040 1
/NI B A TR) ) Ty AL B BRI 0 e AEAS R IR S A H SR E T,
e AL & — PP 2 b 27 BT R BRI A S W), Bt NKCIR PR mT LU 20 &9 i
AER ) REIECE TS AR BN AR AR (BN, RS KR 2 B B TR
SEFIHL /B SR A SRS LT ) o AE—2805 00N, 15 U0 BSA HILARR AT A5 T2k
HAJATAAL T NKCIR SR A Gt . SR, B a0 41690 11 2 AR AL 73 4 5T NKCIR
UARI PG e 52, BE2R 20 &5 Pl Rk 24 6955 73 B BT NKCIR fio ik o Her) il v, ARG
“Or BT AN B AR B AL S Y SO R TS GRS, 1 R] LU g 5 ER
S BRI 23 o

[0177] 2% bR HEZ I EUfA

[0178]  Hi NKCIR HLAAR] 5 —Ff sl 2 Rl T—Fh a2 B I FH @ A2 A 80 CRORBER) IR
JEREE ) N/ Sl A& LLR I 2% B2 A S .

[0179]  HT NKCIR HifAn] LAl an b5 LU N IRA - FUBE M VB R (4, ekl K ) B R Y
LT UEZR R R TR VA R T TR B AEUA B Tt TR AR 2 1) 3 R 5 2 T b A e« B RG
WFERIR RN 3R LA e A/ BB LA, LA ST 2 i — 2 T R ) et DU 8
JEHH o B, Bt NKCIR PR LLE AR T AT 3K KR & N Il R P IR R IR
RES L T BRI A A I R RF il BRI BB R/ B A g ol o JLAR AR A A
TR FH 7 2Kk B 24 U T B o R ORRRE TR AT DA, B I R) ZE IR ) 5, 451 Gt ERf ) Rl
JR TR H it s sl A IR 1R b AR Bl L S i 4 G, s AR D e EAH AL B

[0180] 2477 b mT 42 BB W AL B AL B A% B 55T NKCIR HUAAAH A AT T AT A & 14
BRI R 0 B B0 TRk e 4 T 5 AT L ) S R B IR RS o 2% T2 3
PRSI AR K AR B R K B IR R 22 rp AR BEER K A e R Ho QSR DL AR A .
EVEZ DL, (EZAH -G T Al BE i B Bl nkl . 2 ool (BlanH g slme L B40EET ) 5K
FULEN R 2% Bl B2 o (e sn) ) sl b g A B A o (A5 ity 7 sl
FUALT S B3 JE R 2Rz rhof) ) PG B DT KIR B A AH R A5 ) s 5 A7 TEOH sl
SR M o BUARI 25 S ) ) FCA 2 3 BT 1 A AR AR X B R BT R AR R I
2 DU R R A 7

[o181] AR AR BIHIHT NKCIR HLiRA G AHRHA G MA ST A2 MEERER. I
I AL HEAG) LB AR 2 [ AR [ A 5 2R, A5 4 R A VA R A9, ] e S R R A )
3 FSCTR SRR VB LV BV P ) AL TR R 7 T A R A R A Kok 1 (2 A5
41, Baek 2%, Methods Enzymol. 2003 ;362 :240-9 ;Nigavekar 2%, Pharm Res. 2004 £ 3 1 ;
21(3) :476-83) ki LA SRR o RN #htE— B HER T PCT M9 5 W02006/072625 1,
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[o182] I8 H, ]y G BURT Hd v O S AL A, B n 2R AN T ASEAR BT AT A
R PERIBLE A mT F ik AR BT NKCIR Pifk . i BT NKCIR Hrikgl &4 1 i
IR I E AN CAan, FEK A SR ERR R/ BUVLAI R ) o AE— N7 10, 1l
AR B S 1) N RSt FH T NKCIR B

[0183]  HI TP 25 H A& (M 415 A w4 3 5 BB ) S 78 50 L 3 G2 b ) s v (gl
A B 1 AUE ), 9140 Tween—80) A& e 51 (M9, B B 85 1 U2 25 1R ) B 3 7). 41 27
SEF BRI/ 80E TES TR TESHBOAESY PRI . 538450 1 s
WA T 40 Berge 2%, J. Pharm. Sci. ,6661, 1-19(1977) ;Wang # Hanson, J. Parenteral.
Sci. Tech :42, S4-S6 (1988) ;2 [H L 6, 165, 779 Fl 6, 225, 289 ; UL K A< 3¢ 5 | H it Hoth SC ik
o SR WA G Wt AT AL B FE ) B AR AR BRAS SIS R R AR N S N R LA ) o
22 BTS2 AR A AR T CLAN (23 DL lr W02006,/072625 H K1 2275 TR ) »
[0184] Iy IR VR T

[0185]  AK BIHRME H T A7 B ol O B IR0 M 00 e i v 3% M 9099 i K AN 1
TBIT T11 e ZIRTT P RO 25 B R e/ D> BN TR R 508 AR BT NKCIR ik Bi
NKCIR HiAR AW / BAH A G A B AR (L T Pt NKCIR FifA& LU T4 i
M BEAT LR VR T IR IR IR IT T3 B8, BT I 0% M L RS (s (B, AML. CML.
MDS) FH-E-HEsEE (4, MM SMM) L B2 ifi 9808 PR 5998 HJK » 461 2t MDS « SMM A MGUS o

[0186]  ASCHIATE “VATT” 2 Fi 1 25 W 1012 il 30 LIS B I 977 A An i bR B0 9 i £ 7=
A1 B IR Bk i T BCHE TR FEE | ek A B B L AR I SRR R B i DL I E T
PRI, AR “I697 7 B AE AR TT I N AR R B /N BN R RS I B, iR (1) 75
—IRIT A RN B GE AR RN, (1) A TR, (111) WERTRI s (4040, AML,
MM, MDS) , 8% (iv) SEA MBI IR . PRI, PRk i I VA T 7 B B IR Y7 A SMM B8R MGUS {H i)
KA W KM S48, 1697 AR IRTT B MDS (H R B AML [(MA . RiE “1677 7 055
B T E I T .

[0187]  GnAR ST F BT “ AN AN (R0 7 A2 Fig L B 1 B2 Fn /B 2 bR id 2
I T 40 i 25 T ARSI 7K P S PR B 9 40 o 481 40, 44 5 3 1 4 B 1 L A 4y 1 T 40 e 2 ]
R AT, BRI, K2 10° A0, 2 (i (1) 88 B O S AN TRl s~ X,
B RAFAE 2 ) VB R0 ()1 B B VAR AN/ BT IS R0 PR Vi M2 41 20 R 5 1
AR B R ) AR RUPR A SR AN AN (R 7 o ] LAASE P AR YRR e P A 2008 1 A= 4 2 A
/ BREEZRIc . B, v CAAE PR/ B G 25 ] e Sk PP A I3 R PRV M 8 Ko

[0188]  UNASCHTH, ARTE “LRfif” 2 ¥a 12 PE BB MR v 1 PRFN 3 WLRRAIE 348 73 BR 58 4% 79
%o

[0189] LA STHT A, AXTE “ MV P B AT IR I/ B IR PR s AT IR A2 T A e 4
Mo SXHEHTTES A0 M i A, (BT ) AR G . AT R AT REE B S IR A
], AH e AR N R R ZH 2R s P e 5 i R A5 {H AN BR T MDS . SMM T MGUS .

[0190]  AXSCHT A TR “ IR PR s~ A TR vbk 0088 « 1 L9 B 8 78 bk B0 30 ey LA R
JRFRIRR B 465 (1) o 7 £ PR AR E R B 6 B 40 Ak ELRT R T 4 Bk 98 . B 41 LR IR
Al PR il e S48 LR AR 2 /NHL Y0 40 Motk 98 (FCC) 40 Mok 2987 (MCL) ~ 9% 14 K 4 e
MR (DLCL) «/pik 3R % (SL)NHL 712K / &3P NHL  "h 2% k98 1% NHL. /51 ¢ H 5 BE4H i

43



CN 103298831 A OB B 30,/48 i

PE NHL . 555 25 9k T BF 40 Mo M NHL 555 25/ o A% 2440 i NHL | 8395 NHL . BL 2K 8 BT R46 I B Bk
HFHIMAE (Waldenstrom” s Macroglobulinemia) ¥k 28 40 M AER 298 (LPL) 40 o bk 2
B (MCL) JEHIPEMR L8 (FL) ki@ PR 40 Atk 08 (DLCL) A FEs Rk E28 (Burkitt' s
lymphoma, BL) « AIDS AH Gk B8 S AZ 40 B Pk B 40 B bk B2 983 I 75 4 03 1 40 Bt 1o bk B2 it o
AR /IR ELERE L SEV M L SRS T O A B RIS A S R K 4 R G 5 REGH R R AR L R4
Hg8d 5/ ARRZ 24 A B BOREEAA SRR BG BRI I 5 40 itk (8 s pg v L R
0 P Ibk ER 5 LRI Y M VRS /N L A R R 4 PRk SR o T 0 R b g % = B o e s 49
FLFESE A T S0 MOk E08 B JBk T 40 vk B8 22 T2 1 DK 4 i vk B 980 A R i A 47 93 BRE a1k T
0 Wbk ELR o I VBRI LR I, B ((EANBR T ) 9k T 1 i 1 e K E 4
PR (CLL) e PR Er ek s (AML) VPP fEME A Mps (CML) B 48 o aij bk (40 o 14
FIIfL5 (B-PLL) « 2tk B RFR M (1 05 (ALL) AR EBER B AN (MDS) o VRS 5 3k
— AR EHER, B (EAMRT ) Z2RMEHE M FAFRE 2 R MEE iR o). K
B 0L 8 P i m At I R/ BB 40 BB T 40 A S o 8 A I YR M R I A
LA X ot 20, RSB SR AT /AR £E 4T B AR R AN I DL R 2 T 4 i ()
1, B BORT 4 Y. W TR R 40 L PR 4 R AR A N ) RS

[0191]  AATUISAIH AR G2 0 B A P A2 5 3 SR M s T IR RIS ME 500 3 TR 3 2R R G i A
M EAANFRLIK, I B EH AR LR R0 S8 1 S W 25 T AR WA &1877
[0192] 75— N7l 1 7 T, AR BH 42 A1t AT B A m A ) 7K P 1 8 40 i ) il L3 1 =
C I N R E ) F 1 i 98 20 1 2 s 30 e 10 7 s L it P A DA R A 00 b B AR A 3 14 af
VBN P 13 FE ) B K PT NKCIR FLiA . Hit NKCIR B LH S &4 (i, 4hsHi
NKCIR JLiR %R ) -

[0193] W] i ik X5 52 S AR (900 IR HEHE DR s SO BSOIRE (0 s o AT e i iot V7
%5 B 40 M IR IR BEPE ve I G St fff s b B o ASH DN R AR R 10E e 1 U7 v mT e A A3 1
BRI, %A TS AR T SEB o ARSI C . A3 B AR A SE B 45 PCR AT RT-PCR (41
0, i 4 M AH SCIE IR B hRic VAT ) RSV B G R AL A BT DL R At e A 4y
B G2 52/ Go e oAb A R VAL 2R 24 R0/ B2 2P0 2 25300 22 40 i 3l ) 249 A
AN R 5 B K A MR DL B B RAS B AR (0, 1% B RSER ) o ARSI e E RN A
R 1 79 P 7 A RS DU 48 BBt A 2 R 9 I B AR PR AR b i, LB 43 B R A
B, S0 40 H b 2 B AL IR, LR AR 23 BS I RL IR 5 — Fh B 2 i 80 1) PR 1 1) S A% P R 2
R E o KBRS I 4 BB A 2% 57 5 IR A, B an S Bk iR ) (Tg) 1/ B30T 40 szt
PR L

[0194] [ A2 iR B IXPT NKCIR Hiid (i id B8l A B I pr % B 3 0, 49 G ]l 6 75 i
Pt NKCIR LA LR 7 5 (i B R B R R ) DL S R AR B Ho A 7 v mT 1
BEAR 367 TR B LA At 7 2 el i e 2k (ATl B G 0 5 T o AR BH ) 5 U HE
BRAR AN / Bl oeg ARG (A, BB P R AN I & 0 Le R BA TR R A e 5 H ) DA RS
ORI ZE RN (i, ME K ) o SRS ORI [R] b FRAR TR sl A HAh 77 =X
CACREE PR T PR 1R G 2AS 7 T 1 92 R A R B A R AIE o

[0195]  BARCIe it Ja ml L4 dn AR 7 0 (AR ArT Pl S BARARG = (1) Ao e A i 4 P 1)
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MR (S EATT T ), (2) BrEEME4IM (i, SMM Bk MGUS) S35 AE Tt 41 i
[FBETE AR, (3) SRR AER / s B R A WAL H, () BE AT AR / s
PG00 s 23 (N, 4R s SR AL g B (BN, i L s PR E ) 1
SEARTIARR, (5) 1 40 BN / BT A5 1tk 40 ok A0 B AR PR M ) T REME, (6) Je 40 s
HE R AR R N — T R AT Re k. (9, FER AT REMERRAK ), 8k (7) HATMAE. Bk
AR AT A FATART b 3R 45 AR B A AT, 60 ) L B3 X R A SRS I, T AR YR T  ERT
(13 B B TR N BT B AR LVE A ¥R 7 7 R A Rt

[0196] /55— AN J5 1T, AR B FR AL £ N RR 3 A B AT e ik 3 e IRV B AT Lk N8 ) 3l
(K20 M B 30— 0 e e 0 () R R/ BRI T T S DA BRI e 1t FR 18 O v, A FR LLZ2
DL SE IR0 73 5k 58 4 N, 1 R 7 S R 3 i P — P sk 2 PPl — Ry (i, o 7T,
Bl anAb #3697 5 5 LLEOZ 8 3 il — 2 B0 NKCIR TR s AH S AL &4 (SR8 FH A5 7t
i) o AE B IEARFEXT 28— V87 1K SN (R B, 450 T 22 55 35 BT G fift ol o e P2 e/ el e
Ht NKCIR ik

[0197]  Hi NKCIR Ak & 40T LAy 7 f e A s HAh Gy I Gt H o inASCp L ARl
“CHYRTT TR AL S BT NKCIR A S Wi A S AT A0 HoAh 25 24 55 PR RN/ BUOCR SN 25 243 Tk
FI 23 T 3097 MR RE B i IR . 8038, FEAS R I — 2652 77 S, HiL NKCIR Pk
sk B A T S Ay AL G . lan, Rl AT 2 RE T AR T EE . AR BIINPT
LA )N T 3R] 5 AT oAt — R F T Y67 R e 5 » UG R 7 IR S Jes e i BB A R
PR HAth 2 B E I VAL . R CURE B IR T T B IR A 5 B, IF EA R
EHC AR WA AW BRI, B mE S AR N4 A .

