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Al wpet gol, gl ool whel, SEQ ID NO: 100, 101 B/HE= 163 FolstAlnt, fAE 7l5d sfshs M4
= o ARgE o

Yol oA, 7] e 2] gE ol ViAE TewEdeE=dd o A"y v FEAE
HRshs A A (NK) AlZ2E E2Fes 2AES 42 e dAACdA Folds dAE £3sks oo AR

9 RGN, K AEE o b g4 A%e 2t A42E g8 A7t ALtk kel TAdelA,
3L 1=

WelolA, o i 7oy ARG A i olBE AR A LHELIA % T pYH ADS A
b osiol A opel AzdAel Al e ale) e el AR ds ge FeliEdentel §wot

AFHct.
Hglo] pLHdo] upe}, 7|t FEAE JdaYsle ZewEYULE
&4 =rel, 2 Halg g4 2 AT AsAdg = s
FAB] =oE mpel o], AES] S8 TS %

sith, olHE Eude (AXEE &

71eHe AE AaA=E FHolA e AE



[0019]

[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]
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& =AY A-HE NK A2zl H]Ete] o 71X XAl S7HE AlxEsAdE AlFete 7iHE FEAE JdZY S
=

2o T A, AEY FE&A =l AA A 2F 2 74U DNKG2D) Y At Elgt=el] A3jtsts HE
2 ¥y, @ o] g web, NKG2DY 15 glzt=e]| ZAdelE FE == NKG2De 7154 v (92 &

ozi
=,

, Z KGZDJ ;1%%%_7 ?__}'B:j BE_E “?"E")O‘IT;}' % oﬂ ]"Q‘QL B—ﬂ “D}—,lfl“7 nxqr/],tln tg Hl:!l:lnoﬂ_‘:_ 1%0
LA o7t AlgEofof st ER M2 Foaug Zhsstolop dt}. o& Sof, B FaAdelA, NKG2D
3L = 3z

o] TS SEQ ID NO: 1¢] A de] T% el ZelwEE e = 93| 0131%%@ P o] G oo A]
NKG2D2] ©+H-2 SEQ ID NO: 29 MES X &3l 3, F71o FddoA, NKG2DE dFZYes dHe FE F
AstEm, <& Eof, SEQ ID NO: 34 Adg xgdct. F7ke] FddedA, NKG2DE 1T PshE e AE
Az, o= Eo], SEQ ID NO: 689 A4S EI3lt),

jo:pe:pe) %’-?ﬂcﬂow o|#lE] Tw|¢1S (D16, NCR1, NCR2, NCR3, 4-1BB, NKp80, CD3A|E} 2 2B4 & 3t} o4&

e, gee] FHelN, o)E olfy Eule (08 o] AZYHL,

guo] paofol A, slvlet SEAE DI6o] AZLR NKGD GHS TFATE Belo AHEEE wsh Pol,
AzgRe o QPA ulsk A golul, £ E Bol, AF® U DAY AzY, ST AL(
g Bof, A@T v 2/EE A UDelA FRALEE Ade] BAS el s g oze] o
Aae AFAA(NE Bof, Al FRASEE mz vhge] A2 FFALEE) = FHAA(AG Fof, A

A el EAEHAIRE, Al wEEILE = o 28E) 03_73% ﬂ%% Ao}, Eol AEF
Hiel o], "AAE" 2 "AZHE"S ATwg s AFEEY. 2] FEd

/A= SEQ ID NO: 239] 34k o %H Az, HHo FEol A, NKG2D/CD16 7ld et &A=

NO: 249] olm|it MEE xgbeitt. WUl FHdoA, 7lvet &A= NCR1 AZEHd NKG2D.°4 1= [N
ettt 9o FEdolA, o]t 7] 13} F8A= SEQ 1D NO: 279] @ik Mgl 93] <= . 2B
oo A, 7]dg} $=&A= SEQ ID NO: 28¢] o} At A 9& F33lc),

g

71 =olE niel o], "Bl FE oA, NKG2D @ NCR2oll A==, e 71zt =8A= SEQ ID

NO: 219] oAt AEo] Hoj® dFE 3t FH] Fd o= NCR3ol AEFE NKG2Do] @-AS x3ste
7t FEAE ATt 2He FHAoA, lHEt &A= SEQ ID NO. 299 AF Ade] o3
=z Ew, Fivle}l &A= SEQ ID NO. 302] ofn|wAal HES E§3t).

sh7loll Y AAME =eolEl niel o], EhEd 9 AXY ZuQle] ZFto] e FHoA AMEEH, FHEt
FEA e Qi el AsH Hdees ATeH, dE AEXSAH a7E ATy, 92 FddeA, 7]
2 &A= D16 /A =l 2 4-1BBoll AZHE NKG2D] wAS ¥ttt 9o FddoA, 7]
Wgl $gA= (D8a 314, (D16 I /Axy =l 2 4-1BBo| AZw NKG2DY wH S ¥3

=) w

FAdelA, olH& 7w} &A= SEQ ID NO: 259 34k A el o3 AP Ert.
® 7]} &A= SEQ ID NO: 269 ofv] =4t ES EFs).

Aol F ool 4], NCR1-> NKG2D T ¥} A ALg€rt. 99 3 q W NKG2D T2 w9 NCR1e] |4
Ak, F7be] FAANA, 7 FEAE NRL 2 4-1BB] A2 ¥ :
Tl A, 71vlgt =8A= SEQ ID NO: 209] NCR1 ofn| =4t A4S

lu
OE
H [‘ﬂ
m
[ep)
[N}
=]
Ag
i
)
Mo
F-
%t
rsh
L
e
1n
o
v
o

Hdlo] LA, 7)Wg &A= (D8a, 4-1BB ¥ (CD3zell 71
o| A, o2&t NKG2D/CD8a/4-1bb/CD3z 7]W g} &= SEQ I

# NKG2DS] wrH g xghsit), gHylo] 1y
D fe) W
Tl A, Z1dEt &A= SEQ ID NO. 19¢] ofw] =4t H‘é%

. 184 MAE A E

Hdo] FHoA, NCR3 7]w|et =8Add x3tETt, d&5 , FEol FE oo NKG2D/NCR3 ZrA|Eo] A
FE T}, 101] o3 A" 71dE £8A= SEQ ID NO: 229] NCR3 ol At MES ¥kt HHEo] oo
A, 71 |7+ NKG2D/NCR2/4-1BB Z}A]% == NKG2D/NCR3/4-1BB ZAl &< ¥ 38H3it).

ol FEdelA, FA, IA E= g "ojA" 847} F)HeEt FEA ﬂzﬂgoﬂﬂ A&

4 TFddelA, olHE =wde FAE st HHo PN, EZYFIFUSE=
o) A, e#t] 4-1BB, (D16, NCR1, NCR3, 2B4 W& NKp8O & 9]¢ A A}o] w GS #A
TFEololl A, st o] 13 Eo], 1, 2, 3, 4, 5, 671 o] GS HA} AFHt. 2y
g8 ¥iete= ﬂuﬂ xﬂﬂ AgEct, 54 AAE U] A wet, 2 G ZA dd Food
Jomw | I 9% zaio}u} ol T A, 1A g SEQ ID NO: 58] A A o] oa] AdmPEr),

o
PN
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[0028]

[0029]

[0030]

[0031]

[0032]
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W TR, W dee YNt dels AeE § dew, olol wel, S 10 No: 59 At Al @
Aol ofs) ALY, DR TGN, FHA-MA BEZE AN 2A ALHT. BRe] LadolN, A
FOE (GUESIN(SEQ 1D K07 2] ofrlst ARG e Feld-ARl W% DEZE T, n& WAy
Folth, R FHANNA, 9he] MBI ALgH|o], SIQ 1D NO: 339] ohvlAl AL T 14 ol
ZoEch, 2R FANNA, 3] WEIL ALEHO], SEQ ID NO: 349] ofvldl HAG TFHE T4 3
o] zeHth

stste) PRAA, el A8 WA, AT S50 10 N 329 oflia ADE/GS0] HA EE I
AgE 5 olek, DR TR, WEt ohEAdRy FEA) FEe WA wE YAZA AgHn, PR
ol ez EANRY 8 AS) Fro] ABHT. A FHolold, WEl-2 ShEAMRY S 82

o] mrle] ARGEM, o= SEQ ID NO: 40°] Siak Aol ofs Imgert. Ay FaooA, HﬂE‘r 2 o=

Al
I

A4 A9 AL ST o] Ags, ol S DD N0 a2 A AL o) A, F el

=
b

Lol 279l HlEl-2 olmeldRAy FEA] el v £§
AES] 84 EEIRle (Da A5 AE=E Frhz Egel, 4E
gk, FEelel met, e s AE=s degow AgHt o
Wow A S e,

Aol A A AHg-E . 4 TE ool A,
FE)]=+= SEQ 1D NO 49
5 Fddo] wt,

Hdo] oA, o]HdE = Fh o]Ake] Fv-ITAMN MES E%‘f&ﬂr. I olgfgk FEH A A, 3n]-
ITAMS o}m] =2t REJE DGYXXKL(I7]A], X deol9] ofn|i=4kel; SEQ I D 14)S EEeeE. dF Fa oA,

t3 9 a]UI—ITAMO] AT, BEle] -3 W &l ] -ITAM-> NKp80-< i%‘iq.

2,
2
flo

ol
o
:,

L HEo S oA, ITSME ofw
Eopeieh. gl FdelA, ol HAH = 2B4 mvilQlSs 3T

wwo] FRclo|A, Fvle $8AE 653 @A, (s DA, (D16 WA/ AT =
7 518 PN, A1 FEAE 655 ), 16 kAR AL 2l
Fer/AZ =el9)

Beu. S 7

MLE

o] ITSM AMES gttt EHe FaE A4, ITM AE-2 3|m]-1T
| 24k EP S/ITXYXXL/I(A 714, X 99]9 o}uuw, SEQ ID NO. 15)E

ol % 4-1BBell A
A=

oA, 7lHlet &A= (D16 =

TddelA, 7iHet #EA= (D8a UJX], (D8a =t3dt
) x3Enr. BHo FEdolA, 7]H
Gl X w3t =l 4-1BB % 2B4o] AZHH NKGZDA GHs EEEo.
) %léﬂ_o%loﬂﬁ, 7ld et & ﬂ% (D8a 1A, (D8a =3¢k =u|2l, 4-1BB, 2B4, GS3 7 2 NKp8ool| #Z=
N

71

94 Aol A, ol
wEZe} §7 AgH

K
1

%rﬂ

=
=
1 4~
=)

2 4-

SA = HE-ol=g

KG2De] whH & xshein). WHo] FaAdox, 7]ve} &A= (D8a ¥1A], (D8a =3 wwl, 4-1BB, GS3
™

WA Z NKp80ol AZHE NKG2D9] @& Xt ZHo] FddAoA, 7IvE F8AE 6S3 ¥A, F71¢
NKG2D w1, wlgl-ol=gd@lAd Az e, He-ol=gdalAd wayr ¢l 4-1BB, T7M GSS PA 2L
NKp8Ooll #AZ& = NKG2D2| wF Ho. g2ee 4

oA, 7lvWEl A= GS3 HA, F=7F9] NKG2D 9, (D8a ¥1X], (D8a =3
FA 2 NKpool| AZHE, I= HAHshE NKG2DO] @A & E'@f&ﬂ}. o] 1y
Fo] NKG2D w3, (D8a ¥1%], (D16 w3 oh/AZu] EwQl 2 4-1BBo] AZ

NKG2D®] w5 gHeivh. gyl FoolA, 7IHel =8Al= (D8a A,

Kl

I}

DAP109] A=W =mRlE F7tE EgHsit).