[0198] X FIIETRTT » AR B 2 4LA W] 5 a0 F R HURHT 7 V5 A 27 V2 i Y
TEA G AR B HEA G975, Horh AR R 29 G AETF RFIN 2 ATEZ
JE A 5 BRI P A 27 Y6 7 30 O Y6 97 30 BRI A ps ) BRE v e 2 7 3% Bl I A
RIFIIS 2 BT Jo it FH 22 A o S A BT 3 mT 26 il A & BT KIR SLiR A &2 /i [F)
a2 S . fE—Se SR, H 2 n] e TR 2 G K AT I, R R 2y e FH P 5
U IRTT 5 AR PR A S WAFAE LR (B0, 2.3.4.5.6 8L 7 K ) JLJE (Hin,
2.3.4.5.6.7 B8 A ) B E LA H (B0, 1.2.3.4.5.6.7 B8 N H ) W [aE kG . 7EHiE
TRIT B AEIEABE SRR (40T R B4k 2597 vk ) IF LA AR PR 4L &4 B 1E B 4
R B IR AR KR T 0T, X AT REE R o B PRARDK R T A 2 B K3 T30 KIR iR 4l 4
WIS BN R UL Lt o IX e 255 R B [ ok R n] Bt it A 5 ST DALAS R B
KIR HLRAAWETT RARER, 4k i@ AT Huss M iE e . e SO0, A A G97
VRS R, TR A U S DU N R 4 G s K PR A 245591, 1 5 e P I TR) T2 K
[0199] A SEERAA A HURTT 2, N A R I PUAA AW 5 5 —FibuiE i LAE B 7R
AR EAR A EIURER N T RAGHEHEEE . UM MAR S AR
AU GG H T 1097 7 S0, A6 45 RA T BN (E BT 5 Fhif T i Bl 5%
BRI B I BRI T2 /D B IR, (HE B — 7V [ — & A AT 5 5 ) i
JEAE R BRI b, AR T B LA TT LB R PR RO, BRI ST RE 1 T oA F)
i

[0200] 214 it FH A 455 3 ]t FH AS (R EC A Bl B A = 251 R4 » DA R AT — R 32 8 Ik FH
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HUNKCIR ek spi ik i BE UL KSR — 097« DRIEH, BT it A )3 T30 () I e 4 L AR 00 2k
[0201]  FfL AR5 U AE B B 58, 5 — V397 W] LAyE S LU 2555000 / sl il p i) — freli 2
Bl s TFARIBETT P A 267 ) IR 7 VR DL A hT I AR o 3 T B it
PUNKCIR PR BRI v B S i 55— P AR AR 2L &, 490, 0 55 e S AR DG I o — i
PR, B0, Bt NKCIR HLR s BT 5L 24 (Rituxan) AG 7 -

[0202]  WLFARMF , AHATFARTFIUA] 5 Ak A5 SE it

[0203] X TSR, T8 ) S 15 5 e 440 L PAY DINA 433 405 (R AT T AL, 450 4y SR XS 28
UV HESR kB R EL 22 P R S 55 o oK s e ISt M (R 67 38 5 ) PR B X A s At e, I HaX ] i
AR e B AR B AR ) 7 S5 S

[0204]  7EH Al T 10, Sz Vi 19 B T 0T 5 AR R WHPUAR AL A -G it FH BRAE A A B Bt
R EW 8B T o S AR AL SE ) G 40 J R 5 25 Pt B ERL - m] Tk
HETTET . AT T2 B Pk a5 206 b i 40 B ERL - ) SE A 4G Th-a  TL-18 | TL-2,
IL-3., IL-4. IL-5, IL-6. IL-7. IL-8., IL-9. 1L-10., IL-11. IL-12, IL-13. IL-15. IL-21.
TGF-8 . GM—CSF. M-CSF. G—CSF. TNF—a | TNF-8 | LAF. TCGF. BCGF. TRF. BAF. BDG. MP. LIF.
OSM. TMF . PDGF IFN=a \ TFN=B TFN=v o MR¥EARAETT 5, FE T & Il ACE R2AE » 6] 41 8 3 1R
PR GH B PR AR A O B3 2k T e TG00 97 B R B A4 P I B R 5o mT 5 AR B
[RBTG5 4 4G it FH BAE R 2R e BB AR 2H 6 ) — 30 2 it FH ) oAt S 52 TR AL S ) B
FERE S P &5 22 VK 0 b P At 0 ) 2 52 A g B A, RS AHAN RT3 it CTLA4 Hifh ek,
Pt CDI4INKG2A Fr ik ( 2 WAglan, 36 18 23 LA FiE 20030095965) IHTA . ARSI O AN
X853 (122 PR R AR ) B B AE A e e mT FH T 28 755, IF Had i S AR R &
W

[0205]  FEHELESHE 7y b, AR B AL S BT KIR HUR R T A AW n] 50697 78
FIRIT RNALA I BT DL — A S 2 BT R B R VR T R . 2 SRR TT AL AR T
FIA T ARSCA T ERIT kT

[0206] 7 1) P AL 27 6 T B FEH AN R T 2 5 LB (acetogenin) (4] 41, Af 7 Ath =
(bullatacin) F1 45 $7 i 2= B (bullatacinone)). [i] £ % (adriamycin) . ¢ 3& 1L 5.
Bt BE TR 2R B e (W, 2K 75 £ [ (benzodopa) « R ¥ B (carboquone) | % K] £
£ (meturedopa) ML £ B (uredopa))  — B & #h (4] 40, 0w % B2 2k (clodronate)
K% B 1% 3 (etidronate) . NE-58095. M 3K i 8 (zoledronic acid)/ Mk i i 25 [
16 B 12 5 (alendronate) « 1 K i B8 £k (pamidronate) . 35 & B B8 £h (tiludronate) Fl
M) ZE Ik B2 8 (risedronate)) ; 85 42 % & (dactinomycin) . 8 -9- VY & K FR By (& K
WKy (dronabinol)) . &% W & F1 A7 4E = BB & g (Han, /S % B (altretamine) . =
WL NG =W OB = W SR AR e e = P2 = U ) B — Fr i iR
(B —lapachone) ; $7 14 ¥ (lapachol) ; # 7K lll % (colchicine) ; #t K & (betulinic
acid) ; =W Hf, (camptothecin) (1, 1 Fb % fE (topotecan) . V. B ¢ (irinotecan) .
o Bk = W il (acetylcamptothecin) . B %% & (scopolectin) F1 9— & & = Hf ) ;
& &% # & (bryostatin) ; = H| B 15 VT (callystatin) ;CC-1065 ( %1 an, Fil 2 K Fr
(adozelesin) « RH7 2K Hr (carzelesin) LT KB (bizelesin) &Y ) ;&M B
7 % (podophyllotoxin) ; /& M B8 (podophyllinic acid) ; & JE YA &\ (teniposide) ;
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H & 2k ¥ 2K (cryptophycin) (4] 41, B & ERBEE AL L A EH S ERE MK S) 15 % 5
% (dolastatin) ;{5 J@ % & (duocarmycin) ( 1 &1, KW-2189 FlI CB1-TM1) ; 3 #¥ ZE % %=
(eleutherobin) ;7K #L. WK (pancratistatin) ;)& MHIIEE (sarcodictyin) ;HF4pdlH] %=
(spongistatin) ;&I (nitrogen mustard) (540, & T BRA& S+ (chlorambucil) « 25 & I
(chlornaphazine) . B BENZ (cholophosphamide) \#E5< 5] VT (estramustine) 5 3 It
f% (ifosfamide) . “E L — 4% (mechlorethamine) . 5 % — ZFEEAL D) LR IR 5

%4 (melphalan) BT BLEL 2% (hovembichin) \JH (% 28 £ 18 % I+ (phenesterine) ik JE A&
7+ (prednimustine) | fii% (trofosfamide) FKMENE A ST (uracil mustard)) ;EAHZENR
(i, REFYT (carmustine) FEHDEAHIK (chlorozotocin) HZEH]VT (fotemustine) .
% 3EH)YT (lomustine)  J& S5 VT (nimustine) FlE J& 7 VT (ranimnustine)) :Hi/E %,
Bl ds PR (B, A & (calicheamicin)) ;1A KF (dynemicin) ; 3
I 2K 2 (esperamicin) ; 57 ] ¥ B & &K & 4] (neocarzinostatin chromophore) Fl &
WA B AER (P, B g 578 % (aclacinomysins)  HLZE B % (actinomycin) |
B W 4y % % (authramycin) | i & 2 & R (azaserine) . {# 3¢ % 3 (bleomycins) .\ i
4 W % C(cactinomycin) . = fz Wb 9 (carabicin). ¥ 41 % % (caminomycin) . W& &
% (carzinophilin). 5 %' K 2 (chromomycinis). ¥ 4 % % (dactinomycin). i
i % 2 (daunorubicin) . i #& L £ (detorubicin) .6- H % &t -5 4 & -L- IE A I
M. 2 F b 2 (doxorubicin) . & F L &2 (epirubicin). K & Lk 2 (esorubicin) . ff
& A (idarubicin) . ik 7§ % % 3% (marcellomycin) . £ 2 % 3% (mitomycins) . %
My B8 (mycophenolic acid). i#f M % % (nogalamycin). # i % & (olivomycins) .
1% 5% 2% (peplomycin) . 3k 3F % 35 (potfiromycin) . ME ¥ 2% 25 (puromycin) . 2= HS
7% % (quelamycin) . & £ W 2 (rodorubicin) . #% 2 # 2 (streptonigrin) . $% Jf &
% (streptozocin) \ 7% &5 #% B % (tubercidin) . &% & 3£ w] (ubenimex) . #+ W) il T
(zinostatin) FIAE F LA (zorubicin)) s HUAC WA (4 &1, Y M WS (methotrexate)
15— G PR W BE (5-FU)) 5 it B2 SS BL 4 () n, v R 7* (denopterin) o AT i W 14
it ' ws (pteropterin) . = 1 #i #b (trimetrexate)) ; M & SR L4 (5] 40, 3 Ik $7 i
(fludarabine) \6— Zf ZEWE IS (Tt BKE WS (thiamiprine) (Tt &5 WE e o W IE SR ABL4), 9] 4 34
e £ (ancitabine) . Fi #L fd £ (azacitidine) \6— & JK . F B % (carmofur) . [ 4 fifg
H (cytarabine) s X E SR H L8 FJRH (doxifluridine) . K i fih i (enocitabine)
MU R AR (Floxuridine)) s Mk 2 (0, — F %8 (calusterone) . A B2 Jit Al 4 I
(dromostanolone propionate) . ¥ Ji M B (epitiostanol) . 36 M %t (mepitiostane) Fl
2N (testolactone)) ;Hit B LR (140, 1z & K4 (aminoglutethimide) oK 4GIH
(mitotane) FIHEH]IH (trilostane)) sHERAM 7EFH] (FIU1, REMKE (frolinic acid)) ;
it 77 A 5 (aceglatone) ; B W Bt JiZ B 17 (aldophosphamide glycoside) ;2 % £ B A
2 (aminolevulinic acid) ; B IR WEIE (eniluracil) ; 22 WY ¢ (amsacrine) ; £ & 45 A
(bestrabucil) ;LEAEHF (bisantrene) ;#KiE YD (edatraxate) ;75 %% (defofamine) ;
Hi2E A] 2 (demecolcine) ; HUHY g (diaziquone) ;32 K% ¥ (elformithine) ; & R MK H)
Bi #% (elliptinium acetate) ; 3 4 % 3 (epothilone) ; & ¥ % WE (etoglucid) ; iff &
B IR 4 2 (lentinan) ; % Jé # 7 (lonidainine) ;28 3¢ % & (maytansinoid)
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(), 35 % % (maytansine) Fl % 22 B % (ansamitocin)) ; A BEIF (mitoguazone) ;2K
F& B BE (mitoxantrone) ; %% L ik B (mopidanmol) ; il 7 4E #K (nitraerine) ;Wi @) fth T
(pentostatin) ; LIBEH (phenamet) ;MttZ2 bR (pirarubiin) ;3R E R (losoxantrone) ;
2- S TN R EF (procarbazine) ;2 [ K ;A% (razoxane) ;#)ZHr (rhizoxin) ;74
Vel (sizofuan) ;W2 HESS (spirogermanium) ;Z0A%HIBZ4R (tenuazonic acid) ; = W Ji%
fE (triaziquone) ;2,2" ,2" - =@ = L% ; BB MK T % (trichothecene) (41,
T-2 B 5 B EM A (verracurin A) JFF B 22 A (roridin A) FZ 23T (anguidine)) ;
ig B2 R £ i (urethan) ; K F H = (vindesine) ;15 & L& (dacarbazine) ; H #& %
A7 (mannomustine) ; — ¥R H FE ¥ (mitobronitol) ; R B 7 (mitolactol) ;Wi A
R % (pipobroman) ; I ¥ 2% (gacytosine) ; Bl $7 10 ## 17 (arabinoside, “Ara—C”) ; g
B IR (thiotepa) ; B A2 It (taxoid) (il 40, % A2 FF (taxol) . B A2 4§ /K (taxotere) . X
SRR 2 (paclitaxel) 1 £ ¥ R 42 [# (doxetaxel)) ; o % g A (chloranbucil) ;
VIV (gemcitabine) ;6 fat &5 WG We 37 L WGE W8 5 A Jlgg W e 5 B SR ALL A (4 4, L 40
MAR) s KF W (vinblastine) ; 1 ; fK 4LV H (etoposide) (VP-16) ; 7 ¥ i Bt Ji%
K FC B BE (mitoxantrone) ; K ZF i (vincristine) ; ¥ 3% 5 44 (oxaliplatin) ; F/
e U & M B8 (leucovovin) ; K F kit J& (vinorelbine) ; i JLEF & (novantrone) ; 4K i&
i 7b (edatrexate) ; & 4. % % (daunomycin) ; 2 % M 1% (aminopterin) ; 7 B Ji 18
#h (ibanronate) ; ¥ #b 5 74 B 41 #ill 57 RFS2000 ; — 4 1 2k & JiZ ie (DMFO) ; 28 # 55 &%
(retinoid) (&1, MEEER (retinoic acid)) ;b (capecitabine) ;AN B fF—3&
(K225 b2 1K 3 IR BT )

[0207] LA AR A K TR, S5 NKCIR #5044, $i KIR Hidk ) A48
FH A 2706 7 300 R 3 =4 50 Bk el b Bt FH Bp Ak A i 7 ) a3 B LA Ak 2 v 97 R 41
A RS b AT 3R AR TV 7 IR, 1) & ] R HIRAZ AL, Tl YA T 1 B= iy
REAS 1 FH TN i 52 1R 3 I IS 4 ) 2

[0208]  Hris 2 7 T 18 15 BRAC BELIT 580 il o] 8 b JhE AR K = A E A . an B
A, A< B NKCIR #pafil5n) (40 an, It KIR fifk ) v SPuiEMAEGMH. w~eltEbiis
AL HEE AR T LHRH $3h 57 (B, 5% A Ei bk (leuprorelin) X & bk (goserelin) .
it % 3 AR (triptorelin) AN & I Ak (buserelin)) ;i e ¥ 38 AUk 45 M ME B U 1y )
(SERM) ( 451 41, fh 5L PG 25 (tamoxifen) | B i 5 4% (raloxifene) . fHig 5 4% (droloxifene) .
A- 2 Ath BTG 25 IR 2% (trioxifene) \ i & 2% (keoxifene) s LY117018. B =]
Wi (onapristone) Hl 4G i K 55 (toremifene)) ; ME ¥ 2% 52 14 '~ I 7] (ERD) ; Hi M P 3
(40 1, 3 Ath B (flutamide) « JE & K ¥F (nilutamide) « 35 A 42 ] (cyproterone) # bt
K& i (bicalutamide)) 5 75 7 B H ) 7 (4] 41, 42 35 18 £ (anastrozole) « fK 7H 35 1
(exemestane) « 3 1 M (letrozole) 4 (5)— B M, 2 & K 4, B R FF Hb 42 ] (megestrol
acetate) « 3 KU IH (formestanie) R Z M (vorozole) FIVEJEME (fadrozole)) ;LK Z4iE
2= (B0, B 2400 (medroxy) & A2 (chlormadinone) Al HEZ4MHH (megestrol)) .
[0209] A BHAY NKCIR $D#I55) (an, Ht KIR P4k ) v SAT—Fh el 2 Fhpo il & A g7 ik
2 AAE H B 1 — 2D AL S Pum A A B o o 45 AL s R E BR il P S A6 B 4 rh A
J SCRNAL siRNAL RNAT « RNA J&EFC 1 LA R AZ B % IR A, UL A0 S 57 a0 M B D ) £
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A G AR LR R I I PUA, Bk FE KU PKC- a | Raf. H-Ras. EGF-R. VEGF 5k VEGF-R,
[0210]  HLyBI7 A AUME HIIX LS Bk vy 25 W I 45 24 07 SEROGR) R Bk 1 BT v o B RE
SE FERE I T B S At DAy HAT AR SRR A () B T i 3 2 RV ERL 22 0 FL AT E B i
[0211] 7R 55— ANTJ5 1, AR R AEE Ui AL sh W re = (IR ) BIERE SR IR i,
T EAEE N E 30 AL S BT NKCIR Fifk (Handi KIR $ifk ) 4G9, CAME g 1
iE A o

[0212] £ 5 —ANJ7 I, AR PR AL RN LAl WA 3= rp BERALC ™ A Jis R o3 DR 1R XU 44 7 9
S 9 DR 9 FRT IR (] BRACAE - B B2 W e 1) P SRR P RN/ B DT ie = AR I AR 5
AR BRI 7925, 207 VA0 8 65 A 32 0 FH TS5 A 30 i AR % B ST NKCIR i AR BAH G4 &40 L
T BB A (K A= FEAE o A3 L, 15 O B2 MDS  SMM Y MGUS, Ff: FLIEERE 3T bR A4 MM, Ho b1 NKCIR
ORI A MM RS R/ B4 7 MM A 9 IR [R]

[0213]  NK 40 t1-ECRI 3G AL b I AE JEE SVM IR s PR o B 5 18 . 3R, S SMML A 1A
TEHACEY) (B, 456 NKCIR B ) 1697 ZRIRE S — 097 i yT s9R, ARG
R HTFHEE NKCIR FVATT I SMWM B4 .

[0214] AN PRAR AU, Y815 AR B 77 V245 FH 195008 R 2 e /D> I AN AR IS AR S T T g
B AT 458 e ) AR B T 5 B A BRL R Pk I 32 R AR AR FH TP B2 5 R AR AR IR R P A
PR NK 40 B IhBE. PRI, 75— 289 K R HAE ek LLAMEi A2 (4640 SMM B MGUS) 95K
77 ZH, RS A — 897 89T B, DM R I 50 R B dpe /D BRAS R AR . 2, DA 5
ST IF HAR R CLOUE 7 VAT VR T R AT 22 A 8™ A 56 4 IO, AT 1 5 A i Bl 7 4%
R Zh A

[0215] 755 — 77 10, A WA AL RS 2 W B e it N8 28 A7 3 B8 e AH O IR S EKTm ] g
YER T o A8 55— A5 T A BH B A 50 i A (1) A2 3 R ) 5 & 7 VR R X B
it A s AR Vs R I B AR AW 765 —AJ5 1, W] N AR SO (1) 4 B
T VLB 98 G HEZ W E SE AR P g 4l 25 5 DT A8 40 B3 AL b 8 48 L ) 8. FEAHR
B, A R R MES Y (a0 N JeiE SR ) (R RT S A R 40 MR/ B0 A 1 A e
(710 AT 2EHE, S A [ AML . CML MM SMM i MGUS 14 110375 51 322 975

[0216]  £E5—ANJ7 I, A& IR AL NKCIR FIAL A2 Bl i, H T4 F TR 7 &
A BT AT O MR P BT IR BB M AR 25 A A ARz & —A
SEHE T S AR R B /N BN AT o 7E 57— AN S 7 S b, AR RS PR
JRATIR o 765 — S 7 7, AR SMM (AR FR B8 ) WMGUS (2 SR BH 1) B2 5 o T
BRER R ) BMDS CEBEMG A e ER Gk )

[0217] AR B ER AL 167 A B AT O A IR0 P 72 9 HT K B3 8 2% 1 2 9 11
AN NKCIR 14654

[0218] LMk fifi (1M jp5 (AML)

[0219] PR B8 1 M55 (AML) 2 3 B AT KK Rl N A B L A i 2R 8 2 — . 7E 2006
o, SEE AL T2 W RZ 11, 930 BHT IS AML 5681, & BT e ) 1% BLRALAT A A I 1)
34% . F 40 % LU AML [R50 284K, (H R AF B T 8 0, A 40 5 B tA & 100, 000 A2
LG N2 75 2 F1 75 5 UL R AR 100, 000 A 15 B LA o R0 AML (1) PR R AE R R
65 Z R 70 & . BHER ML B EH IR K AL B E S Ihid iy & WAg £ . 5T 55
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% & 65 % Gt 656 F EKEE, NRTT (FESWSITVE) BRI ERTRE 5 2 10
MHo BIRTERBHREAFR N 50 %, (M@ 8, 3F HARDRRE: 12 M HUL B, 4L
TVEZ R ER AR 3 FEINLE R 10% LR,

[0220]  AFURAAH OGS B2 S S AL R R P TS [R50 0K o 1 2 4R KBRS REIY 52 R H 4
MEF IS AR HETR ST S LT RAE o SR A W AH IC 02 1o JE 08 P P 8 O i ) S Ak
TROKR B 227 R0 SR RS

[0221] S AZRURFAEALE AML A48 LI . A% ZUAE 2 SOV 0 s B AR 3 2% L B4R 52
LR V21 S5 B P 1 B B R O B . B AR AML FR 3 TR T RO S 41 gt
R (Pl ih 5 87 s MM SR ) BEF I T EFEANP, AT 2% R 57%
[z AHELZ T “H R4 st & 2% i (Ban ¢ (8 521) vt (16 517) 8K inv (16)) B
W LT R R T IF HAE SRR R b I SR A () e A s BRI R R AML
e e g 1 R AR DR I LS FLT3 5848/ BONPML 5875 , A PR A i 25 L [ 1E A% 28 AML
TS EIFRIc . FLT3 76 AML H— RO BN R E B UG R E . K24 25-35% 1) AML i3
A FLT3 58747, B FLT3 S8R I 38 11 45 R DL AW BRVEAL 22T T R I RNV A 22

[0222]  AML ({24 RHTVETT

[0223]  FI TR 5 AML B85 IRVATT SRR 4 A — IR B <8 ST AR 5 9725, 1
ATE L,

[0224] i SITVA

[0225]  AML J7VERISE — HAR B S8 R8HE (CR) o BN AML S @ X 1E 5 12 1. 48 i
WERNE R A EsE CESEP RN T 5% ) 3 B BB AR IEBEEIR o IhAk, AAEAE
MX A EE R 4 [ 10 B At B i 4 MR T PR IR BSORER

[0226] 15 7 V5 B AEAEAS B (000995 S AT FRAIR 22 240 107 A 40 JH F 40 JH 2% T RS 7K ST B
SR 5E A RMR I S A AF R LEE AT SR IS B BE R B ANA, W R 1 82 L AR
1> 7E 5E A AR, 58 A 525 AR 1 ol o RS0 (0 5% B 10 I8 Bty (BN R e ) » T
LIS Y Ep R R

[0227]  XFFRESE 20 FE UL L, brvES SAL T VA TS BIR R R AR M. B WL R4l
AHEFE R R 3 R S ESE AT 7 K (3T HE) o 1EREIMEHZ T Z R RTHE
BT, 65% 2 5% ] 60 %5 LA S5 SKHE CR, JF HORZY 50% %) 60 & LL F & SEHE CR. 4F
B S CR 18] RE P B AR 1 SR L E - T 0 UG 2y LA % IR 4 i sk bR (1) I R
MAET (RS $E iy o AR5 75 372005 CR ZRBARAH G R 22 A6 AE 7EAS R 40 et & 2% 5%
AT I IE LA B2 BT AR BEIR S A R

[0228] %5 T4 B0 A8 XPARVEET 7 V2 1) RN AR B AIG, W B AT R ST 15T %
SR, X& 4 M1k, o R 7 R TR R BT R LT 3+7 7T &

[0220]  ZRfiA )57 V2

[0230]  ZEff 597 VA B AEIE— 20 PR R B 1 i s 40 e 8, HLAE W)U CRI AT e T IA 10° 22 10°
AN, X AR5 [ WE A 40 MRk A ATV, B I 4R R
AT 40 Mk ST

[0231]  7E 5 AML B 5 K B A g b, BT I B A 27 EE AR A
AR RS — 2 ai BEOLIIVETT 7 48, SR IR & ) 4F R PR L UL 2297k B T4 AML
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AR IR A I BRAE RFAL 22975 77 & CAE I RIS Hh 22 M, (HARUE B2 A . X F
BRI T A AT A R L RAE R A G R AR R M o BRI, AR IRES B R KEA 5
G PRI EAR OGN B 38 B Bk 1 AR AN AL R S T VA R

[0232]  FH$T NKCIR AL & 40iG97 AML

[0233] WA FHbE A BT NKCIR S WIME A G2 i fa 7 o 9, mI AR AR 3C v 8 T 371 =
s 2575 %, U NKCIR HUARIRIT R SERTIT 2 (BIWTEd S97: UL AR DL )5 )
SEIR CR PR TESEH T rp, B R ARG (kb T4 ik g R (12 ) 5 41
WrgsE A 5 AR UG AH G FLT3 B NpML 58748 . Fit NKCIR Y697 7] 4 HRIG7 RGBS
TETT e AL G AL SR, YL ih, HT NKCTR P A £E AR B A I 6E NK 41 g 15
A 5 2 AL 2E VR SR I O i H

[0234]  ABARZY % S B fiifide (SMM)

[0235] [ 2003 4 LIk AR R 2 ko i i e 1 ok A8 A [ B 2L [F] AR (International

Myeloma Working Group.Criteria for the classification ofmonoclonal

gammopathies, multiple myeloma and related disorders:a report from the
International Myeloma Working Group.Br J Haematol2003 ;121 :749-57) K& X :
[0236] o IfiLiE R el ATy 3g/dL B

[0237] o F/ BUEBETH 10% 5 10% LA _F 3K 40 M,

[0238] o {HIGAH RSB BRALENG (LRI E I, AFEE#m AL ) LLRARSIEIR K
[0239]  Mayo I P& /> 2H ©L ek 3 28 bx v A e B3 2 B A0 FL L 375 ¥ 8 B 10 B8 3 O HL3R
4 M = N 4 R B9 (Kyle RA, Rajkumar SV.Criteria for diagnosis, staging, risk
stratification and response assessment of multiple myeloma. Leukemia2009 ;23 :
3-9) .

[0240]  SMM FI4RHTVATT

[0241] =4[ JC SMM JTVERT H o AR I B 27 R A B PR T 25 D08 125 LA R 5 12 B L 1) 2
HTT RGP WM AR R . SR —AE AR N A 3 A H — B R R DA E 1 AR
X RATE M E AT HAREIUR KPS FRiE (Kyle' s prognostic criteria) (Bladé J
%%, J Clin Oncol201028 :690-97) k Jre XSS ) A 32E Ji S8 35 7] 2% R R A L ARIB =i
[0242]  SMM A A BHAE RS IS N, SR AL IZ IR B PAEAF IR AL T 65 2 22 70 H TSN . SIM
o TAHTS I MM DR 2 15 % o % T MM /138 [l () il 35 3 2248 20, 000 458w 441 /
e, REEEESE E IZ W 222 3, 000 1] SMM FT . AR, K4 SMM M a7 R 2 H L L
I MM 2 i AT B B AE A SMM, 40 R SOk .

[0243] VAR Z2 B NK 40 Jf 8 B MM A (A, E0F56 F 7 v A NK 48 Ho6s I B MM S 40
JEL B 2 1 B AR BER . AR LI B, B B A S R IR TEAL NK AR (MICA
FIMICB\ULBP) JF H FiA#HIME 1 28 HLA Bl ik (Carbone E%%,B100d2005 ;105 :251-58) . 7
A, AR I8 T[] 42 22 1 MM R FE A1 NK 41 I ) g Bl /D AN D R vy o« 0 SR MGUS LUK
AR 5l 5L MM AR AR 2 TP NK A0 L oF SRS A 0 2 8 0. AR B, RS MM P NK 48
M vFEs > I HoNK 40 J x5 ) As 15 BAR s N PE (Carbone %5, 2005 ;Sawanobori M %%, Acta
Haematol11997 ;98 :150-54) ,
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[0244] Wy T 35 A 936 BH A MM 2 BT 8047 3 SCR B 9 DG E IR B8 e 8 TR b B3R 2 11
(MGUS) , MGUS - 4iF7F T 135 M 85 1 < 3g/d1 IF HAFBER 4 M << 10% . 4RT, 11— MGUS &
G, IF HARXRMEOLR, M B WS i, v REAERH & MM 2 AT 330 SMM. 584 T i
A2 2] P B 1) B AR B 2%, DL R B MGUS [r) SMM32E Fe AT SMME i) A5 3Pk MM FE2 T il o 4R
I AT R R 2 A E PR O L R RAE

[0245] o 2l ZRFKAN ML A FREGAL, B )G RIGAL FHAFIE . MGUS. SMM (125 41 g HL A7 240
1 P PR 40 i P T A N RN, % G5 L 1 6 ) B R X 43 I o

[0246] o MGUS [r] SMM T SMM [r] MM [r) 2 7 13E P ALLT- AN 585 AR e S i i vp ok AR I iz A 3
AR, 3 H 5 B B2 4 1) R BV K.

[0247]  Zo4MHIA Kyle 25/ NIBEEI 276 4 SUM BB I BELLI0 A AR 50, 15 HH 4548

[0248] o FEER 5 AEWIAAERITF HANAT IR A M i B BRI N 3% . K4y
ST MM, A 2 % S 1 o JEUR e R R AR (AL .

[0249] o SMM i i 10 i IS Bl K b 52 1 2 W7 LASK I B () s . JEAERT 5 F P A R aE 4
10% , ABAEJ5 22 5 SF P AUA BH4F 3%, 2 G FIR R4 1% PELSERERT (TTP) 7E 2 42
3 RN

[0250] o Y AU I 5 Hh A7 B v I A 11 S OKOT B R R 40 R LA B .
IR, B EAE X 2 AR R AR 3 ANTIUG 22 TR R R I R) 7y THA7 AR AR 2 K2
o TE R MBS, 87 % 7EER 15 4 i iF Je i B B e s , HF Hop (E kR A 22 2 4F . AH
2 FEAR AR 20 A, A 39 % (19 A Rk R, AR () 4 19 4

&2 -
i Bl EEK TEFHK A% 1SHFH
(n%) 69 3t & (%)
£14
A M H4E>3 g/dl 106 (38%) 2 87
BMPC>10%
[0251] . Fa4
4 iF M #1{E<3 g/d] 143 (52%) 8 70
BMPC>10%
%34
st M {523 g/dl 27(10%) 19 39
BMPC<10%
BAE
P<0.001, n 2 £ E 54 276 (100%) 5 73

[0252] 3% 2 7t 3k e i iE sl M 22 R MR BB IO WL (R B Kyle RA %%, N Engl J

Med2007 ;356 :2582-90)

[0253]  FiAthiE RN 3 CAE AWM G P 25 5 0F HAE MR P b b s UL 2

AN S TN ) S B, B S 2 2 TN A0 vl e o SMM R T

[0254] o ALTART0. 126 B T 8 WAL IS H il B AR BELL R (FLO) B0 9 A7 1 A

B E . B X R Mayo FFLLIEATFIE RS, MBS LI M AR 1 7K1 R e 5 4

W 3 EEIRIRTAG 70225 FF N FLC ARG 70 2845 AU, Fo b B 20 A SE P44

[0255] o i HEIK AL BUPC IR 57 H R AU AR AR InAEAE W GT R Bz, BT iR S e AN A R
52
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8 O AR B Tg RIFR B () —F s & PR K. 2R T3X 2 240 e v R, Ho
TE 3 M AAFAEAFAE BN R 2, SMM [i) MM () SRR JE 0 4% .46 %6 FI 72% o SRTHT,
T A WA BMPC R BYHEAT R AL A IR, I H AT §eE AR 44 1) FE 2.