AL ¥3aiy, A7) dHe mE HHstd Add 98 9=

] g3 el 4—11313, T7H GS3
el A, Z1vle} 8= GS3
e D H. 3% HZ3lE NKG2D
zalslt), "o TE ool A, 7luﬂa} &A= (D8a ¥1%], (D16 3 wh/AxE
% 3L

Ew|Ql, 4-1BB ¥ 2B4°]

(D16 3wt/ M¥Ey] =
gL %—% NKG2De] @& xz3ghstth. W9 FddolA, 7]ugt &A= (D8a
2 (D8a WA Z=wHQle] AZHE NKG2De] ©HS ¥gsith, FHol FEH o)A, Xz
AH o]2l3t FE oA, o]HE = Melx oz NKp8O, 2B4, CDgzﬂE} Dapl0, Dapl2, (D28 X+ E¢
HeE 08 AsdY =ml F skt ol 7 4-1BBE EFSE. RE TR, o] ol
CD3AEFE F7F= E3ett. 2RO Fdola, oldy =HQle 2B49] Aﬂzlﬂ LS EFHech. Hye]
Qe

o|# e 4-1BBE

HAE w

W@ o] Lo A, 7|} $LA= (D8a a1, (D8a Ak =21, 4-1BB, 2B4 2L CD3AEle] A= =E NKG2D

o "AL xg3tl. HHe] FddoA, 7Ivel &A= SEQ ID NO: 589 AF M Ao o QlzmdHT). 2

o] F& oA, 7)ve} &A= SEQ ID NO: 599 oju]x=At 49S E3 3.

T3, 2o A" 7idE 84 T d9e AL mek w-AstE JEFZ 15(mbIL15) 9 FA-EHEE 4 9l

o, odE B0, 22 FHAA MEe] FE&A =<l T84 = Qle] NKG2DE] =
= 7}

NKG2D<]

5
BH AxL £874 =l

Tl



[0033]

[0034]

[0035]

[0036]
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1, H3d g9, oy =dHQlE 23¥eEE Vvl FEAE JdAdeE EYFEULHEY ATEY, 85
FYUeE = -A%E  JEHFZ 15(mbILIS)E Odi%ék—‘e F71e] FAAET  FA-EEET. 2E9
FAdelA, Edol w=olF wHiel T Flvgt FE&A S mbIL-159F SA-ZEET. HHe] FE oA, o]FY
L9l 4-1BB # (D3 Alet& s, 3w g CDga% RA =

ROl FEol A, FIHE FE&AE 250 DNAX-8/d3} whild 10(DAP10) S EFsHA] =T Aol FErt
w3, "HHol oA, ZivE FEAE 250 ITA REZE EF3hA] GEE dxUojy =}

Hgo] FHo oA, (a) NKG2DY i+ 2lZt=ol] AFss NKG2De @S X ggsts MEe 84 =ud, (b)
Gk dgogA, Y o] (DBas EFetE U A9, E (o) ol¥Y =HQlogA, oY ﬂﬂ‘ﬂ
o] 4-1BB, @ 2B4 Y= DAP109 xﬂ;xﬂ EvdS E3eE olFH =dd F sy, B EE ARE EFee Y
Wzt F8AE dadstes ZEwEdovHErt ATt 2H FAdA, ofHE E=ulS 2B4o] oo 4-

1BBE x3sitt. F719 ??’801101]*1 olglE Zu|Qle 4-1BBol|l oo 2B4E EFET, o] FHA A, o]
Ay =d21-S DAP10] ololA] 4-1BBE 23T, F7te] FAdol A, o]#H E=d<le 4-1BBol| ©]o]A] DAP10S
F33, 2he FEHolA, 7mE} &A= (D8a A, (D8a WY =), 4-1BB 2 DAPI0O] AZHH
NKG2DS] ©hH& E&gsirt. EHo] FddoA, 71t &A= SEQ ID NO: 609] 4k A del oz Az ATt.
ggo] pFHdoA, 7]vlEl &A= SEQ ID NO: 619 ofniAit NAS xesc. DEo FHA A, 7]H )
8= (D8a 34|, (D8a =3k wwel, 4-1BB, 2B4 % DAP10o] AZ%H ¥ NKG2Do] @H & EE3tr). &“ﬁo
T A, o]HE Z=HIQle 4-1BBell ©]o{A] DAP10o| o]ojA] 2B4E EFSHr}. %“%0 FAdelA, 71t
S

A= SEQ 1D NO: 622 A Aﬂoﬂoﬂ oaf SlmyHrt, 2R FHA A, 7w &A= SEQ ID NO: 639 o}
=gl AEE E3Heth. Rl F oA, ol =w|l 4-1BBol o]o]A 2B4°ﬂ MH DAP10S 33T,
Halo] LddoA], 7] 13} T&A= SEQ ID NO: 649 4k Aol o) =Y HTE. HRY FolA, 7]n
F=8= SEQ ID NO: 659] otm|wit AdS E sy,
2ol FRAdelA, v FE&Ae= Axu olfy =dQld AEZHE NGO IE-FHAsE dus
e, 2Eol FE oA, vk NKG2DO] wHe] AREEHT, dF 5o, (Ao 3E HAHsiHE) F71
ja=lsc]

NKG2D @] & o], GS3 @Al o8] Al vl AZTYHTE, HRe] TN, ol F J|vE} &
& (D8a §1%], (DSa 3w wd|Ql, 4-1BB ¥ (D3A|ELE F7h ot Rwle] Fe oo, 7)mel g4
SEQ ID NO: 669] 44k A <de] AOH Fg Ak, el FaA, s)dE $8AE SEQ 1D NO: 679] o]
A Ade EFIIG. gy P, EYyId s w-A3E JAHFI 15mbILIS)E [lAY sk
7ke] AA BT FA-EEE

Tl
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o
o
K
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i

oo WE
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i

Hoh, 22 FHoollA, NKG2De] F
T3 AEe 8 =d<l, CD3A

o %‘O—ﬂ. e 013—.‘”51 Eﬂﬂ‘ﬂ% E’%‘%}% 71 FEAE 01;""‘0}b e E & FE

off mt -
g
N rir
oo
__>n‘_'4,
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o
2
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o
ol
£ o
=
o
e

i,
o
o}
rlr
i)
ol
o
2
2
g
)
_i‘zl
o
Forle

e o ol
bl
ol
S
rlr
ﬁ
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4
o

i g ,
E
o
5
2L
£ ik
i

[ olet [ o
av)

!

gl el OaAlE HUE AolE e
1sgshs Eelirae e =)

Q139 == NKG2DS| A

IS

s}% 2%1% oa@,, 5 ol Eﬂﬂﬂ% g3

i A _O,L Mmoo 2 BB O HowE AN R i o Koy M >{E

. 8
T k. 2] ? HH CDgzﬂE} kgl o
NO: 699 AMde TAE T AMgEH, HHe] g
3 Ao Holm oF 65%, <F 75%, °F 85% L <
9l FEA = CD3AE} =3tk Ao QA3
opr| 2k 31 CD3AIE} A F o] MES] Zrjelnt. vh& FdddlA, F71e] owi&e Faog Mudc, 9
ol FHA A, 2, 3, 4, 5, 6, 8, 10, 15 T 20709 F719] ofmi=alo] EA 3T, PR
Wz} 584 EWle X gos e, ol BH| T A, SEQ ID NO: 59 At A 2l
FE= (D8a FAe|t}y. HHe] FHd oA, dX] g9 SEQ ID NO: 59 ik A do dHe o3 Qlad
(D8a g Aolct. F-ddlol wet, @A SEQ ID NO: 59 34k A do] dojo] ok 75%, ¢F 80%, °F 85%, °F 90%,
oF 95%eltt. Fdofd whef, ©H-2 SEQ ID NO: 5] b A dx oF 75%, °oF 80%, °F 85%, <F 90%, <F 95%, °F
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[0037]

[0038]

[0039]

[0040]

[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

98% T oF 99% AEAdolth. HHeol FHAoA, ML FEA =
Z3tal |, ol Fa o] whel, SEQ ID NO. 49 A MdS ¥ 5 Qiry. Wy
918 4-1BBES FETaty, W FHoA, o]HAEH E=H|S (D16 AEW =<l
A, ol9E =rQle 4-1BB 2 D16(°1: shife] BolojEli= ZHAlEo A A1 o)
T@del A, 4-1BB B/%E= (D16 & 3t o] o] WHERIE ALg¥T)

el FEoolA, Tve}t FEAls = XA CD8a A, CD3ANEL =t g, R 4-1BBE EFoh=
198 Z=wlel AE%E NKG2D94 S-S gt 4 T@delA, 7lme &A= SEQ ID NO: 78¢] 3
Ab el ojs s Ze] FAde)A, 7] 1 Si= SEQ ID NO: 799] opv|iat ME& ELRT

=
g5l e, lmet &A= (D8a A, CD3AIE 2l 49, ¥ (D169 °]ojA 4-1BBE E3tsl= o
AE Erle] AEYE, A= HHstE NKG2DO] S I HHe] Ao, 7wt 8= SEQ 1D
NO: 719) opwieit M aeheitt. BBl FddolA, ZlHel =80 SEQ ID NO: 709] #at Aol ofs)
HEACEE

Hylo] Fdels, 7w FE&A= A HHskE I, (D8a ¥, CD3AEF ek G, # 4-1BBell ]| A
(D165 =3tet= olHE muQlel AZYH = NKG2De] &S 2osly, deiz o= 653 F7d o 71&-€
. RYe] oA, 7iHel &A= SEQ ID NO: 859 ofw|wAit MAS FFFgTE. BEle] FRlool A, 7]

1'.1

o}
2} &A= SEQ ID NO: 849] #ak Mo o3 AzmHT),

Hdlo] FHdolAM, 7ive &A= 2= A3 E A, 653 HA, 7] NKG2D @, (D8a @A, (D3#|E} 43
@ oo, = (D16 ¥ 4-1BBE X ol#HE Tucle] AZHE NKGeDe 9 T3y, gdle
T, 7IdEt &A= SEQ ID NO: 729] &Ak Mol o) =G, HHo] FHoA, 7IHE =&
A= SEQ ID NO: 739] ojw|Al S Eghalc),

W o] Fa oo, o]HE =mole NKp80S ¥t} HWHo] Fa oA, o]HAE Z=rde NKpsooltl., HEH
o FddelA, 7ldgt &A= (D8a A, CD3AE =&k 49, % (D16, 4-1BB 2 NKp80S =3atil, A
Zﬂ.gi GS3 HAZ Z3etE ol Tl AZHEE= NKG2De v S 3ttt @i o] oA, 7]H et

SAi= SEQ ID NO: 749] 33k Aol ofs) lmgent. S5le] FadolA, Z]vel =&4l= SEQ ID NO: 759]

OFUli& AEE sttt 22 FddolA, v FEAE ZE AL, 6S3 ¥A, F7+9) NKG2D
Aoz 3= HASE), (D8a A, CD3ANE =3 399, 2 (D16, 4-1BB 2 NKp80<= X &shar, A4

NKG2D 2] %ﬁd% xgsin, H2ee FddeA, 7]d e}
oo A, 7]Hlg} =&A= SEQ ID NO: 779

7]

g}
o2 (S3 HAE It olHE mHQld AZHH

9 il
= #HXslea, (D8a 3¥1%], CD3#|E} =3k

|A= SEQ ID NO: 769 ik Aol s A=
ol ke Eghsich, 2o FE oA, W &4
3

o, 2 4-1BB % NKp80S ¥ aslal, Meldog (S3 H7AE st o] Jﬂoloﬂ AZH 5= NKG2De] o
HE zdstt, 22 Fdo A, 7)vlE}t &A= SEQ ID NO: 829] ik A Qe <o) Jmdgd ;. EHe|
Jaol A, 71z} 482 SEQ ID NO: 83¢] ofml =it A dS x3tair)

ggo] FHd oA, o|HE v CD3AELE xFsttt. 2Ho] FHAAA, 7| A= ZE FH A sty
L, CD8a ¥1#], CD3AIEl = 4, X 4-1BB % CD3AIEHE EFshe= olHy Lulel] #E&P ¥ = NKG2De] ¢
HE s, 22 FdoddA, 7)vlE} &A= SEQ ID NO: 809] Ak A Qe o) dmg ;. EHe|
Aol A, 7192t =& SEQ ID NO: 819] ofnx=it HES 33},

2R o] FHo) A, o]FE LEWle FeRy S ¥t B T, 7]va} =8A= (D8a 31, CD3A
E} 2H3d odo], 2 4-1BB ¥ FeRy & Z 3t o|HE Zvdle AEHwE NKG2D| @S E3heit)y, deo]
oo A, 7ldg}l =84 SEQ 1D NO: 862] diF Mdo &) dzmygect, BHo P, el &4
+ SEQ ID NO: 879 ofw| =it M EE E3Heirt.

o] LE oA, o]HAE ZWele (D28 Edsict. WHo] FHoA, F1HE &A= (D8a 1A, CD3A
Bl 23 ool @ (D28 2 (D3AELE ZEstE o]HE LEdeld AZHE NKG2DY ©HS xasit), deo)
FaoAA A, 7IHet &A= SEQ ID NO: 102¢] ik AEel o3 1z, RHe FAdolA], 7)He} =&
Al

A= SEQ ID NO: 1032 opv]:=Ait ES E3 3t

XE

A5le] e, olFY =Wl 6S HAE EIFT

ggo] oA, Zdo MAE EEwEUE =y A3 AEFI 15(mbIL15) o TA-HH .



[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

[0053]

S50l 10-2660336

o

gdglo] oA NKG2DS] aif 2lzt=ol] Ags = glom | SEQ ID NO: 1¢], SEQ ID NO. 2], SEQ ID NO. 3

SEQ ID NO. 689] A Z <ol Ao v o3 aYE = NKG2De] @S ¥ 3tals A xe] 484

Hel, 2 wEw 9 g AXY Asdd =HdS Edeke o]dE =S ¥t JdeE FEAE <

dole ZeREgoEs. 99 T, NKG2DY e f7t=d] A%E 4= glow | (i) SEQ ID NO: 19

Aol vk | (ii) SEQ ID NO. 29 A<, (iii) SEQ ID NO. 3¢ A<, ¥+ (iv) SEQ ID NO. 68¢] Aol <)
AT = NKG2DO] HE S NPo}~ Azl EA ErQl, 8w g9
S = sl ZlvlEl F8AE JdmYse 2 wEeE

NKG2DS] - 2]zbz=o] Age 4= glom | SEQ ID NO. 29 A Qe &) ¢l=

T+

o] F8A =vd, % HEd o = /‘ﬂElﬁ il% E‘Jﬂ‘d*"* E@ﬂb o]
1 1

j 3 S Wlel a8 Amnes i de
Qs AT F ow, S 1D N0, 6351 Ae] el o3
wal, 39 % AR A

rO
I
)
LA
[op]
Do
()
lo,

bt
=
rO
Ay o =
ﬂOL

X
Ml
fo

Hel

&
to
fu}

it

W

W
o
—u
ra
2
é
oo
2l
H

T 2 SEQ ID NO: 54 a4t H%ﬂ
S0}, SEQ ID NO 59} °F 75%, °F 85%, °F 95% AFEAd
9 Aol A, A 99L& SEQ ID NO: 1042 32 <
ojth. B o W 34 ddLe SEQ ID NO: 1049] ik
NO: 1049} oF 75%, <F 85%, <F 95% AEAS zte d#)o] o) dzmyEE W
do] Lo A, AE] 84 =g (D8a A& HE|=E F7t2 £33,
of i AEE 233 RO FAel A, o]FH =l 0X40(CD134), CD3A
=

OPF((—‘—I

ir e
r 12
ﬁ«j )
N 10
2
w
5]
D
S
=
S
o
o,

N =

e fo s rr
lo &
o2

5

=

19 X
u
LR
ol
i,
e o
)
12 r

S0, SEQ ID
G4(IgG4) gl Ao},
FE] == SEQ ID NO. 4
-1BB, (D28 % DAP12

=

>,
}Ol' ﬂl{E
o 5]

B},
HE Hom sl dadd =vle Eeeth, 2Ho] FddoA, v 8
@ EWdE xFeitt. DEol FHE A, 7]} &A= (D8a &A], CD8a =3
A Ao GS3 A 93l) AdH [L-168 233y,
gl o] ?Lf‘éo%loﬂﬁ, 71 | 2} # xﬂt SEQ 1D NO 889l #AF Ao o3 AQmIFHET. EHo F&HdolA, 7]

wdo] LH oA, 7)He FEAE= 164 31%], (D8a w3k =wQl, 4-1BB 2 CD3AEle] AZYH NKGZDA 1=
HE 2ot 9de] FddoA, 7ldg} &A= SEQ ID NO: 969 Ak Al 93] Jzdert. 9He
Hofol A, 7)Wg} =8€A= SEQ ID NO: 979 olmwAit Ad& zgsit),

Ho] oA, o]FE ZuelS 0X40S T3t Hulo %Lvﬂoﬂ oA, 712} &A= (D8a 31X, (D8a
el =9l 0X40 H CD3zol #HA=HE NKG2D

o] g ¥edith, P FHAA, FHg 83 SEQ
ID NO: 902] &4k Mol oJsf dzmgE )y, EHo] L& oo A, ?lﬂﬂﬁ‘r /A= SEQ ID NO: 109¢] 3Al A
&

oa) myErt. Ao FAo)A, Zug} F&AE SEQ ID NO: 919] ofn| At LS ¥ty @R
Hoflo A, 7|2} &A= 1g64 1A, (D8a L3t Z=re), 0X40 2 CD3ANEbo]l AZHE NKG2D2] TdHS ¥}
sk, F@He] FoolA], Hel 8= SEQ ID NO: 1009 #HAF Ade] o] dmIFErE. HHe
TFAoollA, 7]vlEl &A= SEQ ID NO: 101¢] ofn| =2k A E-& Fdhalir),

PEol T A, 7] £ (D28 T/ AEY ©QS xFsitl, W] THo oA, FHE &
A= (Da 17|, (D28 Ul—ﬁ‘?‘r/*ﬂ—LLH Wl 2 CD3ANEle] AZHE NKG2De] THS xF3ch. HEo & oo
A, Z1HlEl 8-A= SEQ ID NO: 929] 3k Aol &) Az, HHe] FHdel A, 7ive} &A= SEQ
ID NO: 939] ol MEE& ety

Ago] FHA o)X, v} $EAE (D8a A, (D28 WA/ AEW Ewel, 4-1BB 2 (D3| e}l ﬂ%alﬂ
NKG2DO] e e}, UMQ] T A, 7mEl &A= SEQ ID NO: 94¢] &qk Ao ojs) <l gt
Hulo] F oA, 7]v| 8= SEQ ID NO: 959] o}ml At M ES s,

do] FEooll A, 7
Hdo] o)A, 7iHE} &A= SEQ ID NO: 98¢] Ak Mg & <l
2 4820 SEQ 1D NO: 999] ofm|=it M dS Eshsie).

dell A, olfy Z=vdde 6S FAS . HHo T, Edol JhAE EEnIUeE =

vgt &A= 1g64 =], D28 T3/ Alx =rel 2 CD3AIEF] AZHE NKG2DS] o
FAYHL, W]

ORI
£ o ¥
kd
ot
i)

o
S
oboj_‘

)
2

peA
peA
Lo
-
o
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[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

S550ol 10-2660336

T (e FYwEALEHE Ee E g IS E s der) s-ddtd B R2 15(mbIL15) 9 S A~
TAE =S AT

7l =84 T oo A& NKG2De] iy elzbeell Adteh= Al2 PE = EFshe Axe FEA =rdSs
Aedow zd 4 ook S5 A H A2 == NKG2D9+ BEE FE, g FddelA, A2
FE| == NKG2Dol| tiste] o]Fo]tt. 7w AL olZFA S AlE A Erkle EdeeA, Axe
&A Euﬂ?l% Aol 3719 NKG2De| i1 a{},ﬂg AN 4 owﬂr MICA, MICB, ULBP1, ULBP2, ULBP3,

ULBP4, ULBP5 H:+= ULBP6.

sh7]oll Bl AE] =l wpel o], WOl oA NKG2D BRH= AjE E=wW1e] V)5 A Wol A7t AL
. dE E°], NKG2D9 af Fitze] A FE=s 9o pFddelA SEQ ID NO: 1, SEQ ID NO: 2,
SEQ ID NO: 3 HE+= SEQ ID NO: 633 Aok 80% FeiS zreth. EHol FddoA, NKG2De 1 FIE=d
Agst= FE|=%= SEQ ID NO: 1, SEQ ID NO: 2, SEQ ID NO: 3 EQ ID NO: 683 Hol& 70%, Zol% 75%,
Aol 80%, Aok 85%, Aok 90% wi= ZHolk 95% AL 2t

ER, W FHANA Avleh AT BASHE WEE BA AZHG. W THANA, B AT
Nt FFEAQEEE akNAl, Jldeh £8Ae) WAL Aol Holw she ; 222 A% A5
QAL THY & A P TN, ERIALEEE S olel Uy elud A9 HRES)E
Fobe E£Fgeth 2Eel FAANA, WElE dERvholel 2ol

g Pl s, Bl ANE Ave £8A AAE F Qe AL wASE AAvolPE Ad Ha A
T e TN, DAY K AL £ Az detel BeE ALEY wAE bean. B0 A
T4 Eabe AR B, v-HY) AXA mate] EA(AE Fol, ) Aol tstel o T Ak,
24 Azel dste] FEHE O 2 A9 a9, ga8 24-9 23, $h0 AE5Y &3 10, 9% 58
40l AEEY & TS olBe] @4HA gith, ol @ 4B G BAF Qe o ALEY 34
(o8 Fol, Atovtel 4ol 24 )9l g, EH ATAY £4& o) w ke 9PH FA(AE B
o, ¢ 279 A)E B HAW + Aok, DR FHANA, AAIYE WK AEE BA=RE ww
A7t Azelth, F7te] TR, AAUIHH K AEE FolARRE veld ol Axzre 448
. wgle] ANE Hiel 2o old@ AAYolE WK At el FRdolA, K AEE Folgos K
A AEEHS) FIE VLR S TRFTAN MK AL AZFHS PP Astel AT olF A
Jelge MK AXE R THANA, ZREFNN ¢ B A9 ABL ARIAG AP Astel S
Arh, Ew, Bl ANE g v FEAE Ane TerRALEE, oF ufelt WE, % o

k<)