[0256] s %%, A BTk ) SMM ( RIS M 2R e T 0 0 ) 1 o 8 Je oA e pk M
[ HATRE M B A EE (PE L3 FAHE T 3.94F ),

[0257] K 3 /R EM EE I ZE . CLHT NKCIR HTiRG7r T L -

k3 tEWEZRAET:

SMM i#t & 69 TR 44

£ IMWG & RAREZAT
e MZEAGKF
¢ BMPCH# L
o B4£E G AC S0mg/24h)
o IgABRIMTE
¢ MRIHHFST

[0258] o BHE K mI(BMPC)# AR ILAE H
12 8 IMWG 3 Blin A
o M&EaiKF

¢ BMPCH %k

o FREHBBELE

o AAMEFFEBMPCHE 4L
o  FBAEMRE

o HEEARX

[0259]  FHHL NKCIR AL&4ia77 SUM

[0260]  $HT NKCIR k.54 n] A A Hb it FH 2 55 450 o )y ps v 1 o i BE 88 L 4/E 41 (standard
International Myeloma Working Group) 7E X T5E X H) SMM 5% MGUS W& . 705Kt /7 &
L BEEEAARDUS (B, b F BA s RS d ), wland s BA S5 A R4
KGR AL TR 2 PR 1 4. e, nlyayy B T M kR — e
A8 X RS IR 22 19 B8, 9 ] 25 g s ME 22 e MR B R U AR S Bk B R
THIAE 2HBEE 3SAMNEE (S WH U Kyle RAZE,N Engl J Med2007 5356 :2582-90
FIkRdE ) IF H AT NKCIR AL &6 TT « PTRRIE A ST A TFIF = F25 25 77 2 R Bt NKCIR it
RIGTY B3 . B NKCIR JRI7 A A B R A 7 B S TR 97 5w i At 2555 & SR,
PrikHh, Bt NKCTR B A 26 A1 B A8 A X NK 40 o vd Pk B i s m AL 2298 7 A o0 R
i

[o261]  Z JxPEErfEd ()

[0262] £ & PhEBET Mo e WRIEAE (£F 2007 4E3E[E HIL 19, 900 41519 %1, I
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HAETERR IR E H a6 ) o MM R 2 40 fi S 39 5 7= A=, JUAE S 0 (B 3R A B A v 91
HrE R Al R EREE ) (BTIERI M & ) o MM PRAIEAE T B B A R R4S IMUE « B B8R ' 52
vy o F 1 BR AT AERA L R FRvE R 2 MM Ky le A1 Rajkumar, 2009) o

[0263] MM ¥4 HTIRYT

[0264]  JJ3 s ¥R 57 HI LN AR < 40 BRIBCR ATV (iR I bl s o) & B B [ i “ 5 %) 5 LA
F BT 225 R IT5, A RE AR B R (B R AR ) OB 25 2
MEKBFEHWOAE.

[0265] 7 “Bfbk” BRI T (WA RFELSTE) ZaRAR0a 7 89k LU
F BRI 22 OB E40 57 (alkylator) (200mg/m2) » B fas e o B0 nb Bk [ kM3
I 40 MOBEAT MR, XS4 A A2 . 8% B 7% S ) 45 R e FH 1) GCSF A1/ B
PATlE B e A X 1M 40 . B o R S RS Bl AR, T2 A IR AL, sRAL AT /T 65
2 FF B L A e 16 R T2

[0266]  BERTRALIGIT ASAEDT 5 SIRIT FAERZ 10% & 20 % [ 538 1 S0 VGPR F1PR
HCA P RE . FETCRRALIITE LT, 3F HLE X K F 65 % 1, IR D sl se 4 e Y. (CR) A
PRS2 SV (VGPR) o 0K 2R BHATLAL B 5T REGS 36 B2 T oAb 1) 7 AR T2 VEAE R
N JEHE AT G I LA B 3 Bl S A7V AR 7 TH LB (PRIR T Attal %, 2007 H)
[0267] TR 225048 N HH IR P 2857 20 S i 15 24, B Imi d 7, 49 1y R B2 i (thalidomide)
Rk AR RN (1enalidomid) ;LA Hx [ BEAARHDHIH, ) il &K (bortezomib) , 3 HH 3=
95 A 5 B 2 ] sl i 55 AL 25 PV I AL BT TR — 30 . TR R A A 2D 2
FIVER <41 BB 5 875 2R 40 B BE o X B850 2 55 IS [ A Bk 25y 7 i (B
FIEAEETE ) A AT1T 35 O e Y3 DL RO T3 VPR 2R B CR ZERCA W] RE. SR,
ARSI f /NP P B8 TR AE 23 T 2 T R SR A AE Pl I S BT A 2, 7E 10 % DL I A8
A IX LR I R A SEIL, SETR CR (1 AE R G R R R .

[0268]  &2/b> 50 % W BITE S — IR RN XRIT A RNV, {H A IR BUG 88 R e 447843 3k
DL ATAR o] VAT 6 . [RIL, B /D S0 i Sh RS R A S Y050 I 40 i 0 A 4 BB 3 2 A, i 1T
TR BRI, FE 7 I E 1 2 PR ) T A

[0269]  YRTIRIT UIBR TARER AR E o ATATVATT X TORER A (2 e B v B30 3 AR IE
. YRYT B NRESE [F] e SUH

[0270]  7E KT 65 % B ™ E AL A 0 R, D 2 iR yT O S ST iRl SR
+ikJers MP) o A TIEE R MP 5 3 Biolr 2550 CUbRI R I I A K BRI R i ) A iR AT:
—FH AR ThRvE NP AT I L 2 ] = Ak s 2 R A 4L, BRI i + Hh 2
KA (Dex) , VARSI B ik + DA K +Dexo 7E/NT 65 % 3 H o™ w4t [m S i 3,
WISE AT I S LRV IT, A8 I8 5 s Be A8 PR, 2 J BT 40 M o ELAEAY B R M3t . 48
B [ET S N BT 9 AL o 76 B ARME HCT 2 J5 RIFF AR R Rl i 3 55 40 i K R 2297 iE 4 A Imid
FE B A AT I

[0271] s WY, H) PFA

[0272]  HAEGAEHTA B N AE ] IMWG (R Bm MM AR ) 39 BRge— [ SR, W1 i 40
P AT K NAE 2006 4T Leukemia TR

[0273] Wl &R VEVEAL ROV, A AE S R I B GAR (e < L AR i
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/10, 000 > BMAH ML ) , 38 5 90 Ko Adt FH AR A0 25 DR 3 Pk A% T B 0 B W E X 0EA T (19 SIS PCR
SRS € 7 CR A PN R B . AT 2 S84l AR . LA 7 i B HE v 7
T O 0] B I B, DA BE I S VA

[0274] X153 IS CELFESRAL ) 7 VM0 58 AR 4 SO TR 4 FRUEE D) (451 201, TMWG #E
W) KVPAl. CR.PR B VGPR &3 W] A& B 1) HT NKCIR HLAAEIT o

[0275]  FHHT NKCIR 4L & 403477 MM

[0276]  FEAS FHAL AT VEEAT VR R/ B S B T 55 (9 4 Imid BRER B ARFDHIR ) ¥
7 2 5 ATAEXS IR SR/ BATE R I 7 VA 30 4 5 58 4 S R I BT Iy 2 P e /N )
AR TP R FH P NKCIR (AR AR R R/ BRIRLEAT / Btk ) J597iE. Al A
SCHT s ISR B AN 25 2575 %6, BT NKCIR SLARiGyr By k2 G (BIAnAEds Sy 7 i FATE /Y
W EEZ G ) SEHLR N BB AR I B3 . BT NKCIR Y897 7] 2 B3G9 a7 5 5 FH Ta 7 K
TR A 2G4 Ao SR, AL M, T NKCIR HoA40Ks 78 AL Bt 450 FH X NK 48 vty ik B i
VE R B4R 23697 TR B DL T e H

[0277] i NKCIR PRI 25 25RI25 2577 5

[0278]  fE—ANJ5 10, AR AR VAT T VA ARG A A A AL 5 V6 97 A S E IR BT NKCIR
FURIEY) . 197 A 3T B W4 0. 0003mg (Fifk ) /kg (EFEAATE ) 24 3mg/kg (14
1, #70. 003mg/ kg 22 3mg/kg, 129 0. 015mg/kg =4 3mg/ke, H 41, £ 0. 075mg =4 3mg/
kg #7 0. 3mg/kg 4 3mg/kg F1Z 1mg/kg 247 3mg/kg H IATAT—&, BLZ) 0. 0003mg/kg-
#£1 0. 003mg/kg. %] 0. 015mg/ kg2 0. 075mg/ kg 2] 0. 3mg/kg.Z] 1mg/kg F1Z) 3mg/kg  HI{F
fil—3& ) WIFIE. B KIR HUARRFEFIHFHA T PCT Hiig 5 W02008/084106 H, i% H1iE
I TFN B LA T AR e 75— ANSEHET =, A AR H W LR 3 IRE R
2 H— RIS N 2 255 R A 20—k Wl A& & s 3 k.20 6
KB 10 Ko AE—ANSEH T Zerb, Wk N i LA 85— AN Sit7 &, Jiis 4 &
NK 40 i 2 i b )9 il 14 KTR 3555 NK 40 B 60 40 B a5 s 1tk o 75 55— AN S tir &, Jeik b a8
SRR KIR Bufk. B, LR T] A PCT HiE S W02008/084106 FTid il 7 it &
1-7F9,

[0279]  FE— ML 7 S, BRI & DIE N B (R SR IR A e 2RI E R . iR
SCHTH, RIE “HEASE A 15 E /> 90 % L KR NKCIR S A %, 3 AUk & 48 % /b
95% M2 IR A &R %7 AT AL VP AL R 0 NK g e s/ speisvE T (T
TR AT FHATATT G0 I R AR AT, e A A R AR A sk 40, A5 41 4, NKCIR (A 287K
CD107a pRic %, WA SCHTR ) o I 2 A TG (BN 1 /N ) # kP 25 it K it
FH I o

[0280] 54, W] LA— 5@ 1) A — i 25 25 430 I H Bt NKCIR Hi 44 LLAE ifn 2% P 25 1 NK 48 i |
Z/021 90 % ik 204 95% NKCIR (FA FHREF G2 DA H WD H D HEBOSAH,
MG R A — BCGE R 3 (B, 20 34N H e A H ) o 2RSSzt 7 2, FIEAE
27 0. Img/kg £ 3mg/kg %] 0. 3mg/kg £4) 3mg/kg 2 0. Img/kg £ Img/kg VLK) Img/
kg 224 3mg/kg MITEH Py, HE— DU, L rh b B KIR Sk, di— ik, i
HUA R 1-TF9. BPRRATERER —IRERE 2 D H IR AR IR EA S 24 H—IRIKTE
W SEC A RE H — iR B, 4 2T 1k B R = IR CAPIRFIY) — R B AT
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RNLIVU IR = IR NI PR IR 5 LR B A DY R R 7S R 29— IR

[0281]  FE— ML T b, AR 2 REATH RN GH — k248 2 MH—
YO 5 e A2 AR FE A s AR (o, 2704 90 % B 95 % 324K (5 H %) [IFIEIHT NKCIR
Poiko ARG A0 2> 3 IR 2 D 6 kB 6 IREL b i, %07 ] AL BL—E )
R 2h 29 A% it FH T NKCTR S LSS NK 4H g b 22225 90 % 8K 95 % NKCIR (54 % 4¢
BEAA 2 A H6 N H 9N 12 M H.

[0282]  FE— ML T R, 7T R FFEE AR SE AW . 5 2 RS A
SEABAFREE A /DZ) 1 2 JE B 1 AN H R 5 R BP0 NKCIR Bk, 5 &5 s A2k
ASEARMAT (il 22 /025 90 % B 95 % S AR A AR ) RS — R, w] LU A — IR &R
T — R R 52500 5 RS2 AR S AR 5 A AR RR S 2 9 el g, ] LIS 5 7 ] —
RBFH P AZRE. U85 B2 SRS MR A A 2 24— A, v B
N2 A — KR R E . 7L, iR E A a2 b 3 k2 6 IREL 6 Ik
CLL o B, 1% 5 iR m] DAL SRS LL— @ ) A — 2 45 25570 il Bt NKCIR i 4 LLSZ B NK 41 i
L&Y 95% KIR WHFFER DA 6 ANT9NHs 12 M.

[0283]  7E 55— MMLILSL I 7y ZErh, 77 S5 | e (R BRI JE A 58 A 2 AR vl il 5| e 2t
ASEEMAT (N, 2029 90 % 8 95 % 2k HH # ) Frak /b2y 1 F L2 B e LAY H I
IR = B0 NKCIR Fiik . 3RS 5 | 32 R TR AR 58 A M N S 24— il 2 9 R I, mT A3 2
L35 H— RG22 DA AR B —x (B, B H—R) R E. SRET %2
R SE AR RR AW i 2 24— A A, wT DA an £ 8 2 /b WA H i BE— ke (g,
PN H—) ERZGR R . 78RSt 77 &b, FIEEL 0. Ing/kg 2249 0. 3mg/kg K130
BN, 2088 H— Rt 78— AN St 2, FIRAEL 0. 1mg/kg 2244 3mg/ kg (IVE I N, LIk
1F 1mg/kg 2244 3mg/kg WG P, AL A H—k (B H BB —k, B> T4
PN H IS — ) A, 3R i, HoAz B Bt KIR Hiik, dE— Bk, Horhizdt
R 1-TF9, WIEZIRTT, MR 7 R0 R A e 2 kR e 2 b 6 A~ H
9 AN Hk 12 4~ H i,

[0284]  JE ' 28 ik PN it FH B AR, (B H A A58 1 45 25 07 X o E 4N 1, I8 ELIE R 141 4
W02008/084106 1.,

[0285]  EAAPL KIR Prik 1-7F9 BRI S241P A4 Jy A 3775 NK 40 f v 0/ 8RR y7 P
AR E UM, A BT NKCIR FAHT KIR Bkt n] H FR 4 AR B A EF . R0, 2Kt
N 530 KIR $iik 1-7F9 BAMIR K, {8, 70 85 R P B A A RUE B2, I BB AR
SIATRRL, oA AL B LEAH N T KIR FLik 1-TF9 S 301120 50 % LA, 3£ 2 30 % L
Mo HLKIR HULik 1-7TF9 fE& % 0. 015mg/kg HIF = T HA L 4ng/ml [ =26 HF ) K, FF H A
HZ) 20ng/ml [FHESEFR ) Ky s HIGBRFR L) 0. 5ml /h/kg, IF H AT AL 115ml /kg (S
I W02008/084106) o1& I T 4% & BH—Fh B2 Fh 5 i b K 7= 49t BT NKCIR HifA ] A LR
WP (a) FRACERPEBT NK 40 b0l NKCIR KB5S ; (b) msEf i K, B4 2 24
6ng/ml ; (c) KI5 ) Ky A2y 10 22 30ng/ml 5 (d) G FRF AL 0. 25 2225 0. 75ml/h/kg ;
(e) S AR A2 50ml /kg 2225 175ml /kgo P NKCIR LAk K52 14 b5 AT AE FH dn A< & Bl v
PR T PUR S A R 2 NKCIR B e Al (2 WA an, st 2) o HT NKCIR LIk
29BN 7 2R I AT A an A i B P 38 TR E Bt NKCTR P AR i s kel e (2 DA
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S 1)