=
WE sl NK MEE dde] LdEo oA NK HE MEEARS d&A4A7]7] Y3k(dE S o w 7HaA
23 A dEkslr] 93 kAl AxolA AFgd £ vk, BH FEdolA, Bl AAE 7
A ZAAES AL A AYol"H® NK MxE] AEXEAS S

sl

H
2
L)
W
r&

2
ol
om
o2
19

2 & XFsteE 7l FEAE dRZYee ZE
FE&A = A A aF 2 %1 391 D(NKG2D) 9] a1 23k
A ;}% FE| =5 NKG2De] ot 2Ee] Fd 4

o] A4d Asl 15 2 7434 DINKG2D) ] A

°

lo o o
4
o
2
2
>

Al
} |, NKG2D2)
EH, d7] xS FE&A =

Falv | NKG2DO] i = 7h=o 73?‘&6}% FE =7 NKG2D2] ©r# ol | NKG2De] w+#He] (i) SEQ ID
o] &, (ii) SEQ ID NO. 2¢] A4, (iii) SEQ ID NO. 3¢ A4, w3+ (iv) SEQ ID NO. 68¢] A
L EU Qe =l 9d AZPEEHE MEY 84 ZHl, (b) Y 99 2 (o) o]9H &=
72t F&AE JdAYdste LEwEULHEd #3 Aot}

b X2
M

1

b
off

D L < ¥ SR | VO O
ol

i e Z 2 op mo

(o o

T

e 2
Au)
[
il
(o
oo

A

=
(@)
—
1o
—_)
12

B oo
ol
ok
rir

2 12
(o o
%t
ol
ol

2y

TFAdolA, (a) AES] F8A Z=rdonx, 7] AES] F8A ZHo] Ad A 2F 2 ALY
DINKG2D) 9] 1% #t=ol AddsteE FE=E sy, NKG2DY - gzt=e] Zdtsts g =71 NKG2DY v
Holr], NKG2D¢] ©#Ho] (i) SEQ ID NO: 19 Mde] &, (ii) SEQ ID NO. 29 M4, (iii) SEQ ID NO. 3¢
A, (iv) == SEQ ID NO. 689 NES x3ste ZEwEdLE = 93 JAAdHe MEe +84 &<,
(b) a4 W Ay AsAdd 2dlE x23ehe oldy =S xEete 7 FEAE JEYshE
TEUQLE =7 AT ET).
Hao] FHo A, wEw oo CD3AE AT JF
£ SEQ ID NO: 69¢] ofm =2k =3

2

el

5]
ot
ot
kY
g
pe)
1o,
2 H
flo rét

oA, CD3AEL 3 o
(D8aEs x3tstc}, HH
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[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

S=50ol 10-2660336

Hefol A, o]HE ¢S 4-1BB, 2B49] AlZuU =<0, NKp80, (D16 AZuU T, A AMETEA =22 +8
A 1(NCR1), A MEESA &2 =84 2(NCR2), A AEEA 22 =84 S(NCRS) /= DAP10Y] AZU)

TS s, A FHAGA, o]FE EWdL 4-1BB D (D16 Edtsit), Hho] LHd oA, o]HE =
WAL 4-1BB E (D3 AletE 2ty HHe] FHdoA, o]HE Z=vQlS 4-1BB, @ 2B4 Hi= DAP10Y] AlE

W =mels 33, 2] FE oA, o]HE Ew¢le 2B4e] o]ojA 4-1BBE ¥ gelE A, TE 73
oA, o]#lE] EwQle 4-1BBell o]ojr 2BAE EFhstrh. HHle] FEdeA], o]HE =Ml DAP10o] o]ojA]
4-1BBE E3Fghth. WH o] FF oA, o] HE] =Sl g

A E-

2 4-1BBo ©]o]A] DAP10S & 3ttl, P o] oA,
olfE ZwlE (D3AELE F7I2 XS, 9Eo FHA A, o]HE ZWdS 0X40(CD134), CD3AE}, 4-
1BB, (D28 %! DAPI2® o] Fojxl o miy Muy= Aok shte] Asdd =rdds Zehdn. H5le] 74
oA, ol#E Zmele st wsq ] -ITAM M E& 253, B2 T3 4o A, &u]-ITAM> SEQ ID NO.
149] oju|xAt 9L xEhsic, @Eo] T oA, FH-ITANS SEQ ID NO. 379 ofmwal AgS x&sict,
Ao FdA, o]FH = 1 2 B ool ITSM MES Egetty. 2Hol FHd oA, ITSM2 SEQ 1D
NO. 159] ofm|:=4k A Hi= SEQ ID NO. 359 oAt MES g},

o] Lo, 7|H2} &2 (D8a ¥1#], (D8a w3 wk w=m|Ql, 4-1BB, 2B4 % CD3AEl] AZHE NKG2D
of gHS X3ty d FHAA, vl &A= SEQ ID NO: 589 Ak Ade o3 Az}, 2

el A, 7lvzl &A= SEQ ID NO: 599 olmwit AMEE& xgreitt. Hulol FdoA, 7]d
CD8a 1A, CD8a W3t wwel, 4-1BB % DAP10°] ﬂ%— ® NKG2DS] @& xFsth. 2] FEolA, 7]
W2} &A= SEQ ID NO: 60°] 4k Aol o3 A= =™, SEQ ID NO: 619 olm|:it HE& EgHsir).

¥

gdo] FHdolA, 7|}t &A= (D8a ¥1%], (D8a =& wh =wQl, 4-1BB, 2B4 Z DAP10] &% ¥ NKG2D2
gHs e, @y paAoA, o]y Z=M¢le 4-1BBol| ©]o]A] DAP10o] o]o]A 2B4E EFErl. AR
TEdol A, 7]zl &A= SEQ ID NO: 622 ik Mo o&f <lmgdyEn, 71ve} 4=83= SEQ ID NO: 632
oAt M AS xehstrh, Pl FHdol A, o]HE =w|Ql 4-1BBol|l ©]o]A] 2B4el] o]ojA] DAP10S EgHeH
. "] A, Flvel &A= SEQ ID NO: 649 A Ao o) dmdE™, FHE A= SEQ
ID NO: 659] ofv|Ait MEE Edheirt.

gdo] FHA A, 7IWE &A= GS3 HA, F7F] NKG2D w3, (D8a 14|, (D3a 4 % wwel, 4-1BB &
CD3AN e}l AZHE, e HAsH NKGZDA 9He 23T, A oA, 7] &A= SEQ ID NO: 66
o] gt AMde o3 AmPFHT. B FHA A, 7]ve} 8= SEQ ID NO: 674 OFUli& AdE *3
Ela=

gdol pddeA, 7]del &3 (D8a A, CD3AIEl =3et od<f, 9 4-1BBE FE 33t o|#E =l
AZHH, I+ FHAste NKG2De] @S 23, SEQ ID NO: 789] Ak Aol ofs) 1me=a1/AaP A
1} SEQ ID NO: 799] ofmliil MEE 3.

ddo] o)A, 7]wE} 8= (D8a €A, CD3ANEF 2wk o], 2 (D16ol] ©]ojA] 4-1BBE XFsle ol
HAE] =lel] AEHE, I HAskE NKG2Do] ws xgheth. Hde] ool A, 7]det 8= SEQ ID
NO: 70°] 34k Mgl s 1= ar/QAP AL SEQ ID NO: 719] ofpw| =it A ES EFHeitt.

Halo] FHoolM, 7]} &A= (D8a TA], CD3AEL Zalet ofo], 2 4-1BBol| o]o]A GS3 HAH 2 (D16
Xgsle o)y Z=dRld AEHE, I= &]ﬂz}ﬂ NKG2De] ©+#& ¥3tsic), o 8 ]OM 7 FeA=
SEQ ID NO: 859 olm|=At N E8 x&slar/xds A SEQ ID NO: 842 #Aak

2}
Mol sl st
O_]:]

Heol oM, FIvet 8= 6S3 B, F7ke] NKG2D @, (D8a ¥+, (D3I} =Hafet
_7_

BA-IBBE x et olHE muldle] AZHE, F= A NKGZDA dis 2oddith. A FAdelA, 71
2 &A= SEQ ID NO: 729 34k Aol o3 AIZYHL/AZFEHAY SEQ ID NO: 739 oln|=it MEE =

e,

Hdo] pHoA | 7} &A= (D8a 31X, (D8a &k w=u|el, 4-1BB & CDSX%]EM] 72
Hell 653 LA o5l A4 IL-165 EF3be, SEQ ID NO: 889 ik Aol o8] <=z
SEQ ID NO: 899] ofu]i=il A& Eghatct,

gyl pHd oM, 7t FEAE 1964 DA, (D8a T Lvl2l, 4-1BB 2 CD3A|Etel] #EHE NKG2DS]
‘%‘L—@VS}H%, SEQ 1D NO 96-/] tﬂ‘J}‘\_]_' /\‘10‘:10]] .Q]EH ?_]_?7_1’6]},] /o i‘%}ﬂ7ﬂq— SEQ D NO 97/] O],tl]\_-/\]— }\1
sk,

et

Bl
o o

_22_



[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

S55S0dl 10-2660336

Huo] P o)A, F)vel =84 (D8a 314, (D8a =3 vk =w¢l 0X40 % (D3zol #AZHH NKG2D2 ©H S
F83e ) SEQ ID NO: 909 alal Mo o&) zmyxa/Ad=agdsE ALt SEQ ID NO: 919] ofmwit Mde ¥
Eiass

Huo] T oA, 7|t F&AE 1g64 314, (D8a ¢ w=wol, 0X40 Z CD3AIE}e] #1ZH ¥ NKG2DY ¢
He e, SEQ ID NO: 1002 alAk Ao 9&) md=E /A TG AL SEQ ID NO: 1012] o}m]=2F A
< g3

WHol oA, 7|vWE 284 CD8a 31A|, (D28 3 e/AE Y =rel @ CD3AEFe] A= NKG2DY
HE e, SEQ ID NO: 929] a1k Aol 93] Az = /AT A SEQ ID NO: 932] o}u]=iF Ade
¥

rob
&

ddol LA, Fue} FLAE (D8a 31X, (D28 HI/AEU E=wel, 4-1BB 2 CD3AIEl] AZH=
NKG2D2] wrH-S xalsle | SEQ ID NO: 949 &al Mo o8] AFGE/AFHE AL SEQ ID NO: 959] o}u] i

Hye] FAdelA, 7lvet F&AE 1964 FA, (D28 T/ AE =l B CD3A|Etell A& ¥ NKG2Do] &
H& EFebe, SEQ ID NO: 98¢] 3ak Mol ojaf dmg /AP H At SEQ ID NO: 999] opv]ieit A&

gl FH o, 7} &A= (D8a A, CD3AEL W& §9, 2 (D16, 4-1BB, GS3 HF# = NKpsO<
F3e o]#E Lo AZHE NKG2De ©HlS Esith. A FEdelA, e A= SEQ ID NO: 74
of #ak Aol o3l TP /AP ALY SEQ 1D NO: 759] ofw| it M ds xFheit)

wuo] o)A, 7)dEt F&AE GS3 WA, F7+9] NKG2D w3, (D8a 31X, CD3AIE =wawk g 2 (D16,
4-1BB, GS3 ®# % NKp80-S xgste o|FE ZHle] AZHE, T+ HAXste NKG2De @S x3hsich. o
T@delA, 7lve &A= SEQ ID NO: 769] 34k H%ﬂ o3 JAFTPEL/AFTFE At SEQ ID NO: 77¢] o}