[0286] St

[0287] S 1- b 24Rsh )y 2%

[0288]  Jfid ELISA JUZHT KIR Fifk 1-7TF9 WM KA FE , an s SCHTfaf B

[0289]  H KIR2DL3 ¥RATHE (100 fFt / L) iRATIEFMOIF HAEL) +4C IR E IR . %
F A% E B0 IR BRI 28 VRV vy (400 ST / FL ) BRI IEIRM 3 Y. s I BH bR 4% o
(200 14Tt / FL) I HAESEE T FEFRIRE G4 FIE IR 2 /M. RS, YRGS
MR (400 BT/ FL ) FRBEGIEFRAR 3 IR,

[0200]  REARVEY) TR AT FRFIFE AN I R BE =i (L00 BTt/ L) » Z JGfEEIE T T35
TR E G FIFE L) 2 /N o FRBEREE IR 3 Ik (1 b)), 2 i/ BT 164 i 44k
B TAE (100 T / L)« BB ESE T THRRE G % L I E R 2 /M, 2
Ja PR HE G

[0201]  F TMB A IR #5780 (100 TH / L), FEEEEE T TEFRE G HH
B30 r%h. @R InE g GO Tt / L) ZbBEE RN . 7€ 450nm F ( Z% 3
650nm) SEEUROGAE . ISR E R TR 5. 000ng/mL I FAXAFFE A 2 & FFR A 110. Ong/
mlLo

[0202]  SEjitifs] 2-KIR /A Zail

[0203]  JE L PU (A58 00 A0t N A AR A VRl 32 A i 36, [ & 2, PR 48 EDTA HLitir)
Jeil 12 1076 FRT T 90K 2L 20 JH R NK VAR 2 40 b 9l B AN &5 KIR2D S2 A KK o Ui B A st e
W LIS PE 1 1-TF9 ( 454 2 KIR2D 431 ) JL - RiPA R 45 G 1) KIR2D . 25547 sl
SE I LAZE A PE /D EPT TG4 ogEdiik (HAR 454 22 KIR2D SZ2 4K 11) 1-TF9) B
KPP 1-TF9 (571 KIR2D 3244 . I B A1 455 00 ¥ eV VEAG 1-TF9-PE 85t h1gG4-PE
(A PE G € 1 4 b DL R GRS IMESF] o 78 LAR WS 8 LR 8 A PR A4 -
[0294] ¥ B4 20052 :CD3/1-7F9/CD45/CD56

[0295] 45452 :CD3/h1gG4/CD45,/CD56

[0296] 7F Becton Dickinson FACScalibur 1§ H Becton Dickinson Cellquest #AF4)
MIFEAS . T 40 SOk CDA5+CD3+ Ik B 40 i I . NK 40 g s Sk CD45+CD3-CD56+ 41 fifd o
[0207]  SEJitifA) 3— I PK AML BIF9T

[0298]  XJAFEK AML 3% (> 60 2/ ) TR —F IR0, ik B 5 7575 S AL 1 2%
ITVEZ G Se R, (HANE T E B . N bRUE 3+3 Bt FF HB LA 5T 7 A5 &K
7 :0. 0003mg/kg & 3mg/kg WIFIEIEHE . TE45 252 )5, A2 41 PK A KIR v 2 i i i
HHAE KIR A AR A 1E

[0200]  tHEHATH FEIAK . ¢ &SRR I B82S AL a1 2 58 i
¥y, Hob DIRE A BB AT E L 6 k. VLS BG40 il i6 b BT 2 1050 & A [ 1)
A EEHATH Y

[0300] AR AHRLRI T

[0301]  FEPMREE T, B E5E %Mt (CR) I HAE FRENFK AL EE (>60%)
1T T iRHF3E. AML A #R 45 WHO #n¥HE. (Brunning RD, Matutes E, Harris NL %% :Acute
myeloid leukaemia :Introduction. In Jaffe ES, Harris NL, Stein H 2§42 :Pathology
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and Genetics of Tumors of Haematopoietic and Lymphoid Tissues. Lyon, France ;:
IARC Press,2001.World Health Organization Classification of Tumors,3, % 77-80
T0) o SRR HRYE NCT bRt g MHTEA 5822 (CR) (Cheson &%, JCO, 55 21 4%, 55 24 ],
5 4642-4649 1T (2003)) , BANAE 1 80 2 DMF P T IEEI UL L 20 1A I Hm % 6 1L
[ 46 22 VAR I ML/ AN 58 P CRi.

[0302] 7 71) s H 150 o 0 0 I, ) e J — O P A 27 VR R I T Oy 22/ 30 R HL
F % 120 Ko HALGHEFREDRE ((HABR T )NK 4 g I KIR2DL1 A1 KIR2DL2/3 [ K1k
ECOG (Oken, M. M. %%, Toxicity And Response Criteria Of The Eastern Cooperative
Oncology Group. Am J Clin Oncol5 :649-655, 1982) JRZ 0-2 UL KK H 4L R a7 A Eh 5
MECOKE.

[0303]  Xf T RIS, R PTHES2 )22 A PR MR OL T~ 58 B & 3it 10 4 g — A At
[0304] A FRUECLFE L XF g o R 40 i T4 > 1 X 10°/L, IfiL/NBR > 80 X 10°/L, H s Bk
AT 5%, REIKARAE (Auer rod) sEPRER s A SEATPL A MW7 A S S
B OKE B NK 40 B KIR ik (4690 KIR Hifk 1-TF9 BIRES) ) 40 HBIF 9T A
E G A A B DR nG s LUK LR S AH AT < (a) MEVIRET< 2mg/dL, (b) SH
R < L5X IEFE ERR, BLR () AS < 3X IEFH LR,

[0305]  AF5T T

[0306] | B B A0 2 22 A0y L RO 25 B o 0o 4 2 A PR RN A2 MRS . TR RIS
A5 & 7K °F :0. 0003mg/kg. 0. 003mg/kg. 0. 015mg/kg.0. 075mg/kg.0. 3mg/kg Img/kg Fl
3mg/kg. —HMRIESE (3+3) Wit TiZld . BB I —0E, I B2z e 2548
B )5 M0 B A NK A B KIR (A AN A Rl o 1k S AW o3 22 42 1k
PK A1 KIR 5435, I HAEZE 25 5 BT 4 J 31 1a) D50 8 4 SRAT OB — MM pl i 9 e 5
[ EA o

[0307]  H IR T W E RS 290 TR SE 2 AR 2 MR . AT A
R R R R AR ) B T TR S R A (R SR R LA 4 JE I TR TR) R 2 6 (i
F 5 B 6 25 25053, S FE S 6 > H I TR) o 2545 2541020 25 25077 in) 022 2 M 07 i) 2Rl o
TEf e — IR 2 )a, MG 22 At B 2 83 NK 40 B KIR A S AT A 1o 1%
A PRI R IR F SR I R) AT BE AR PR 2 R g , OF HIU s Ko B e — k& 24 24
Jil o

[0308] A HH 36 B [H Sk 2 s AN R F R WARTEAEN] (US National Cancer Institute
Common Terminology Criteria for Adverse Events(CTCAE)) % 3.0 MiPALHt KIR Piik
1-7F9 i e tE (RMERDIEE BRI R ) o« AL 25080 )12 248 51, KIR (A %, NK
HUT 40 E A BIPR I WT—1 R AR 0 S ok R A7 i 1 LA A S A7 s .

[0309]  AML W5 45 R

[0310]  7F /| & ik ¥R 4 b 78 8252 0. 0003mg/kg. 0. 003mg/kg. 0. 015mg/kg.0. 075mg/kg-
0. 3mg/kg. Img/kg LA K 3mg/ke )£ 7 & /K 1 i) 838 h vE Al 2 A A, B S 2, 7l &
0.0003mg/ke 51 KIR FR A (50 % HH 3 ) FRELL) 2 /M 5553 0. 003mg/ke 51
KIR 5841 (90% LA %) Frek AR 24 /NI 574 0. 016mg/kg 5|42 KIR 58 4 AN
FREEANEN 7 RIS 73 0. 075mg/kg 512 KIR S8 MOANRR ALK 3T 7 I 573 0. 3mg/ke
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S KIR e pnRES: 7 KL EIF HAR] 14 RN 575 Img/ke 5142 KIR 58RO FIFR4L
AR 3 TR (T4 2 A3 B2 18] ) 515 3mg/ke 5142 KIR 58 M AIHR4E 4 L LI
1,

[0311]  $FAf& LL 0. 0003mg/kg.0. 003mg/kg.0. 015mg/kg.0. 075mg/kg.0. 3mg/kg. Img/kg LA
K 3mg/ ke IFEACEIRTT I WITARVR T B LMAAE ] (OFS) o iR TR 4%,
%2 1mg/kg F1 3mg/kg 157 &K 1 1 5 32 18] DFS AR5 T 2 BARF & 1 B BB K. 74,
5 RIS TR) 2 NTF 4 TPH21 57 VA RS s R) AR T S5 I A7 AR 0 150 8 Ok S 487, Herp AR 5L
=N AME G REAE 112 e ) AR TER SRR T 43 FhE (36 A 71 e
) o BRIEASZ AR (B FERF AL R RR AN B ) B ANE 2 NK 419 E (education)
AR S N B = 9 AT B B AME S2 AR AT 57 & B R RCE A 3. B b, #52 Img/
kg 1 3mg/kg K175 1K) DFS (73 JAURUN TS o (1) 2 1 5 FREe ANl ) P Lux T ARG
TR E AT TR DFS K152 . R, HHT KIR HUAR AT NK 4 e it ) 28 I it i) B
N HA S REN. EEE SRR (At 6 REH 1mg/kg F1 3mg/kg 7 &K
LA L — AN JTAL, B H — kA ) AT DA es 25 LIS 58 sz i 222 2 J, JF B
HAAM UF IR FF 2 504 2 AR AN, iZAE FH G H &

£ 4
. . &R
DFS=%2 & PFS=82 X
-CR(A) JPH21(/) CR'I(P};I)Z o1

PR &4
1) 1 51 35 20
F 3414 67 47 21

[0312]
48=0.3

(15) + 44 42 10 19
F ¥4E 55 36 20

48 1-3 mg
FiA 92 55 26

(6)

F34E 97 73 24

[0313]  SJitifh] 4— XTHRAR L 22 J 1 vy B R80PI 52
[0314] % SMM 35 AT A5 5 | A0 Fe 452 e [ BV 0 FRT P A A [RD 5 B ()T KIR 44 1-TF9 1
RUERL: (two—arm trial) . HLLRNIRITE—4 A 0. 2mg/kg, I EAE KT S G 4L 2D
217 Rel#se4a (> 90% ) EREEEA, 3 HA4 B 52 2mg/ke, 1% &AL P KE LTS 2
51 5e 4 HRraiffn, DU b B BT a4 2 2 6 IR, IF A & 2 MR T 3 Ar
Y, ELFEFR 7 ) MM 0 i (R b f
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[0315]  FR3E MRLRI T

[0316]  I& Fi%MF 0 A3 SRR U8 B B b 8608 T/EZH e X (Br J Haematol2003 ;
121 :749) (158 SCHT A AT AU T 1) SMM « I35 M & 11 = 3g/d1, F1 / B0 6 5 40 i
= 10% M AR EHES (CRAB) -

[0317] = (C) AAFLERAGMAE :Ca < 10. 5mg/d1

[0318]  —(R) AfEAEF%EE JIRET << 2mg/d1 (177 wmol/1) BHEINLERENE R (R
% MDRD) > 50m1/ 43%h

[0319]  —(A) AAFLEFLIM :Hb > 11g/d1

[0320]  —(B) FRUEEBEAS EEAAFAER AV #mAE Can RIS RTE 7S, WA A MRD) .
[0321]  FREEIEZNUEA FTIERME (5 e OIS M & [ = 1g/d1 95w ) IFH
ToIE 55 52 R PRI GL BRAT AT MM IRl R IR SE I 5 %

[0322]  WFFTIXiT

[0323]  PHALPRANRIE, Sorbod i BEAL 7 Rk 7 AR

[0324] - {EZH A :0. 2mg/ke, A EIERRFFFL R/ 7T RG1ETE (>90% ) B
B,

[0325] - 7EZH B o :2mg/kg, %5 & AL PR RS 2 8] 5 | &2 5e 4 HARSL A

[0326]  {EPA4LH, &F 4 F 6 Ol F# KRR 2 1 /AN BT KIR Hiik 1-TF9, AE3EA
WU RN P A A AR RN & . g5 4 J8— 0 BT KIR Hudk 1-7F9, [T 6 M.
PIRAE 6 MG TR IR TT SR 22 /b e/ NRE R I N 1) R 5 T L 6 MR BRI ¥R T 50 LA
BIT . TERFS B R E R L 12 M HB I8 M H (RIFESEIATTE 6 M H ) (i g
HITSERUE 6 AN H KIR MAfs > 30%, MRS TR B4 ) o

[0327]  VPAliwitE

[0328]  HEiE& BT IAUFE YR [ EBMT #EN) (Bladé %% ;Br J Haematol1998 ;102 :115) {1
ANFEBE M) IMWG 48— [ N briE (Durie BGM 4% ;Leukemia2006 ;20 :1467) X sz kAT 4y
K, F/NFRBE RN SR O EBMT FRvE (Bladé 25 ;Br ] Haematol1998 ;102 :115) JfH.
FELIIHE () MEEAS BRI 25% £ 49%, (b) 24 /MR EE M HEIEE > 50% &
89 % MifJikAd 200 ZZ 5% /24 /NN,

[0320] %ML 75 B F vk S22 3 P P A A TOEAT F 8 [ o i B 7 5 70 R 4 I 2 s 5K
PR CR bR AT A 2 DN i3S i S e %, JF HLAE R S CR BRUER pr e g kAT o
BE e R A A FIEN S E MR EA R EEM .. SEUR R,
AR F ML AT DA

[0330]  Gj4b, fEBFFTIN PN I 5% DOR ( R NAFEEIN 8] ) « PRS ( DGk R A7iG i ) LA e i)
(6] (TPP) .

[0331]  SEjffh] 5 FEXT 5 — &Ry VA IOV i 2 R kv BiE IR 1 e R 92

[0332] #HATEAERICEITE 11T #8371 (Gehan’ s one—stage phase 11 design) HJJT
JEARZE BENLAL AR 2 | 2 oL B 9T DAVPAG I A M8 KPR N S SR it KIR Hifk
1=TF9 [N ANEF BT R RN, BERLL 0. 2mg/kg 5K 2mg/kg (7 & (HRPEHLFHAL 5
M) B2 4 R 1-TF9 VRS, LAY JE I 1) R) B 22— /N e i

[0333]  FEE MRLRNT VA
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[0334] S B A B M VR O HEERZ A —4ibyr R BRI & B0 77 V2 s m ) =4 o
J792 ) LR E ARG 40 OB Al , 2 a8 52 R B2 IV 7 1) MM AR 2 0 T 9T
[0335] AR RI A Bk B S BN SRR T A OV o B B A W R b () Rl e R
MM EE = 3g/1, B B - BRE A A AR 2 4, FEIX PG 0L T s = 10g/1 MyE M &
Al ARAE ] e, 3K (b) 1My M ER << 3g/1, nl & i Bl A il B i = 100mg/ 1 LA K 7
TR R (< 0.26 B> 1.65) .

[0336]  Xf TA &5 A (PR FI VGPR) f HAL TP & B B, 3 70 R NV A5 5 IMWG 48
— S NBRUE NS — Al 27 VIR T 2 AT IS M g A PR = 50 %, BL K 24 /NI PR M 2R
HiD = 90 % B> 22 < 200 Z£ 50 /24 /Mo BRAE A SOVRR Y TMWG 48— [ AR HE & X
WIS MR EBRAE 90 % 81 90 % BL LA PR MR /K<< 100 Z£55 /24 /NN, IILTE M & A
= 3g/1 WEBERFE 8 AE2 /D 2 A H B mEH i0 M R A& ER0E, DU T M &
H< 3g/1 W 1T T I B R REKP AR E o

(03371 1t 4bh, & F i ECOG ( 2£ [H %= &1 M 98t /E 41 (Eastern Cooperative Oncology
Group)) MREERZEA 0.1 8 2.