Ut MES 2R e T, Flviek 58A= (D8a FA, (D3AEL W g, 3l 4-1BB, GS3
P71 2 NKp80S EF et ofHE mw|Qlel AEYH, i% 4 ghel NKG2DS] whi-S AT o FEANA,
7wl &A= SEQ ID NO: 829] St Mol oja] =g/ lag =7 vt SEQ 1D NO: 83°] ofv]iit M dS
Eggit

fgle] FEeol M, 7)vlgt $=8A= (D8a TA|, CD3AEF LT o, % 4-18B R C(D3AIEFE EFHst= ol
=rlQlel AEHE, = A5k NKG2De] @S ¥tk A p@del A, slvel &A= SEQ 1D NO: 809
Ak Mol ofe] 1R Ha/AaE A SEQ ID NO: 819] oAl AdE 23T

TEdo] we}, o]FE ZWQle ES FeRyE X23d 4 Qdrh. olE Eof, 94 73
£ (D8a ¥4, (D3AE} =k 4o, 2 4-1BB 2 FeRy & Tt olHE mrQle] #
z3Hsith. o FAol A, 7)vle &A% SEQ ID NO: 862] AL Aol ofs) 1z s ar/el
NO: 87¢] opm|:it MAS 3.

Tl wte}, ol mwQle w3 (D28 ¥ CdE Eol, 2H F>delA, 7] A=
CD8a ¥1A, CD3AE} wr&et 9o, 2 (D28 % CD3A|ELE X3l o|FE =vglo] AZHE NKG2D2] %Jd X
etk O FEdolA, Zlvel F8AE SEQ ID NO: 1029] ik A dol os) 9=y

NO: 1039] opm]il M de FEFHee}.

geo] fFHde A, o]HE E=vQle (S FAE EFe}.

=
[*p}
Do
()
o
oV
i
11}(e3

4
4 %
gl
2

[
kl
~
o
R
o
[
N
I
w2
=1
o
5

= , A% FE=E SEQ ID NO. 4
=l CDSZﬂE‘r ‘%‘ﬁ% G Yol vk= Q1A (D3

o A e 2 o] 8A 2

Aere] 27)9) xﬂzsq 715 F7hE 2FET. 29 FRdelA, Axe] FEA =rele (D8a AT JEHES
3, A% HE = SEQ 1D NO. 49 i NI 3

Hele] FddolA, Fuel F8A= st o] GS3 BAE EFFTE. HHe] FAdoelA, JHe F=8A =
w2 A e gt HHe| FHEA, A FHL SEQ ID NO: 59 Ak H%ﬂ o8l AP H=
g, AN T, A G2 SEQ ID NO: 59 ik A o] whel] ofs) Qlmy ek, W] A,
3% 9L (D8a FA|o|th, BH| A A, §1#] G SEQ ID NO: 319 o}r|at H%‘% Zre ZEal-A
W owkE REZS wgeit. HBle FddelA, f1x] 9o SEQ ID NO: 329 ofvliedt M-S xotsiH, AR



[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

Tl A, 21X g2 SEQ ID NO: 339 O}HlMF MEE xgste). Frke] FddolA, 9x P2 SEQ 1D
NO: 349 &zk Aol os] dmFHTt. 2o FdoA, %] FHL wel-ol=g g FEA AR
Egheth. AR olelgk FadolA, FA °§°%8 SEQ ID NO: 40°] #xk A Qe &l QQzdert. F7ke] 34

], ¥R 9SS SEQ ID NO:

oA, 312 J3& SEQ ID NO: 429 34k Mo o3 dzgAct, HHo] L& o) o
104¢] 3qk Aol o3 YT AYFREY 4(1g64) Aok, HHe] FolA, 1A gL SEQ ID
NO: 1049 @iaF e EER = WYIREY G4(1g6d) Aotk HHo oA, 7]}
TEA = (D8a T4 % (D8a =¥ ok =w|lol] AZE ¥ NKG2D] TS E3hsht).

Lo
e
g

A FERGA, 7 &A= (D16 ASHH NKG2De) @S F3dalm | SEQ ID NO: 23¢] AL Ao 93|

ANIGF/AAGF A SEQ ID NO: 249] ofw|iAil MES g3t A FdA A, 7t 8= NCR1el
AZHE NKG2De] ©AS ¥ 33, AR o]gf3t P o)A, 7)del &A= SEQ ID NO: 279 32k A g ¢
3 AFFH /A7 FE A SEQ ID NO: 289] opm]ieAt AES Eghgith. BHo FHd oA, 7H2t FE&A=
SEQ ID NO: 219] ofmliit Mde] Hojx IRE zohalry, HHlo] oA, 71dlgl =82 NCR3 AZH
d NKG2De] ©S Egsid, P oo, SEQ ID NO. 299] djik MHo &) Az H /AT A
SEQ 1D NO. 309] ofm|iit A E& ¥ehalc),

£

gdol FHdoA, e A= (D16 HIE/AEY =#<Q] 2 4-1BBo] AZHE NKG2DS] HHE
Eghetty, 2o pFddoo A, Z)dEl &A= (D8a A, (D16 TAG/HEW Zrel 2 4-1BBol AZHE
NKG2De] @& E3Febm, SEQ ID NO: 259] 3k Aol efaf Qlaigwar/Qad ¥ 7t SEQ ID NO: 269] o=
b e EgHs.

gdo] Lo oA, ZlvE} &A= NCR1 2 4-1BBoll AZHE NKG2De] ©A S ¥gkst, 7)vel =&+ SEQ
ID NO: 209] NCR1 o}m]:=4F A<

dalo] g, 71el 8= (D8a, 4-1BB E (D3zoll AZHH NKG2Del wH& EgHskw, SEQ ID NO.
189] ik Mol o sy ar/AagH A SEQ ID NO. 199] opv|=it MES EgH3ict

2ol oA, 7]ug &A= NCR3 2 4-1BBol ﬂ HH NKG2Do] wHHS E33lH | NCR3-2 SEQ ID NO:
229] olu|wAb MES ¥l A FEdoA, 7]v S34]= SEQ ID NO: 209] NCR1 H3 /A ¥ Z=u<l
= SEQ ID NO: 22¢] NCR3 wawt/Azd EH¢l = }Ur o|AFS X33},

Aulo] FEdeA, 7Ht #%iﬂ% 3 ®A, (D8a 1A, (D16 AT/ MEY Euel Z 4- 1BBoﬂ ﬂ%
NKGZDQ S EFety, 9o 1 ol A, 7ivlg} 4=&3= SEQ ID NO: 439] Ak Ao Aoﬁ %ﬂr
o] fddo M, 7]} &A= 6S3 HA, (D16 TG/ Axy =l 2 4- 1BB°ﬂ 72
E'% sheh. A ool &A= SEQ ID NO: 449] 32k A Qe o3 AT+

2
awio] ool d, vzl FEAE D16 W/ AEY el R 4-1BBe] A Ee
sl SEQ 1D NO: 459] 84k A<l ol8] QlmuEt,

mlo

NKG2De]  ehd&

51 >{E

Aulo] ool A, 7w} F&A= (D8a ¥4, (D8a & wd¢l, 4-1BB % 2B4ell 7 &€ NKG2De] @&
aFaln], SEQ ID NO: 469 3k A del| ola] oz e},

=

5] >{E
0

Ol

gdo] FHA A, v FE&A= we-ol=dddd MEe Z=del, We-ol=dddd 3w =y, 4-
1BB 2 2B4°] AZ3 ¥ NKG2DQ] ©rHS Esksl | SEQ ID NO: 479 aiak Aol <& el=ydc},

gigle] PRl M, 7leet &A= D8a 4], (D8a W& Z=vQl, 4-1BB, 2B4, GS3 ¥7] % NKp80odl 7=
F NKG2De] ©+HS& z&aln] | SEQ ID NO: 489 #ak Mo &) ¢lay ),

Ryl PR, At F8A= (D8a FA, (D8a ek =v9l, 4-1BB, GS3 ®71 % NKp8Ool 7=%
NKG2D9] ¢ {%% E&sln, SEQ ID NO: 499 #4k Ade) 93 Jager).

Hdo] FHoA, I F&AE 6S3 A, F7FY NKG2D ¢, wel-ol=dddAd A =r e, wEk-o}
g TEd Teel, 4-1BB, 3719 GS3 HF E NKp8ooll AZHE, ZE HA3E NKG2DY dHS ¥£3

¢l
3}, SEQ ID NO: 509 ik Aol o9& A3 &),

W@ o] EHoo| A, 7)Hel L&A= 6S3 HA, F7Fe] NKG2D ©3H, (D8a 314, (D8a W3 E=wel, 4-1BB,
7Fe] GS3 ©HA % NKpd0el AZHH, F+= A3 NKG2De] ¢ {%% Z3ksbm | SEQ ID NO: 519 Ak Aol 9
3 Azt

_24_



[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

S55S0dl 10-2660336

gyo] FHoA, 7IHet F&A= 6S3 WA, F7Fe] NKG2D o, D8a ¥4, (D16 LA T/AEW =r¢l B
4-1BBoll A&EHH, F= 43t NKG2Do] ©H-S ¥38hsh, SEQ ID NO: 529 ik Aol 9&] AdzFHTt.

wao] LH o)A, F)ME &A= (D8a A, (D16 L3 wh/AF W THel, 4-1BB © 2B4e] AZH % NKG2D2
9AlS Z3tatm | SEQ ID NO: 539 Ak A Go) &l Az HTE,

HH o] oo A F)ug} =8A= (D8a A, (D16 3wt/ A =l 4-1BB, GS3 ¥ E NKp8oell HZ
¥ NKG2De] wS &3}, SEQ ID NO: 549 aak Add] 93] QdzgHr).