[0338]  WFFTViT

[0339] EIIHFENKIRIRES 1 /M, ARPEBENLALAL, LA 0. 2mg/kg BY 2mg/kg [IF)EEF 4 JH—
Ui PR 1-TF9 B%myE, 7R84 MEM . fE4 D ANA RN (MEMEA TR ) 1EE
W ARVFRSZ AN R 4 D H— Ut a7 o 7RSI TR) T [R]— 21 1 i s A
FAH [R5 &

[0340]  ZF—F&E 0. 2mg/kg AU R RZAMBAM R L L 1 F,

[0341] 28 )i 2mg/ke W& & TAE SZARMAT 220 1 A4S F IR &

[0342]  PPAlibRitE

[0343] & I e v T I35 A 24 /Nig PR FL K R e 1 MR KT DL R ASE FH v
M eV LA 547 1 Freelite € P g & 13 B R REACER VP Dh A VPR A7 75 26 5, A4
TTP (HERERFIR) ) « PRS ( TEHEEAERE T ) DOR ( e M ar it /] ) A K 0S (S AEWEHT ) .

[0344] 45H

[0345]  7ELL 0. 2mg/kg B 2mg/kg ¥A9T (4 IRZ525) WA AP AT 7 4 835, 76 2mg/kg
BT (RFE 2R A ) Ao g2 — AR T RN, Wikl M & AR BT RS (1 2 IRiE
LTI B E M B 25 % FRAIK ) o

[0346]  ASCHI WA Z7% 0k (BEEHBRY) . TR HEMER]) 23cE ik big| 77
HANA, 3 B 5 R R A [R] &2 2 SCERAE A SC Al B e i g = DS | 7 AOF AT AL
PR A (R BNER AV SR FRRL ) 5 1T 545 28 SCERAE A ST AR AT St F AN 2K .
[0347]  [RIAEASC AN G /R bR SCH SAH G, 5 WA R R A8 & B R S A R T
“—A~ (@) 7 —Fl (an) 7 R 1% (the) ” DL RALFE 7R 1 PR AR 0K 25 S 20R B2 40

[0348]  [RAESI AN ULEH , 75 WA ST AT B AL (K B A RS A A R o A SR (4, 5K T 8
AT 22 B B BT B A ) BT s 491 P R 9 ] A0 A AR >4 I 22 29 B A P A 30 AL
) o

[0340]  BRAES AN I EF SCH AR &, A5 WA SCOC T3 — sl S B 1 A0 A i “ &
TUVCHA BT 8BS IR T AR R B AT R T T BRSKE T SR B AEXT ¢
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ZEGZ R E B R AL A HZ s S B R R B SR B i B0 S R
58 B A S I AR ABICS ThT BSi It 5 SR S (o, B 5 b B s bR SO A o
JE A5 WA SC AT IR A5 DDA s o I B IR A S B B 5 )
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62



CN 103298831 A

F % =* 1/19 7

[0001]

[0002]

110>

, A%
INNATE PHARMA SA
ANDRE; Pascale
BUFFET, Renaud
ROZENCWEIG, Marcel
TIOLLIER, Jerome

120> NKAUMI ¥R T AT TR A7 Mg R ik

{1302

{1407
{141

<160>
<181

<160>
170>
210>
211>
212>
213>
400>

Met 61
1

Gly Al

Met Se

Val Va
50

Lys Le

65

Arg Ph

Ser Va

Ser Ty

44292, 118602

PCT/US11/061840
2011-11-22

61/416973
2010-11-22

58

Patentln 3.3 i

1

128

PRT

R - Mus musculus)
1

u Ser Gln Thr Leu Val Phe 1le Ser Ile Leu Leu Trp Leu Tyr
5 10 15

a Asp Gly Asn Ile Val Met Thr Gln Ser Pre Lys Ser Met Ser
20 28 30

v Yal Gly Glu Arg Val Thr Lew Thr Ovs bys Ala Ser Gl Asn
35 40 45

1 Thr Tyr Val Ser Trp Tyr Gl GIn Lys Péo Glu 'Gln Ser Pro
55 8

i ‘Leti Tle Tyr Gly Ala Ser Asn Arg Tyr Tht 6ly Val Pro Asp
70 75 80

e Thr Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr tle Ser
85 90 95

1 GlIn Ala Glu Asp Lewu Ala Asp Tyr His Cys Gly Gln Gly Tyr
100 105 110

r Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Avg
116 120 125

210> 2

211>

131

212> PRT

213>

PE

400> 2

Met Asp Phe Gln Val Gln Ile Phe Sor Phe Leu Leu Tle Scr Ala Ser
L

5 10 15

Val Ile Met Ser Arg Gly Gln 1le Val Leu The Gln Ser Pro Ala Ser

Met Se

¢

20 25 30

r Ala Ser Leu Gly Glu Arg Val Thr Mel The Cys Thr Ala Ser
35 40 45

Ser Ser Val Ser Ser Ser Tyr Leu Tyr Tip Tyr Gln Gln Lys Pro Gly

50

Ser Se
65

5B 60

r Pro Lys Leuw Irp 1le Tyr Ser Thr Ser Asn Leu Ala Ser Gly
70 75 80
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[0003]

Val Pro Ala Arg Phie Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu
85 90 95

Thr Tle Ser Ser Met Glu Ala Glu Asp Ala &la. Thr Tyr Tyr Cys His
100 105 110

Gln Tyr His Arg Ser Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu
116 120 125

Ile Lys Arg
130

210> 3
211 1
€219 PRT
{213y PFER

<400> 3
Lys Ala Ser Glu Asn Val Val Thy Tyr Val Ser
1 5 10

<2107 4
211> 12
£212> PRT
213> PR

400> 4
Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu Tyr
1 5 10

£210> &
211> 7
€212> PRT
213> PFEK
<4007 5

Gly Ala Ser Asn Arg Tyr Thr
1 5

210> 6
@I 7
<212> PRT
213> MER
400> 6

Ser Thr Ser Asn Lew Ala Ser
1 5

210> 7
211> 9
<212> PRT
213 i
<400> 7

Gly Gln Gly Tyr Ser Tyr Pro Tyr Thr
1 5

210> 8
211> 9
<212> PRT
213> PERE
<400> 8

His Gln Tyr His Arvg Ser Pro Pro Thr

64
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1 )
<2107 9
<2115 140
<212> PRT
213> MER
<4002 9
Met Ala Val Leu Gly Leu Leu Phe Cys Leu Val Thy Phe Pro.Ser Cys
1 5 10 15
Val Lew Ser Gln Val Gln Leu Glu Gln Ser Gly Pro Gly Leu Val Gln
20 25 30
Pro Ser Gln Ser Leu Ser Ile Thr Cys Thr Val Ser Gly Phe Ser Phe
35 40 45
Tht Pro Tyr Gly Val His Trp Val Arg Gln Ser Pro Gly Lys Gly Leu
50 55 60
Glu Trp Leu Gly Val Ile Irp Ser Gly Gly Ash Thr Asp Ive Asn Ala
65 70 75 80
Ala Phe Tle Ser Avrg Leu Ser 1le Asn bys Asp Asn Ser Lys Ser Gln
8b 90 95
Val Phe Phe Lys Met Asn Ber Leu Gln Val Asn Asp Thr Ala Ile Tyr
100 105 110
Tyr Cvs Ala Arg Asn Pro Arg Pro Gly Asn Tyr Pro Tyr Gly Met Asp
1156 120 125
Tyr Trp Gly Gln Gly Thr Ser Val The Val Ser Ser
130 136 140
210> 10
211> 10
212> PRT
213> AFE B
<4005 10
Gly Phe Ser Phe Thr Pro Tyvv Gly Val His
1 5 10

[0004]

£210> 11
211> 16

212> PRT

213> INFEE.

£400> 11

Val Ile Trp Ser Gly Gly Asn Thr

1

<210> 12
211> 13

<212> PRT

<400> 12

£

213> EH

5

Asn Pro Arg Pro Gly Asn
1 5

<210> 13
211> 42

<212> DNA

213> NTH)

Tyr

Pro

Asp

Tyr

65

Tyr Asn Ala Ala Phe 1le Ser

10

Gly Myet Asp Tyr
10

15
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[0005]

L2207
223> 51

<400> 13

ggaattecag gaggaatttia aasatgeatga gggagtccae ag

210> 14
2Ly 26
<2125 DNA
218> ATH

<220
223> 5l¥

400> 14

cgggatecea ggtgtetgag gttace

210> 15

211> 109
<212> PRT
@13 A

400> 15

Gl Lle Val Leu ‘dhr Gln
1 5

Glu Arg Ala Thr Leu Ser
20

LeuwAla Trp Tyr 6ln Gln
35
Tyr Asp Ala Ser Asn Arg
50
Ser Gly Ser Gly Thr Asp
GH

70

Glu Asp Phe Ala Val Tyr
85

Thr Phe Gly Gln Gly Thr
100

<2107 16

<811> 327
<212> DNA
213y BHA

£400> 16

gaaattgtgt tgacacagte teceagteace
ctetectgea gggecagtea gagtgtiage
gegceaggete ccaggetect catotatgat

aggiteagtyg geagtgeggte Tgggacagac

Ser Pro
Cys Arg
Lys Pro

40
Ala Thr
55
Phe Thr

Tyr Cys

Lys Leu

Val Thr Leu
10

Ala Ser Gln
Gly Gin Ala
Gly Lle Pro
Leit Thr Ile

i3]

Gln Glin Arg
90

Glu 1le Lys
106

ctgtetitgt
agetactiag
goatecaaca

ticactetca

gaagattttz cagtttatta titgteageag cgtageaact

ggpaccaage tggagatcaa acgaact

<2107 17

211> 123
212> PRT
213> BA

<400> 17

Ser Leu Ser

Ser ¥al Ser
30

Pro Arg Leu
45

Ala Arg Phe

60

Ser Ser Leu

Ser Asn Trp

Arg Thr

ctocagggga
cotgglacca
ggateactegg
fcatcageag

ggatgtacac

Pro Gly
15

Ser Tvr
Leu Ile
Ser Gly
Glu Pro

80

Met Tyr
95

aagageedec
acagaaacet
cateoceagee
cetagageet

ttttggecag

Gin Val Gln Lew Val Gln Ser Gly Ala Glw Val Lys Lys Pro Gly Ser

1 5

10

66

15

42

26

60

120
180
240
300
327



CN 103298831 A

o5l

&=

5/19 7T

Ser Val Lys
Ala Ile Ser
35

Gly Gly Phe
50

Gln Gly Arg
65

Met Glu Leu

Ala Arg Tle

Val Ser Cys
20

Trp Val Arg

Ile Pro Ile

Val Thr Ile
70

Ser Ser Leu
85

Pro-Ser Gly

Lys Ala Ser Gly Gly
25

Gln Ala Pro Gly Gln
40

Phe Gly Ala Ala Asn’

55

Thr Ala Asp Glu Ser
K5

Arg Ser Asp Asp Thr
90

Ser Tyr Tyr Tye Asp

100

106

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

115

<210> 18

211> 369
<212> DNA
218> A

<400> 18

caggteeage tggtgeagte
teetgeaagy ettotggase
cetggacaag ggettgagty
gracagaagt tccagggceag
atggaactga geagectgag
agigegraget actactacga
gtetectea

210> 19
211> 121
212> PRT
213> PR

400> 19

1

120

tgaractgag
cacetteagt
gatgggages
agtcacgatt
atctgacgae
ctacgatatg

Gln Val Gln Leu Glu Gln Ser Gly
)

Ser Leu Ser Ile Thr cys Thr Val

20

Gly Val His Trp Val Ar
35

Gly Val Ile Trp Sér Gl
50

Ser Arg Leu Ser Ile As
65 70

g Gln Ser
40

¥ Gly Asn
55

0 Lys Asp

Lys Met Asn Ser Leuw Gln Val Asn

85

Arg Asn Pro Arg Pro Gly Asn Tyr

100
Gln Gly Thr Ser Val Th
115

210> 20
211> 121
<212> PRT
L13y Aol

<400> 20
[0006]

r Val Ser
120

gtgaagaage
ttetatpeta
tteatoecta
accgeggacy
dcggecgtgt
gacgtetgge

Pro Gly Leu
1o

Ser' Gly Phe

25

Pro Gly Lys

Thy Asp Tyr

Asn Ser Lvs
75

Asp Thr Ala
90

Pro Tyr Gly
105

Ser

67

Thr Phe Ser Phe Tyr
30

Gly Leu Glu Trp Met
45

Tyr Ala Gin Lys Phe
60

Thy ser Thr Ala Tyr
80

Ala Val Tyr Tyr Cys
95

Tyr Asp Met Asp Val
110

ctgggtecte getgaagete
teagetgeet gogacaggen
betttegtge agecaaactac
aatccacgag cacagecetac
attactgtge gagaateect
geeaagggae cacggteace

Val Gln Pro Ser Gln
1B
Ser Phe Thr Pro Tyr
30
Gly Leu Gly Trp Leu
45
Agn Ala Ala Phe Tle

60

Ser Gln Val Phe Phe
80

Ile Tyr Tvr Cys Ala
9b

Met Asp Tyr Trp Gly
110

60
120
180
240
300
360
369
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[0007]

Glu Val Gln
1

Ser Val Lys
Trp Met His
36

Gly Thr Ile
50

Lys Gly Lys
65

Met Ala Leu

Ser Arg Pro

Gl Gly Thr
115

210> 21
211> 108
<212> PRT
213> AER

400> 21

Asn Ile Val
1

Leu
Vet
20

Trp
Tyr
Ala
Ser
Thr

100

Ser

Met

Gln Gln
b

Ser c¢ys
Met Lys
Pro Gly
Lys Leu
Ser Let
85

Thr Ala

Yal Thr

Thr Glu
5

Glu Arg Val Thr Len Thr

Val Ser Trp
35

Tyr Gly Ala
50

Ser Glv Ser
65

Glu Asp Leu
Thr Phe Gly
<210> 22
<211> 108

<212» PRT
<213 hFR

<400 22
Gln Tle Val
2

Glu Arg Val
Tyr Leu Tyr
35

Tle Tyr Ser
850

20

Tyr

Ser

Ala

Ala

Gly
100

Leu

Thr

Trp

Thr

Gln Gln
Asn Arg
Thr Asp

70
ASP Tyr
85

Gly Thr

Thr Gln
5

Met Thr
20

Tyr Glu

Ser Asn

Gly Ser Gly Ser Gly Thr

Ser Gly Thr
Lys Ala Ser
25

Gln Arg Pro
40

Asn Ser Asp
58

Thr Ala Val
Thr Asn Glu
Thr Arg Ser

106

Val Ser Ser
120

Ser Pro Lys
Cys Lys Ala
25

Lys Pro Glu
40

Tyr Thr Gly
55

Phe: Thi Let
His Cys Gly

Lys Leu Glu
105

Ser Pro Ala
Cys Thr Ala
25

Gl Lyvs Pro
40

Tew Ala Ser
55

ser Tyr -Ser

68

Val Leu
10

Gly Tyr
Gly Gln
Thy Asn

Thr Ser
75

Asp Ser
90

Ser Ala

Ser Met
10

Ser Glu
Gln Ser

Val Pro

The Lle
75

Gln Gly
90

Ile Lys

Ser Met
10

Ser Ser
Gly Ser

Gly Val

Letr Thr

Ala Arg Pro
Thr: Phe Thr
30

Gly Leu Glu
45

Tyr Asn Gln
60

Thr Asn Thr

Ala Val Tyr

Met Asp Tyr
110

Ser Met Her

Asn Yal Val
30

Pro Lys Leu
45

Asp Arg Phe

60

Setr Ser Vaa

Tyr Ser Tyr

Arg

Ser Ala Ser

Ser Yal Ser
30

Ser Pro Lys
45

Pro Ala Arg
60

Lle Ser Ser

Gly
15

Ser
Trp
Lys
Ala
Tyr

95

Trp

Val
1B

Thr
Leu
The

Gln

Pro
98

Leu
15

Ser
Leu

Phe

Met

Ala
Tyr
1le
Phe
Tyr
80

eys

Gly

Gly
Tyr
Tle
Gly
Ala

80

Tyr

Gly

Ser

Trp

Ser

Glu
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[0008]