W ol oo A | 7] |A A ES 7] |AE JZYE T FEASEHE o 1zPE
Aﬂﬁg] S8 =vee NKGZDA A

= ULBP6 T 3l oAbl ZAgsts A2 FE =S ¥}, Fa oo whel, NKG2De] 1f g7t=o Agtsts

Y= (o E ‘01, MICA, MICB, ULBP1, ULBP2, ULBP3, ULBP4, ULBP5 &
2
JSHE—‘E SEQ ID NO: 1, SEQ ID NO: 2 X+ SEQ ID NO. 37 A& 80% H&54S Zte=rt.

r

2ol FHooA, ZeFrFdEss AT AEFI 15mbIL1s)E AP sE Fhe AAED FA-E
et 2o FaolA, 7vlgl &A= SEQ ID NO: 189 Ak Mol o) dmygHrt. EHe] FF oo
A, ZldEl =845 SEQ ID NO: 199] obm|mal Mo os) Az ¥t

2ol FHoo] mEt, 7iWEt &A= DNAX-Z4 5} g A 10(DAP10) S X aslx] g3/ AY 7dE =84
B WS84 g24-71d SAZ(ITAN) REZE Qa9 sA &),
Hao] LA, Edo| /MAE ZTFEFYLE=E mRNAoITh. wd, Ade TN, B AE =
drEdE=E 7vE FE8A9 FdE Y5t Hojw sty 2d 84 FE JhesiA dAEH

HE] 7} Bolo AFEer, RHeo FddoA, ZFEL

E%, Bl AN EdnIdercs £y
o

tsl=
dste] Aoj® shtel A axd AE s

g g seAe wa
TRl A, W Y EZuto]e o]t}

wa, 2o AAE FelnIUers 2 Qo) s olade Tt fAstdon dAxUelda A A4
AEFL Egdel AFHG. R TANA, Aol s ALE A7 oS % AL A, A TN
SEe FeA 0§ A% Aol

wE, oF wi gy AR A wi oS WRE s TASRIMe o Er Uy e Am mi
b el ATE, ) WNe ARA fae] K AZE 47 THERAA Fat wAs 1eeH
7] MK AEE B9l AAE FelFeorsel oa AmgEs e +eAS waa. 4] AN 6

N AE AZSAY) S4e AR st TRFBAN N A AZEAL TR 98 ool AlzelAel
o] AN vhe e FelRFUorse) §Rk AFE. FhE, ¢ wE 494 489 AR wE oy
19w 9

=S,
S o e EfeEolA o v A9 28-S AR odstr] A% ofAle] Al xedlM o] ZEwEd

EE, N AL AESHY $4e WeR s EREBOA K AZ AZEHES PP A8 oplg A=
M9l Bl ANE EUFZALHCE TS Mol §1b ATEG. B, o w49y 48 A
R OEL 98 A82 GC ERBEAN ¢ EL gy A8 AR dA%H) AT b AzolAe)
wglo] AAE FeliEUorss wyss WEH §R7 AFH

EE, N AL AEEHY $4e WaR s ERERAA K AE AZSHS P 4G 2o A
8 vheh 2o Flue 84S BHst e fAsHoR AxUolHn Aol Au ALe] §Er} AT}
9, ¢ EE g9d A8 Am £t : = :

71 aokE AL, sl ¢

[e]
:q‘ LR
a5 E o dARe] g ojgd e AXE EF 2T F it AS



[0110]

S550dl 10-2660336

Auleh S8AE WA WK AL AWS Folshs 4w ge Y5 A6 FEAE BASE N AL
Aol o2 S A" LT

719 Ewe Aye el AAR 2 ouge] n-ARH FHAE VehE 2d 2 Ase] #d ol

o] Lo e FHE F8A MTFEE ©AS Aot & lax= U
LAIE Ao, X 1bE NKG2D-DAP10-CD3 ¢ & =A% ZHolw | & 1cE NKG2D-41BB-CD3 1 & EA

—
s}
=
)

mlm "
—
o
rlr
rv
o
2
=
=
.
x&

vy

= o2a 8= 2bv dElel] AjAlE SR gdde] wmE ZvlEt s8Ae] AHES =AR Aol & 2ae
NKG2D-CD16 w8 lelm | & 2b% NKG2D-CD16-41BBE =AISH Zlo|t).

3a 2 = 3bt BHO Tddd mE 54 IAEe] FHanE U2 AYPAE dae FgavE f1s =
Algk Aol | oA H RS FH F7] AE Alo] g2 (MSCY) ZEtau|=oltl. = 3aE #E o] IRES-GFP A <9
1719} &7, EcoRI 2 Notl A&k ¥ = 4+elw NKG2D-DAP10-CD3 % 2 NKG2D-41BB-CD3 ¢ o] thgh &-x= =
ALES BolFt, & 3he uF F2Y FAUCS) A7 EcoRl 2 Xhol #|%H %ﬂ—ﬂ W= AH91E NKG2D-CD16
9 NKG2D-CD16-41BBell that Fef~m| =5 ZAlgh Zlojth. #E] o] [RES-GFP MEe FAEY &89 F4&
Vet Al gt

% 4a WA = 4eE NK Al EoA 2] NKG2D-DAP10-CD3 % 2 NKG2D-41BB-CD3 ¢ & wH&ol] 33k dlolHE EA]?‘& A
ojth. & dat™ FAESQ T NKG2D-44 NK Alxe] MEES dAg FAXEA dolEE HoFEth. & 4be
NKG2D-7d NK Alzo] wigs Qoket d ZXS HAFT. & 4ce FAES 59 Aoldk NK AlEZ9] oAl <]
He G AZIAWFD e #dE ol E HoFEr).

s
a

2L

T 50 WX % 508 wjek®E REH A|Eo] tidh, Fodx} 1, Fodx 2 @ Foix}t 3(Z7 & 5A, = 5B ¥ % 50)°
ZREY NK NEZHE AAE tekst ZAEe] AxEAY ddEE tolHE =AE FHoltt,

T 6A WX = 6CE wikd U-2 05 Alxzel gk, Foxt 1, 34z 2 2 Iz (A4 = 64, = 6B 2 =
6C) o = RE o] NK MEZFEEH AAHE gt A5 Axsd7 ddsE dolgHE =AE Aol

% 7a ¥ X 7be REH Alx=e] A9 Al % A stellA thdgk NKG2D 2HAl &S sk NK Aol ¢
AEFHE-7vte] AR #AHH dHolHE LA Ho|th. & 7ax REH Ao 9% =3 3 mx=
o], ZFolgk NK MEe] wellAe] AJdlAl [FNy o &g EAlg Zlelth. & 7be A5 o]F-9] Zolg NK
o 7ke] 1PNy o] S B=AS Blojth(F1kgte]l YERY )

8a WA & 8cE= NK AlFol|Ae] NKG2D-DAP10-CD3% 2 NKG2D-CD169] &3 &g tolBES =A%

Ith. = 8at FAEY T NKG2D-YA NK AlEze] Mg oAt FAXEA dolHE HoFEr. & b
NKG2D-44d NK AMl3ze] wlEgS aokst d TR Hojfth, & 8ct JAEQ F9o Holdk NK AlEe oA
He GG AZIFD e #AE dolgE HoFEr).

o

¢
Rl o

o g0
EY

WY, b
(o}

5 9A WA & 9CE wleFE REH AMlZel oigh, 3ol Foix (b2t & 94, & 9B ¥ = 9C)ZHEJS] NK ME=F
B AAE Ot FAEY] AEXEAe dHE dolHE TAg Rolt),

T O10A WA & 10CE HgE U-2 0S AlEo] Bk, 38 TR (Z4Z = 10A, = 10B ¥ & 10C)ZH-E 9 NK
MEZRE YA E vt AL AxEAdy ddEE dolHE =AE FHoltt,

T 118 REH AERS =9 &4 2 R to| A thaksk NKG2D ZAES 2wE st NK A|lFEo] 93k Qe &-
Zule]l A B "HolHE ZAIE Folt),

T 12a ¥ = 12bE NK A EoA e NKG2D-DAP10-CD3 T % NKG2D—CD16—4IBBQ] wE 7 BEy dolElE EAE
Zolth, & 12at FALESY Fo NKG2D-4 NK AlEeo] M-S 1 AdHs FAZEA dolEE BoFr. =
12b+= NK AlEZ Ao opekst FAlEe mH dde] AdAel ) #3E 2Eads HoFEh

T 13A 2 & 13BE uekd NKG2d FAES AEEA Axe BHEE HolEE A Aojtl. E 13AE MY
#l REH Ml &ol| gk AEE=Ae ALS =A3 Aolth, & 13B= ujeky U205 Az hak AE=4 9 =
E*l?& Ao},



T 4 B JiA e AR FE e upE 2HEHo] NKG2D FAE2] ZAlE WS EFHoRE EAIE Aottt
T 158 2y JAE 9% FHdd w2 F7ko] NKG2D A E o] ZAE WS AR on wAg Aottt

16a WA &= 16c= NK Mol A o] thekst NKG2D 2FAlE<] e v} e T 16a:

A Eo Aol thekst NKG2D ZHAl&-o] B d33 AZI(FD 9 BHE dolHE RolFEth, X 16be 299 loq
ZH(505 2 870)°] NK A wj=e] theFsh NKG2D ﬂzﬂg,l HAEY Fo] NKG2D-4A 2 (D56-%73 NK AL o]
&S AT FAEZEY dHolEE HoFEt, = 16cte AR 79 Fof 29 FARZRE]L NK Al EZAA
o] He FF AZIWFD S #HE dlojHE HojFEr).

=
)
=
o
)

Ll

k

>
1o
Y
_O,

v

o

Mk
=
rlo

(1 E:T vl A NK AlE 2o FAESY 14d Fo thkdh NKG2D ZHAIE] AlE543 dHE dolE
7

18a ¥ & 18b: NK AIE W29 dAES] 59 v}k NKG2D A E9] 2Ha s} ##Hd dHolHE =A% Aol
= F24EQ 7Y 39 NK AlEAAe HiE 3 AZI(WFD et #wd dolEE BojFrt. ® 18hE &
|

~FAEYE NK Aol v g thFek NKG2D 2HAl &) MFI1o] wig-®istel g dlo

A 8l

j& ; H
1
g?
1r

= 19a ¥ %= 19be ©hFe NKG2D A ES] MAESAH3 B dHolHE ZAI3 Aolth. = 19aw= 1:1 E:T Hl4
A NK AE N2 A= w ket NKG2D ZHAE2] AxE5A43 #ds HolEE HojFrh. T 19bE 29-83F
=% NK AMEo |3 ks NKG2D ZHA| 2] AlE=A ] W3}

T 202 1:1 E:T HA NK AZ Y29 tﬂé_E 49 Zo] vhoFsk NKG2D FA|ES MEEAT BHEE dolg
2 A3 Aotk #4] o] Hol, NK AIEZ 40 IU/I IL-2/m¢o] BZH w2 oA HH%%RM.
T 21 247 B

1:1 % 1:2 E:T v]o|A] FoJ=x} 238 NK A|E(29ube} 40 U9 IL-2/mo] BHZE=% vj=| oA <
449o] wiek) W2 AL 10¥ F9f thFst NKG2D 2HA129], wldE REH A3t tigh ME=dy) ddd o
] gk

T 227 Bl /A" FEodd E F7he] NKG2D HAlES] AAlE W JNFH R TAIg Folt).

= 232 A = 23b 299 Aola TelA (At &= 23a B % 23bolA FolRF 61 ¥ FolA 103)ZFE 9 NK
ATZZEE AR Torst NKG2D AA 2o A&Aw BEm gol8E wAe otk NK AZES 40 1U9) IL-
2/mio] B=9 uwjx|o| A ks,

<

T 24% USRS NKG2D FAEC] wdy #EE dHolHE TAIg ot NK MEE 49 A%S FofAp(224,
225, 362 2 363)¢ wx Yol o3l A EZ(PBMC)ERE FFHA7|, F7]1E ZAAEY HFS A A etE upol#~
2 PAxded. 45y 39 Fo, K AZEE g4 FAE F-NKG2D A2 FHsta, FAZENS AME

ERE
sfo] Al AtlH NKG2D WHE WA AEe] At BA AZIFD ela) Brhelsir).

% 252 ¥ & 25bi= Uhekek NKG2D FAER FAEYPE NK AEe] AEX5AY #wd HolHE =AS Aot
NK AEE 4e] Folde] PRNCERE FHA7n; AR 8Y Fol, R REH 2 HL60 AE(Z7 = 25
1 25b)o] g NK AEEAE 11 BT WA Sk, 1A ol NK AEE 40 109 [L-2/meo] wEH
LEERRRE S
% 260 X = 260t REH $F AR oyt A5 olFe] thdh NKG2D AAEE s WK AXe] o3
QA BTN ), % A4k A-HINF @) % FHFT-h 4T F2U-4F A4@-CSHe] B w
9 HolHE mAE Aot moH ARz FAne 8 Fol. 1x 10719 NK ATE 96-9 Fo wpg =
ol=e] A WolA 1 x 1071 REH A2 AFalglen]; sy QAfHold Fol, FENg FAsL, o
27190 B 279 2] (Neso Scale Discovery) CTlufol s Abgate] wel HEZdol dlato] Ao|Esl +FS
A5, & 262 IFNy o T8 E $%S TA8 Aoy, & 26b= MNFa 2 %S Z=A3 Ry, & 26¢
T o] old NK M) ol Ae] QI-CSF] F7& =AG Aolth. 4 oA, NK AEZ 40 109] IL-
2/mee] WEE WAl A W g,

e e B 2

% 27a B = 27bv FAEAEY 7, 14 ¢ 21Y Fo] thksk NKG2D HAES @EstE 29 F
2 % 27b°ﬂ/\1 ozl 224 A 225)ZEE Q] NK MEY A& FHEF El
NK A|EZE 40 109 IL-2/méo] BEZ=9 vx oA v &Fa}i o).

g
o,
n
il
HoT
>
s
=
o,
o9
M
o
o,
[
2

T 282 ¥ & 28bE E7]W NKG2D FA|Eeo] dEAEYPH NK AFEY AEEAT AHA dHolHE EAE AHolt}.
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[0118]

[0119]

[0120]

[0121]

[0122]

S=50dl 10-2660336

|AS] A NK AE st 9 14 AXE §3E opldt. A 4 a5 2 749 DINKG2DD) = ZEd
D ARG AE ol HEEHE oo fIlEE e 4% NK AlX 435 Aot theke NKG2D g
el W e Aie AlxoAe dukdor wixRk obg W HE wlole| s 7 Aldl AdskxdET).
NKG2Dell ol&f 14 5= g]zt=9] B]-Ag-8 ol o= MICA, MICB, ULBP1, ULBP2, ULBP3, ULBP4, ULBP5 % ULBPS6,
2 NK AlES] AELE e AXEEA 7)|5S Aojds B4 Ax Ad HEdE g2 EAE 3 o] B

L)
o
M
Y

2 A FgA-716e) Wels

H
=]
°] NKG2DO| °]&= #3shAl shz A
o

7o #2¥ vAE 14k NKG2DO] &
o X

2 wEt ZEWr 712t =84l

/\4 o]_}: 113

HU

Lo

lo
-,
m
v
o
=
)
—
(e
o
u
lo
=)
L
o
v
=
[op}
[N}
S
rr
fi
1\
o
)
é
ﬂl il
=)
o 8
oft
mv)
=
X
o
i)
o
=
=
o
oX,
Lot

s} 09‘,
= 1o 015

oL ofh

Jz ot

=

W 10(DAP10) 9] 271e] TFolF
DAP10 3]3S WjelAd NKG2Do] ot
o FHd A, H NKG2D7} A& =2}
doll A EHo] FHdo] upe}, FHE FEAE
EQle 19 af wEw E A E=vle] A
2h, 1= AdAle] 843t 2sE ddehs
14, e /HAE ERE =0l o3 dZFEH= 7
o4, NKG2D ©#-& SEQ ID NO. 20 9jaf =g},
Holw 70%, Hol% 75%, Ho%E 80%, Hol% 85%, Z o
FAol A, gHe SEQ ID NO. 28FE] sk} oA F7}e
FASAY, AR FHANA, FAE YR=-2F 7)5S
AEA e vE AAA P20 E2A AFEY, ol
TFAool A, NKG2D 9 S QFAYde IS HAudor oA
AA, F= FHZ3E NKG2D dH S ol .
*1 AT AE =7 AFgEY, AF FE = F e IS &xﬂ%oﬂ
ool A, CD8=FH Fraie AE ¥
NO. 4¢] HE& ;%t . FEoAN, =
SE

i
fo

=

[a -
i
o = ¢
o,
ot
2
lol

1o

2

i)

g

[l

-

o

e,

fo

—OL
kv

i)

&)

=2,
R
)
o >

G2

S
fr

SEQ ID NO. 19] &4k

Fe LB =7 Al
ﬂé}ﬂl NKG2DS] 315 2]7F=of
1= NKG2DS] W o|th, uwheha], o]
‘ﬂ DAP10S ¥3Ha}x] ori=t}, Wdo)
A oo A], NKG2Do] TH-2 A% ]:@63 NKG2D 2}
90% L= Holx= 95% sk
7V °1X1“P R

:Il

i
_Y‘i

2 ol
ol
ol

__E_X:
R
ke
fo

!
Jo rr

B i o -
to

Ho
R
ol
r 1r

2
©
4
d

£ rlr

WE =
ple)
o,

0
N
o i i —H
£ 8
E
Wi O
W2
lo

ol
é
_>|:
=
=i
[ep)
[N}
=
o & |n °*
)
rlo
o
oft
2l

oot -
o

rr

i

ofl

ol

ol

r

>

12

rlo

w

=

o)

S

8 o

)

Lo
g to Y
)

2o
o

A 4 9. ZEM, Hdo]
3 FE== (D8a FrelolH, SEQ D
9

7H
gyd, Jedg ¥ x23 =l
7] A" wpel o], AnbARl slHE} 9 #8A Txe s A =vdE Asdd =rRl(E)dd A
debz Aolle she] wEd wmvdls EIFT. e, HE PR, wrd kvl ASAE Ve
& Awdhs 98 & = o
go] FEeelA, NKG2D T o] Al S mecle] Hojm: JdRE FAIn. Hyle paEddA,
Aot =2 T AIZ 5 NK Al & 25 ol AdHos dass vhald Gedl (8o Aofe d
Fekeh. gl Ao, Had wHele (D8as EFSR= ¢ =

= ghH, AR FE oA, (D8R 7} AME

Hejlo A, (D8a<] "¥1%"&= SEQ ID NO. 59 MES zherh, 9] Fddo)A, (D8at LA o] SEQ
NO. 59 MES zt= (D8a ¢t Hol% 70%, Hol% 75%, Hol% 80%, Hol% 85%, ZoJ% 90%, Hol% 95%
A0 =S AaEAY wyd 4 Qo 2eo] Fd oA, (DSBE SEQ ID NO. 69 MES zh=th, HYo
TFAol A, (D8R 270 SEQ ID NO. 69] ML zkE= (D8 X4<>1E 70%, AT 75%, HAojE 80%, Hoj%

i)
Lo
—Ll

S owE o 12 uE
5=
o

o
Pﬂ

85%, Aol 00%, Zoj® 95% WEAClEE AvuAL WHR 4 gk, wyle] FAdolA, (D8a 2 (D8B
o|A7k AHHIT,

Bule] pHaod, BHw wele NEAY EuoRAE 4TS s (D6 EFATh. (D6 2719 of
&%, a % b(2% Fe Avh 84 [lla % 1IDEE deld 982 £, oF F8AE LE g6 9
o Fe tio] A, ol AdR NK ALE

AT, wEba, 22 FEG A, BT e
(D16as x3¥ate gk, A @A, CD16b7t AH&Enh, HHE o] F&Ao oA, CD16ax= SEQ ID NO. 79 A&
S zheth, "ol FEo oA, (Dl6ax 2] SEQ ID NO. 79 A¥E& zk:= (D16agt Fol&= 70%, Hol% 75%,
Aol 0%, AHol% 85%, ZHolw 90%, FHol% 956 ATAHo|LE ALY WEE 4 Jri. "dHe
FAoell A, CD16be= SEQ ID NO. 8¢ AMES& zte=rt. HHe] FdelA, (D16be 17| SEQ ID NO. 89 A4
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[0123]

[0124]

[0125]

[0126]

16b9‘r 14015 70%, Hol% 75%, Holm 80%, Holw 85%, Hol%® 90%, Hol=
] = otk @] FEdolA, (Dl6a D (D16be] o] FA7} &g}, Hg
=

mH'l

i
bt
-
r o
2

ol wae wolole) dels S A kel e wolg
959 4 itk Dlee] Aolel Wi WHe sl BN AE-eA 4

Aol FE oA, 7|t FEAE AS
A "oB4" BT XA EH CD244EC %_aqx .
A AE Ao 19 HItE 1] ASAES Fote] H-Fe AR} F
of e, I3tk Euﬂﬂ% B4E ¥ W, @@l 1
olt}, Wl T, 2B4% SEQ ID NO. 9¢] MI< =5
.99 NES zH= 2B49t Holw 70%, HolRE 75%, oL 80%, 3

ol=E HusAY WP 5 vk, 2He] FddeA, 2B4E A EA wixe] /Al §X4 EUﬂL
2A AREEA|RE, RO o)A, 2B4E Sl o] thE =Wl ) ALEE ¢ Uk dE .
&l A, (D16, 4-1BB Z/Hx 2B49] %gto] o] &-HT},

zéx&.x
S

o,

m rlr

¢ fo off S H oW B =

AR FEdol A, AsAEL 7] AFH vpe} ol DAPIO% Fa ddEnt. 2R FAol A, NKG2Do] A
< DAP103} QULE]OL MESAA-F2 (pro-cytotoxic) 21 EE NK M XEo| AFstty, HHo] & oo A, DAP10<]
oA 7} AMEE Y. HEO FHA A, 3T =HQle DAPIOg xegnt. 2R 34 A, DAP10 SEQ
ID NO. 109 Aioﬂ% zh=t}, wde] oA, DAPI0S A o] SEQ ID NO. 109 A& zk= DAP107} Zo] %
70%, AoJE= 75%, HoJ% 80%, Hol% 85%, HolE 90%, HoJw= 95% AFAolwEE AuHAL WE" 4 Q).
frAbetAl, AR Aol A, DAP127E R o3t AEE 24%?2 F 7] W], DAP127} AHgE & vk
wo] oA, DAP12E SEQ ID NO. 119 A €& zhi=t}, W] oAl DAP12E 17o] SEQ ID NO. 11
o] M9& zH= DAP129} X*oit 70%, Hol% 75%, Holk: 80%, Aol 85%, Aol% 90%, Aok 95% AFAolw
= AerE v wyd vk, REO FRldel A, DAP10 % DAP129] o]F oA 7t ALE-E ).