65 70 e

30

Ala Glu Asp Ale Ala Thy Tyr Tyr Cys His Gln Tyr Hig Arg Ser Pro
85

90 94

Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Tle Lys Arg
100 105

{2107 23

211> 224
<212> PRT
@i FHA

{2207

221> MISC FEATURE

292> (16). . (16)

<223> XaaNProwileu

290>
<291> MISC FEATURE
2995 (16) . . (16)

€223> XaaPromkAre

£220>

<221> MISC-FEATURE
229> (114). . 14
€993y XuuafProikleu

400> 23

His Glu Gly Val His Arg Lys Pro Ser Leu Leu Ala His ProGly Xaa

1 5 10 15

Leu Val Lys Ser Glu Glu Thr Val Ile Leu Gln Cys Trp Ser Asp Val

20 25 30

Met Phe Glu His Phe Leu Leu His Arg Glu Glu Met Phe Asn ASP Thr

35 40 15

Leu Arg Leu Ile Gly Glu His His Asp Gly Val Ser Lys Ala Asn Phe

50 55 60

Ser Ile Ser Avg Met Thi Gln Asp Leu Ala Gly Thr Tvy Arg Cys Tyr
A 80

65 T0 %

Gly Ser Val Thy His Ser Pro Tyr Gln Val Ser Ala Pro Ser Agp Pro
b 9

85 90

Leu Asp Ile Val Ile Ile Gly Leu Tyr Glu Lyvs Pro Ser Leu Ser Ala

100 105 110

Gln Xaa Gly Pro Thr Val Leu Ala Gly Glu Asn Val Thr Leu Ser Cys

1ih 120 125

Ser Ser Arg Ser Ser Tyr Asp-Met Tvr llis Leu Ser Arg Glu Gly Glu

130 135 140

Ala His Glu Arg Arg Leu Pro Ala Gly Pro Lys Val Asn Gly Thr Phe

145 150 165

160

Gln Ala Asp Phe Pro Leu Gly Pro Ala Thr His 6ly Gly Thr Tvr Arg

165 170 175

Cys Phe Gly Ser Phe His Asp Ser Pro Tyr Glu Trp Ser Lys Ser Ser

180 186 190

Asp Pro Leu Leu Val Ser Val Thr Gly ASn Pro Ser Asn Ser Trp Pro

195 200 200

Ser Pro Thr Glu Pro Ser Ser Lye Thr Gly Asn Pro Arg His Leu His

210 216 220

210> 24
211> 224

69
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4212 PRT
213> #A

<400 24

His Glu Gly Val His ‘Arg Lys Pro Ser Lgu Leu Ala His Pro ?1y Arg
1 5 1 5

Leu Val Lys ger Glu Glu Thr Val gée Leu Gln Cys Trp Sgr Asp Val
0 o1 3

Arg Phe Glu His Phe Leu Leu Hig Arg Glu Gly Lys Phe Lys Asp Thr
35 40 48

Leu His Leu Ile Gly Glu llis Ilis Asp Gly Val Ser Lvs Ala Asn Phe
50 55 G0

Ser Ile Gly Pro Met Met Gln Asp Led Ala Gly Thr Tyr Avg Cys Tyr
65 70 75 80

Gly Ser Val Thr His Ser Pro Tyr Gln Leu Ser Ala Pro Ser Asp Pro
85 90 95

Leu Asp Ile Val 1le Thr Gly Leu Tyr Glu Lys Pro Ser Leu Ser Ala
100 105 110

Gln Pro Gly Pre Thr Val Leu Ala Gly Glu Ser Yal Thr Leu Ser Cys
115 120 126

Ssr Ser Arg Ser Ser Tyr Asgp Met Tyr His Leuw Ser Arg Glu Gly Glu
130 135 140

Ala His Glu Cys Arg Phe Ser Ala Gly Pro Lys Val Asn Gly Thr Phe
145 150 155 160

Gln Als Asp Phe Pro Leu Gly Pro Ala Thr His Gly Gly Tyr Tyr Arg
1656 170 175

Cys Phe Gly Ser Phe Arg Asp Ser Pro Tyr Glu Trp Ser Asn Ser Ser
180 185 190

Asp Pro Leu Leu Val Ser Val Tle Gly Asn Pro Ser Asn Ser Trp Pro
195 200 206

Ser Pro Thr Glu Pro Ser Ser Lys Thr Gly ASnm:Pro Avg His Lew His
210 215 220

£210> 95
<211> 224
<219 PRT
218 HA
400> 25

His Gly Gly Val His Arg Lys Pro Ser Leu Leu Ala His Pro Gly Pro
1 5 10 15

Leu Val Lys Ser Glu Glu Thr Val 1le Leu Gln Cys Trp Ser Asp Val
20 25 30

Arg Phe Gln His Phe Leu Leu His Arg Glu Gly Lvs Phe Lys Asp Thr
39 40 45

Lou Hig Leuw Ile Gly Glu Hig His Asp Gly Val Ser Lys Ala Asn Phe
50 55 60

Ser Ile Gly Pro Met Met Gln Asp Leu Ala Gly Thr Tyr Arg Cvs Tvr
65 70 7h 80

Gly Ser Val Thr His Ser Pro Tyr Gln Leu Ser Ala Pro Ser Asp Pro
85 90 95

Leu Asp Ile Vel Ile Thr Gly Leu Tyr Glu Lvs Pro Ser Leu Ser Ala
100 105 110

[0009]
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[0010]

Glu Pre Gly Pro Thy Val Leu Alg Gly Glu Ser Val Thr Leu Ser Cys
=

115 120

Ser Scr Arg Scr Ser Tyr Asp Met Tyr His Leuw Ser Arg Glu Gly Glu

130 135 140

145

155

Gln Ala Asp Phe Pro Leu Gly Pro Ala Thr His Gly Gly Thr Tyr Arg
170 175

165

Cys Phe Gly Ser Phe Arg Asp Ser Pro Tyr €lu Trp Ser Asn Ser Ser

180 185
Asp Pro Leu Leu Val Ser Val Thr Gly Asn Pro Ser Asn Ser Irp Pro
195 200 206
Ser Pro Thr Glu Pro Sexr Ser Glu Thr Gly Asn Pro Arg His Leu His
210 216 220

£210> 26

211> 45

<212> DXA

£2133 KTH

400> 26
ctaatacgac teactatagg geaageagly gtateaacge agagt

{9105 27
211> 21
£212> DNA
218> AHY

<2905
{223> Hl4

400> 27
ctaatacgac tcactatagg g

210> 28
<2115 32
<212> DNA
<213 AT

220>
223> 5l

<400> 28
geaggeacac aacagaggea gttccagatt te

210> 29
<211y 45
<212> DNA
213> KT

{2905
<293> B4y

<A00> 29
ctaatacgae tcactatage géaagcagty gtateadcge agagt

<2107 30
211> 21
212> DNA
£213> KLHY

990>
293> Bl

<400> 30
ctaatacgac tcactatagg ¢

71

Ala His Glu Arg Arg Phe Ser Ala Gly Pro Lys Val Asm Gly Thr Phe
150

21

28

29

21



CN 103298831 A

F

¢l

&=

10/19 1T

[0011]

<2103 31
211> 23
<212> DNA
213> AT

<2905
<023> Bl

<400> 31
gtgeeaggeg gaagaccgatl ggg

<210 32
211> 16
<2125 DNA
213> NTH)

<220,
<3223 Bl

<400> 32
gtaaaacgac ggecag

<2105 33
L1 17
212> DNA
213> KL

2205
223> Bl

400> 33

caggaaacag ctatgac

<210> 34

<211> 108
€212> PRT
213 A

<400> 34

Val Val Met Thr Gln Ser Pro

1 b

Thr Ile Thr Ile Thr Cys Arg

20
Ala Trp Tyr Gln Gln Lys Pro
35

Lys Ale Ser Thr Leu Lys ‘Thr

50 55

Gly Ser Gly Thr Glu Phe Thr
(635} T0

Asp Phe Ala Thr Tyr His Cys
85

Phe Gly Gln Gly Thr Arg Val
100

£210> 35
211> 119
212> PRT

<213 A

400> 35

Gly Val Gln Leu Val 6lu Ser
1 5

Ser: Thr
Ala Ser

25
Gly Lys

40
Gly wval
Lew Thr

Gln His

Gly Tle
105

Gly Gly

72

23

16

17

Leu Ser Ala Ser Val 6ly Asp

10 15

Gln Ser' Ile Glu Thr Tep Leu
30

Ala Pro Lys Leu Leu Ile Tyr
45

Pro Ser Arg Phe Ser Gly Ser
60

Ile Ser-Gly Leu &In Phe Asp
75 80

Tyr Ala Gly Tyr Ser Ala Thr
90 95

Lys Arg Thr

Gly Leu Val Lys Ala Gly Gly
10 5
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ser Leu Ile Leu Ser Cys Gly Val Ser Asn Phe Arg Ile Ser Ala His
20 25 30

Thr Met Asn Trp Val -Arg Arg Val Pro Gly-Gly Gly Leu Glu Trp Val
4 45
Ala Ser Ile Ser Thr Ser Ser Thr Tyr Arg Asp Tyr Ala Asp Ala Val
50 15551 60

Lys Gly Arg Phe Thr Val Ser Arvg Asp Asp Leu Glu Asp Phe Val Tyr
65 70 75 30

Leuw Gln Met His Lys Met Arg Val Glu Asp Thr Ala Tle Tyr Tyr Oys
85 90 95
Ala Arg Lys Gly Seér Asp Arg Leu Ser Asp -Asn Asp Pro Phe Asp Ala
100 105 110
Trp Gly Pro Gly Thr Val Val
115

210> 36

211> 214
€212> PRT
213> FA

400> 36

Glu1te Val Leu Thy Gln Ser Prp Val Thy Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser cys Arg Ala Ser Gln. Ser Val Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr-Gln Gln Lys Pro Gly Gln Ala Pro Avrg Leu Leu lle
35 40 45

Tyr Asp Ala Ser ASn Arg Ala Thr Gly Ile Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Tle Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr Tyr cys Gln Gln Avg ser Asn Trp Met Tyr
85 90 b

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys Avg Thr Val Ala Ala
100 106 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Clu Gln Leu Lys Ser Gly
115 120 126

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gla Trp Lys Val Asp Asn Ala Leu Gla Ser Gly Asn Ser Glan
145 150 156 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Lew Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glo. Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro ¥al Thr Lys Ser
195 200 206

Phe Asn Arg Gly Glu Cys
210

210> 37
211> 450
212> PRT

[0012]

73
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213y A
<400 37

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly-Gly Thy Phe Ser Phe Tyr
20 26 30

Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Lew Glu Trp Met
35 40 46

Gly Gly FPhe Ile Pro Ile Phe Gly Ala Ala Asn Tyr Ala Gln Lys Phe
50 58 60

Gl 61y Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leti Arg Ser-Asp Asp Thr Ala Val Tvr Tyr Cys
85 90 95

Ala Arg Ile Pro Ser Gly Ser Tyr Tyr Tyr Asp Tyr Asp Met Asp Val
100 105 110

Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly
115 120 126

Pro Ser Val Phe Pro Leu Ala Pro Cys ser Arg Ser Thr Ser Glu Ser
130 135 140

Thr Ala Ala Leu Gly Cys Lew Val Lys Asp Ty Phe Pro Glw Pro Val
145 150 155 160

Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe
165 170 176

Pro-Ala Val Leu Gln Ser Ser Gly Leu Tvr Ser Leu Ser Ser Val Val
180 185 190

Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val
195 200 206

Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys
210 215 220

Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu Phe Leu Gly Gly
295 230 235 240

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp 'thr Leu Met [le
245 260 2565

Ser Arg Thr Pro Glu Val Thr eys Val Val Val Asp Val Ser Gln Glu
260 265 270

Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly val Glu Val His
275 280 285

Asn Ala Lys Thr Lys Pro Arg Glu Gln Gln Phe Asn Ser Thr Tyr Arg
290 295 300

Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Lew ASn Gly Lys
305 310 315 320

Glu Tyr Lys Cys Lyvs Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu
325 330 335

Lys Thr 1le Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro GInVal Tyr
340 35 350

Thr Leu Pro Pro Ser Gln Glir 6lu Met Thr Lys Asn Gln val Ser Leu
355 360 365

Thr Cys Leu Val Lys Gly Phe Tyr Pro Scr Asp Ile Ala Val Glu Trp
370 37b 380

[0013]

74
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[0014]

Glu Ser Ast Gly Gl
385

Lew Asp Ser Asp Gly
405

Lys Ser Arg Trp Gln
420

Glu Ala Leu His Asn
435

Gly Lys
450

€210> 38
<211> 100
<212 PRT
L1 A

<4005 38

Gln Gly Gly val His
i 5

Leu Val Lys Ser Gliu
20

Met Phe Glu His Phe
35

Leu His Leu Ile Gly
50

Ser Tle Gly Pro-Met
65

Gly-Ser Val Pro His

85

Leu Asp Met Val
100

<2107 39

211> 109

212> PRT

213> #A

<2202

£221> MISC FEATURE
222> 1y . . (109)

390

Pro Glu Asp . Asi Tyve Lvs Thy Thy Pro Pro Val
395

Ser Phe Phe Leit Tyt Sep Arg

Glu

His

Gly

Tyr

410

Asn Val Phe Ser Cys
4985

Thr Gl Lys Ser Leu
440

Arg Lys Pro Ser Phe Lew Ala

10

Glu Thy Val Tle Lew Gln Cys

Leti

Leu

25

His Arg Glu Gly Lys
40

Glu His His Asp Gly Val Ser
bb 60

Met:
70

Ser

Pro

Pro

Val Leit Ala Gly Thr
75

Tyr Gln Leu Ser Ala
90

400

Lett Thr Val Asp
415

Ser Val Met His
430

Ser Leu Ser Leu
445

Led ProGly His
16

Trp Ser Asp Val
30

Phe Asn Asn Thr
45

Lys Ala ‘Asn Phe
Tyr Arg Cys Tyr
80

Pro Ser Asp Pro
95

<223> Xaa 3HQEER. Yaa 44LEEM. Xaa GASEYF, Xaa 24H4R
2w, Xaa 32 HAEKY, Xaa 41 MGHA. Xaa 47 HLERF.
Xaa BOADELY. Xaa 55 MEELQ. Xaa 7IHFERY, Xas 74

RAST,
<400> 39

Ala Tle Xaa Xaa Thr
i B

Asp Arg Val The Ile
20

Leu Ala Trp Tyr Glu
35

Tyr Xaa Ala Ser Ser
50

Ser Gly Ser Gly Tyr
65

Glu Asp Phe Ala Thr

Gln

Thr

Gln
Leu
o
1

Tyr

Ser
Xas
Lys
Xaa
55

Xaa

Tyr

Pru Xas Ser Leu Ser
10

Xaa Ala Ser Gln Gly

25

Pro Xaa Lys Ala Pro
40

Ser Gly Val Pro-Setr
60
Thr Leu Xaa Tle Ser
75

Cyg Gln Gla Tyr Ty

75

Ala Ser Val Gly
15

Ile Ser Ser Xaa
30

Lys Leu Xza Ile
45

Avg Phe Ser Gly

Ser Leu Gin Pro
80

Ser Thr Pre Leu



CN 103298831 A

ool %

14/19 1T

[0015]

85

90

Tht Phe Gly Gly Gly Thy Lys Val Glu Tle Lys Arg Thr

£2105> 40
<911y 327
<212 DNA
<213 A

€220>

100

221> MISC feature
(153)
223> n8kankes nl0ktika, n26kciit. n70 Heikt,

222> (1). .
n75 Maikc. n94 gkt n06heika. ntldlgika,

105

n122%gilic. n123Kgika. nl29taie., n139 M enlt,

<220>

991> MISC feature
<9295 (154). . (327) ‘ ‘ !
<223y nl62 kegdia, n1634gale, n207T Aanke, n212 htola. n220 Agika,

<400> 40

geeateengn tgacecagte teeatnetee
atcacttgen gggonagica: gggeatliage
gnnaaagene claagetent natetatnat
sggticageg geagtgegate tgggacngat
gaagatitig caacltatta clgtcaacag
gpgaccaagg tggagatcaa acgaact

<210> 41
211> 124
<212> PRT
€213> HA
400> 41

GinVal Gln
1

Ser Val Lys
Ser Ile Asn
35

Gly Gly Ile
50

Gln Gly Arg
65

Met ‘Glu Ley
Ala Arg Gly

Val Trp Gly
115

210> 42

<211> 372
<212 DNA
213 A

<400> 42

Leu
Val
20

Trp
Iie
Val
Asn
Tyr

100
Gin

Val
Ser
Val
Pro
Tht
Ser
85

Tyr

Gly

Gln Ser Gly
Cys Lys Ala
Arg Gln Ala

40
Ile Phe Gly

55

Ile Ser Ala
70

Leu Arg Ser

Asp Ile Phe

etgtetgeat
agtnntttag
gentecagtl
tneactcten
tattatagta

Ala Glu Val
10

Setr Gly Gly
25

Pro Gly Gln

Thr Ala Asn

Asp Glu Ser
75

Glu Asp Thr
40

Lys Asp Tyvr
105

Thr Thr Val Thr Val Ser

120

caggtoecage tggtgeagte tgggeetoag
tectgeaagy ettotyggagg cacetecaac
cctggacaag ggctigagty gatgggaggy
geacagaagt tecagggeag agleacgatt
atggagetga acagtetgag atetgaggat

gttaagange
agetatteva
atecatecota
tecgegracg
acggeegtgt

76

ctgtaggaga cagagteaco
cotggtatca geanaaacea
tirigadeleg gateteatea
ccatcageag cotgeagect
ceecgeteac tTtteggegga

Lys Lys Pro Gly Ser
15

Thy Ser Agn Ser Tvy

30

Gly Lew Glu Trp Met
45

Tyr Ala Gln Lys Phe
60

Thy Avg Thr Val Tyr
80

Ala Val Tyr Tyr Cys
95

Tyr Tyr Gly Met Asp
110

Ser

ctgggtecte gotgaaggte
ttaactgget gcgacaggcee
tatttgetac ageaaactac
aateeargeg cacagtetas
attactgtge gagaggatat

60

120
180
240
300
327

60

120
180
240
300
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[0016]

tacgatattt tcaaggacta claltdcggt Atggacgtet grggceaagy gacecacggtce
acegletect ca

42107 43
<211y 6
€912> PRT
<213y NI

<220
223> Hitkrsl
400> 43

Val Val Thr Tyr Val Ser
1 5

<2107 44
<211> 12
<212> PRT
213> AL

220>
€223> iR

<400> 44
Thr Ala Ser Ser Ser Val Ser Ser Ser Tyr Leu Tyr
1 5 10

<210y 45
211> 7
212> PRT
213> AT

£920%
223> Btk

<400> 45
Gly Ala Ser Asn Arg Tyr Thr
1 5

<210> 46
211> 7

212> PRT
213> ATH
€220

223> HikIr

<400> 46
Ser Thr Ser Asn Leu Ala Ser

1 5

<2105 47
211> 9
<212> PRT
213> ATHI

220>
223> Hipk#

400> 47
Gly Gln Gly Tyr Ser Tyr Phe Tyr Thr
1 b

£210> 48
€211> 9

77

360
372
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[0017]

<212» PRT
218> ALK

<2905
223> PisE

<400> 48
His Gln Tyr His Arg Ser Pro Pro Thr
1 5

<210> 49
211> 10
212> PRT
213> NI

Q20>
223> By
<4005 49

Gly Phe Ser Phe Thr Phe Ty Gly Val His
1 5 10

£210> 50
211> 16
212> PRT
218> ATLH

<2205 -
223> HLiRF

<400> 50

Yal Tle Trp Ser Gly Gly Asn Thr Asp Tyr Asn Ala Ala Phe
1 5 10

<2107 61
211> 13
212> PRT
Q213> KTH

Q205
223> FLiEFH

400> 51

Asn Pro Arg Pro Gly Asn Tyr Pro. Tyr Gly Met Asp Tyr
1 5 10

<210> 52
211> 10
<212> PRT
Q13 ALK

Q>
223 Ui
<400> 52

Gly Tyr Thr Phe Thr Ser Tyr Trp Met His
i 5 10

<210> 53
211> 17
<212> PRT
213> AT

220>
223> HiAFF

78
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400> 53

Thr Tle Tyr Pro Gly Asn Ser Asp Thr Asn Tyr Asn Gln-Lys Phe Lyg
1 b 10 15
Gly

<2107 64
211 12
<212> PRT
13y AW

(2205
223> fiikirsy

<400> 54
Pro Thr Thr Ala Thr Arg Ser Ser Ala Met Asp Tyr
1 5 10

<2105 55
211> 127
<212> PRT
213y ATH

{9905
{2287 PUKITHY

400> 55

Met Glu Ser Gln Thr Lew Val Phe Ile Ser lle Leu Leu Trp Leu Tyr
1 5 10 15

Gly Ala Asp Gly Asn Ile Val Met Thr Gln Ser Pro Lys Ser Met Ser
20 25 30

Met Ser Val Gly Glu Arg Val Thr Leu Thr Cys Lys Aswt Ser Glu Asn
35 40 45

Val ¥al Thr Tyr Val Ser Trp Tyr Gln Gln Lys Pro Glu Gln Ser Pro
50 58 60

Lys Leu Leu Ile Tyr Gly Ala Ser Asn Arg Tyw Thr Gly Val Pro Asp
65 70 75 80

Arg Phe Thr Gly Ser Gly Ser Ala Thr Asp Phe Thy Leu Thr 1le Ser
85 90 95

Ser Val Gln Ala Glu Asp Leu Ala Asp Tyr His Cys Gly Glo Gly Tyr
100 105 110

Ser Tyr Pro Tyy Thr Phe Gly Gly Thr Lys Leu Asp lle Lys Arg
115 120 125

{2105 56
{211> 131
<212 PRT
€213> ATHY

280>
223> PikEY

<400> 56

Met Asp Phe Gln Val Glu Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser
1 5 10 Ih

Val Tle Met Ser Arg Gly Gln Ile Val Leu Thr Gln Ser Pro Ala Ser
20 25 30

Met Ser Ala Ser Leu Gly Glu Arg ¥Val Thr Met Thr Cvs Thr Ala Ser
35 40 45

[0018]

79
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[0019]

Ser Ser Val Ser Ser

50

Ser Ser Pro Lys Leu

65

Val Pro Ala Arg Phe

86

Thr Ile Ser Ser Met

100

Gln Tyr His Avg Ser

115

Ile Lys Arg

130

210> 57

211> 140

212> PR

213> AT1H

{2205

T

€228 JUkTA

<400> &7

Met Ala Val Leu Glv

1
Val Leu

Pro Ser
Thi Pro

80
Glu Trp

65
Ala Phe
Val Phe

Tyr Cyvs

Tyr Trp
130

<210> 58
211> 14

Ser

Gln

35

Tyr

Leu

Ile

Phie

Ala

115
Gly

0

<212> PRT

213> AT

<220>

5

Gln Val
20

Ser Leu
Gly Val
Gly Val
Ser Arg

85

Lys Met
100

Arg Asn

Gln Gly

223> Hitkredl

<400> 58

Ser
Trp
T0

Ser

Gln

Pro

Leu

Gln

Ser

ltis

Tle

70

Leu

Asn

Pro

Thy

Tyt
55

Ile
Gly

Ala

Pro

Leu

Leu

Ile

Trp

Trp

Ser

Ser

Arg

Ser
135

Met Glu Cys Asn Trp-Ile Leu
1 5

Val Tyr Ser Glu Val Gln Leu
20

Pro Gly Ala SerVal Lys Met

35

Leu Tyr
Tyr Ser
Ser ‘Gly
Glu Asp

105

Thr Phe
120

Phe Cys
Glu Gin
Thr Cys
40

Val Arg

Ser Gly

Lle Asn

Led ‘Gln

105

Tep Tyr Gln Gln Lys Pro Gly
60
Thr Ser Asn Leu Ala Ser Gly
75 80

Ser Gly Thr Ser Tyi Ser Leu
90 95

Ala Ala Thr Tyr Tyr Cvs His
110

Gly Gly Gly Thr Lys Leu Glu
125

Ley Val Thr Phe Pro Ser Cys
10 15

Ser Gly Pro Gly Leu Val Gln
30

Thr Val Ser Gly Phe Ger Phe
45

Gli Ser Pro Gly Lys Gly Leu
60

Gly Asn Thr Asp Tyr Asn Ala
75 80

Lys Asp Asn Ser Lys Ser Gln
90 95

Val Asn Asp Thr Ala Tle Tyr
110

Pro Gly Asn Tyr Pro Tyr Glv Met Asp

120
Yal Thr

Brg Phe
Gln Gin
25

Ser Cys
40

80

125

Val Ser Ser
140

Tle Leu Ser Yal Thr Ser Gly
10 15

Ser Gly Thr Val Leu Ala Arg
30

Lys Ala Ser Gly Tyr Thr Phe
45
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Thr Ser Tyr
50

Glu Trp 1le
65

Gln Lys Phe

Thr Ala Tyr

Tyr Tyr Cys
115

Tyr Trp Gly
130

Trp Met His Trp Met Lvs Gln Arg

58

Pro Gly Gln 'Gly Leu
60

Gly Thr Ile Tyr Pro Gly Asn Ser Asp Thr Asn Tyr Asn
70 75 80

Lys Gly Lys Ala Lys Leu Thr Ala Val Thr Ser Thr Asn
86 90

100

Met ‘Glu Leu Ser Ser Leu Thr Asn Glu Asp §
105

95
er Ala Val
1

110

Ser Arg Pro Thr Thr Ala Thr Arg Ser Ser Ala Met Asp

120

Gln Gly Thr Ser Val Thr Val Ser Ser

138

81

140

125
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A

50
DF0 24 TR E (1) n-~ssgm TSILL VRRQSPRSHSHSTIGERVYCRASEN
PANID — 42 4 LT ;axz (1) HDFQVQIPS ISA IVLITOSPASNSABLGERVIMICTASSS
() -0 FI

5 A GNIVEDQSP SNS SLGERVILTC AS
51 100
D200 2288 T % & (49) WYQQRPEQS PRLLTYGASNRYIIYPDORPTGSGSTDF TLRISS
PAN2D 228 -T £ K (51) v WYQQKPGSSDKLATY STSNLASGVPARBSGSGSSTS SLRISS
£H A5 (51) SYL WYDQKP SPKL IY SK SGVP RPSGSGSAT FSLPISS

.--.A

131

DFo) R TER (98} AKDLAD GOGTS TPYTFGGGTRLEIRR
PAND ~32 4& —+T % & (101) XBARDAATYYCHQYERSPPTFGGGTKLEIKR
£A A5 (101) M AND A YNC Q B P TFGGGIKLEIRR
B
DF200 24T £ K 44 wasE gg SEQ 10 0.3
PAN2D -$2 46 ~<T & K (46) TASSSVS SEQ ID NO.4
£H A 5 kS VS VL
¢
OF0 2T E K (] )GASNR@(SQ 0.5
PAND ~32 84 ~=T % X (73) STSNLAS | (SBQ ID MO.6)
£H A SN S
D
DF00 24T £ & (10 )GQ YPYT (SEQ ID NO.7)
PAN2D #2448 ~T & K (112) HQYHRSPPT (SEQ ID NO.8)
£ H A5 QR P T

K 2

83
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DF200 VH
A

MAVLGLLFCLVTFPSCVLS

QVQLEQSGPGLYQPSQSLS I TCTVSGRSFIPYGVHHVROSPGXCLEWLGYINSGGNTDY
NAAFISRLSINKDNSKSQVFFRMHSLOVNDTALYYCARNPRPGHYPYGHDYWGQGTS VT
¥SS (SEQ 1D NO:9)

B
GFSPTPYGVE (SEQ ID HO:10)

G
VIWSGGNTDYNAAFIS (SEQ ID NO:11)

D
NPRPGNYPYGHMDY (SEQ ID NO0:12)

K3

84
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1-TFIVL 4= VH

A

EIVLTOSPYTLOLSPGERATLSCRASQSVSSYLAWYQQKPGOAPRLLIYDASNRATGIPARFSGSGSG
TDFTLTISSLEPEDFAVYYCOQRSNWMYTFGOGTKLEIKRT (SEQ ID NO:15)

B

gaaattqtgttgacacagtetccagtcaccctgtetttgtoteeaggqgasagagecacectetecty
cagggccagtcagagtgttageagetacttagectggtaccaacagaaacctggecaggeteceagge
tecteatctatgatgcatecaacagggecactggeateecagecaggttcagtggeagtgggtetyqy
acagacttcactctcaccateageagectagagectqaagattttgeagtttattattgteageageq
tagcaactggatqtacacttttggccagoggaccaagetggagatcaaacgaact (SEQ ID
NO:16) .

c

QVOLVQSGAEVKKPGSSVRVSCKASGOTFSFYAISHVRQAPGOGLEHNGGF IPIFGARNYAQKFQGRY
TITADESTSTAYMELSSLRSDDTAVYYCARIPSGSYYYDYDMDVHGQGTTVIVSS (SEQ ID
NO:17)

5
cagqtccagetggtgcagtetggggetgagatgaagaagectgggtecteggtgaaggtetectgcaa
ggettetggaggeacctteagttictatgetateagetgggtycgacaggeccctggacaagggetty
agtggatgggagggtteatcectatettigatgrageaaactacgcacagaagttccagggeagagte
acqattaccgcggacgaatccatqageacageetacatgqaactgageagectgagatetgacgacac
ggccgtgtattactgtgcgagaatccctagtgqgagetactactacqgactacgatatggacgtetqgq
gccaagggaccacqgtcaccgtctectea (SEQ ID NO:18)

K 4
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| HEGVHRKPSL LAHPGRLVKS EETVILOCHS DVMFEHPLELE RIECMANDTLR
51 LIGEHHDGVS XANPISISRMT QBILAGTYRCE GSVTHSPYQV SAPSDPLDIV
101 IIGLYEXPSL SAQLGPTVLA GENVTLSCSS RSSYDMYHLS REGEAHERRL
151 PAGPRVNGTF QADFPLGPAT HGGTYRCFGS PHDSPYEWSK SSDPLLVSVT
201 GNPSNSWPSP TEPSSXTGNP RELH

Kl 6
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