Hol FHEoA, AT AGL 4-1BB(CD137 2 F% A} Az}F =84 A3 ALY 9(INFRSF 9 2% <4# A )
& AlTEh. 4-1BBx= dPFHoz dAstE T AEE A% A5 BAEA V)EshE SA-AT WY A
EAfo|th( ol & 50], 4-1BBO] wAAR S T Alx F2 B Axgs] A4S AT, 28,
oA, 4-1BB9] 7|5 rElatAl NK AMEet 3 ARgEnk. 2R F@ ool A, 4-1BB¥ SEQ ID NO. 12
zh=t}, W] FE o)A, 4-1BBx= LA o] SEQ ID NO. 129] A QDS 2zt 4-1BB9} Zol% 70%, % o]
, AolE 80%, Aol% 85%, HolE 90%, Hol% 95% FEAAolEs: AuHAY WyE 4 Qloy, HHe]
W 4-1BB= ©5o] Alsdd Eulo] AWk, A7) = npef o], wdo] ool A, 4-1BB= o A
2ol AAE o2 g/ AsAE mud F sy o)y 2§t # vEst. 4
ool A, 4-1BBet Al (D162 F5A A= &35 AlTste], 53 a&4R1(dE &
iﬂ%fﬁv}. ) %16401]01]*1 4-1BB9} 7 DAP102 4524 A= &3E AT, 539
2 [e]

Gl

I
[m ofm

H
o

—U%ErBLIﬂEELAJnoxE
$HIF
- cANNa: )

o &

T ﬂqo
o
r&
"
i
mln
2
>
bl
i
oX,
=
=i
=
“
il
B
Ry
o A
v
WEL
WEL
lo
-+
e
2
=2
>
v
il
N
rx
it
[
o

o= EM% ﬁﬁhﬂﬁ} 2= Holol A, Alzdgd =Hl o
A, CD3 A|E}= SEQ ID NO. 139 A ES& zterh. HHEHo FdooA, (D3 Ak 271o] SEQ ID NO. 139 A
S k= (D3 xﬂe}g} Hol% 70%, A% 75%, HAolm 80%, Hol% 85%, Hol%E 90%, HoJ%E 95% AEAolw
é%lﬂﬂﬂr tﬂ‘oﬂa T At “*“U ??ﬁ of W (D3 Alel= Zdlo]l 1 o] A AHGEA E|RAl-7]0
2 s il = P EARe], AY = 2
). LE}EW 4 T4 cﬂ W NK xﬂz% AM EE]E—% FekA g AU HE FEAE Egeit. o
Ak ?zcdoq]ow ARE AAYoHE NK AEE AFd = 2429 Fash 2283 A, 53 AlX st
53] e AEEAAS vebdn. 922 FadolA, o= Folxl Aol AMRE = vet FE&A ] thek
g B % e Eh, 2o Fdoo A, 4-1BB} ?M] CD3xﬂE}% FEH 2



[0127]

[0128]

[0129]

[0130]

G A= a3E Algete], 53 afAR(dE 5o, AEXEA) K AXE 2. 25 3ol
2B4 2 4-1BB9} A (D3AEFE= % =

JsA A5 ARE AT, 53 A&4A(dE £, AEEA4) NK AEs
Zefgth. HHlo] ??’ﬂoﬂoﬂﬁ, Z1MlE} A= 2o T3 TS Fsto] (D3AERS o|FAstE o] &gtt).
weba], G oA, T =l CD3AE e EuRl(HEx= 1] W) S EFEh. g Fdd
oA, 1, 2, 3, 4, 5, 671 o]’de] MxEe] CD3ANEF F7]("2-9] FE")= (D3AE 3G Tl vz Q13
& vk, d¥ FEdolA, D3AE =BT =mele SEQ ID NO. 699 MEE zter., BHe oA, (D3
Aet e muele Ixle] SEQ ID NO. 692 A E& 2zt (D3AIE #ald Z=welat Hojm= 70%, HoZ 75%,

gl

Aol 80%, ZHolX= 85%, ZHoE 90%, Holk 95% AFTAo|=E A HEge ¢ vk, H2Ee
T, CD3AIEL g Zwle] digh WMy mwle] Hols TUMAZIY] flste] F7ie] il s E
gheteh, P2o] FaoolA], (D3AIE e =rel 2 (D3AIEF 29 F-EE A% (D3AIE EAE Al
gt g2y Aol A, (D3AEF =T wrle] §l= F&Ad vlste]) %JZMO%%% *ﬁiﬂisﬂ I
CD3ANELe] Qe F&dol wal, oF 20%, °F 30%, °F 40%, °F 50% o4 T7idc. EHe

23k el (D16, NCR1, NCR2, NCR3, 4-1BB, NKp80, FcRy, CD3A|E} 2 2B4 & &

HE ZrQle] AZHHL.

RO FRAdelA, v}t FE&AE= (D28 =Ml
gt o, W FEdoA, (D28 Z=uele Al
(D28 =wQle TG/ AX Y Alsdd =rQle]t).
o MEE zteth, HHe] FHdolA, (D28 T =
ol% 70%, A% 75%, Hol%E 80%, Hol%E 85%, Hol%E 90%, Zol%E 95% J%*éfﬂ = AdE7v Ay 5
Atk RHol FRdelA, (D28 AEu Asdd E=w<dS SEQ ID NO. 1069] *1"” Zk=th, 2Eo
Tl A, (D28 MEW AZ AL =S 1730] SEQ ID NO. 1069 LS 2= (D283 Hol% 70%, Zol%
75%, Ao% 80%, HolE 85%, AHOlE 90%, AL 956 FETAolEE HuEAY Wdd 4 vk, ¥He] 7
of ol A, (D282 ZhA| ol A %Eﬂ e R R A= Evﬂowiﬁ AREE AR, Hgo] F oA, (D28 Bt
ol el e =Wl I/ AgE = Q. 95 , AR FE o)A (D28, 0X40, 4-1BB Z/W+= (D3AIEL]
Z3o] AR&HTH

i
2
fol
2

-}
rO
rlo
o

iR g

ol

Sl T, A SEAT OM0 mAdE £FA. o) FHANA, 00 =AAE Az A2
A TvQlolt), Hdol FHdoA], 0X40 M2 A& dE EHQlS SEQ ID NO. 1079 AMES zteth. €29
FAdelA, 0X40 /‘ﬂJJH MG E=vQle 130] SEQ ID NO. 1079 MEE& zte 0X409 HojX 70%, Hoj=

75%, o= 80%, HoAE 85%, HoJE 90%, HE 95% AFAoILE HUEAY wyH 4 gk, HHe] 1y
oo A, 0X40 ZAIEoA w@HEe] wEg/As iy ErlozA ARSE XY, Bl FE oA, 0X402 s
ool ot m=welyt A A1EE 4 Q). dE 5o, dF FHolA] (D28, 0X40, 4-1BB ¥/Ei= (D3AIER]
Z3o] AR&HTH

7kl FadelA, vt F&A ATHD B ITAM] dF, dE 591, dv-tans E3Srh. HH]

T, olF Fd At 1T AEs A @, 23] s NK AlE AlESge] AR HEE
AL 4 s s 2. B3 A, slvl-tand SEQ ID NO. 149 ADE zheth(Xe 9ol
A71d = ). Hee] FAOA, dlvl-tame T1710] SEQ ID NO. 149] A EE& 2= dvl-tandt Ho|&= 70%,
Ao 75%, Aol 80%, Holi= 85%, Hojm 90%, ol 95% e del=T AdH AL wEgd = vk, HE
o 4 &4 ZHAES SEQ ID NO. 149] dlv-tams Egstt;, HHol A, t4=2] 3

el

of

| dE B9, 4 el (head to tail), 1Y F 3|=(tail to head), 3= F &|=(head to head)
= Hd 7 HA(tail to tail) WiEE AE&= 5 vk, 2R FRAAeAN, Hojx s} Fu]-tan®] EA)

L 3lte] Fnl-tams ARESE 7lHlEl FEAE EdEtE NK Mol ddE Asdd 9 NE=sLS

gL A8 = kel o], "X, F)Hlel &A= dl-tame] skl H]-AgH 0 o
Gia=

1

ggo] FHoo A, oE Eof, ASHG PZF g3t BA(SLAD) o] FEAZEE FEE Asdd 9
Egels F7ke) AEAY o] AR, olE &A1 B4 =99)E XY ol Bl FAHEA &=
th. SLAM ¥he] F8AE 159 AEZA HA udd EE24-719 AMA~ BREZE FRSY. Y] BEZE
S/TxYxxL/1o]™, o= W4EA E|Z241-7]9ke] 2~91x] RE]Z(ITSM)(SEQ ID NO. 15)& A HHtt. o5 F&A
T B22] 71UA Fyng Y3k SLAN-3]$F whal 2 (SAP, -4} SH2D1Ael <f s O]EL%‘)% 3l A3 AsE
Aggitt, uppa, 29| Fdod upe}, MY G9S[N REZE 23 HE = ME(EE o5
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[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

QI Ah e EFHT. Be] PN, [TH LEZE 943 a9 dat gA%, 4599 o
o9& SIP(EE E TE FAS J2)8 Fd 248 AEE AYT + Avh. ¥ PN, TS REZE

= A T 22
SEQ ID NO. 159 A d(X+= A zherh. H2Ee] oA, [T REZE 13
o] SEQ ID NO. 159 A¥ES z& 1 T 70%, AHol® 75%, Hol% 80%, Zo]E 85%, Holw
90%, #olk 95% FE/doles: AvtE A WA ¢ vk, BR] FEolA, ITSM EH 2= SEQ 1D NO. 159

NKG2D <
gdlo]

cHE =HQl) v o5 Wi tishe,
o B =] CdlE B, 29 ptadelA, NK AlEE v
AgtE JEFZ 15(mbIL15)E HHI}EE dxYoigdrt, olfd FddolA, NK AE A2l mbIL159] EA4E
NK Alze] $4 9 AE8E AsHox PPN ZN NK A AEX5A Gds F712 PdA7)E 7
el Ho] oo A, mbIL15% SEQ ID NO. 169 @ik M Ae zhi=t}, WHo] 3 dofA, mbIL15E
SEQ ID NO. 169 A3 HoJ% 70%, Hol% 75%, Hol% 80%, Hol% 85%, Hol% 90%, ZHol% 95% %
5 HAusAY A" 4 9ok, 29 FEdo A, mbIL15%E SEQ ID NO. 179] opv]=it A Es 7‘”5}
of Al 7lHlet =& ek A, Olﬂi?& THd= 54 24 AEE fﬁﬁ}oh gatrle] 53 a8

Ll
Fl-ﬂi ox, M. off

Z o o O o

9l

RS

A F§A A
2l " |
w2 EAseln HAT 5 e g ) A7t EAGG, olel@ Aet FEA9 H-ARA o=

271 o vpel o], T M F&A BFAS] HE, 53] (D3AEl= W Asdg saAel=e] e &
QA A TS Stk o]9f o], F&A 4-1BB, T FAF A A LS = Aj Al K AlEE
g4I, 2He] Fdo A, o]E 279 AsHAY AR AsH WA Fgste, v AR
o] Zzt=o] A3} Ao NK AlXE E4sA 7. weba], HEe] FE oA, NKG2DO] i it=o] AR
NKG2D w Mo 84 =wl, D8 3w 49, 2 4-1BB % (D3AELe] Alsdd =dls 233t o]
Y =mQls 233k NKG2D/CD8a/4-1BB/CD3AE; 7]Hg} &A1& AT ete R =r) Algdr. 9
THdolA, oleld 7lwle} =& = SEQ ID NO: 18] dak e o&) lmdgddnt. A FEdoA, o3t 7]
o &

W} $=&A= SEQ ID NO: 1089 A A Qe <3| ﬂi%%ﬂ. T e dd
el 7]mlet &A= SEQ ID NO: 199 olu|:it AEE& xEghsitt. 2RO Fd W ol#1g ZA &S NK AE
7} mbIL15E Al 2&d3kar, mbIL157} NK A Z 2 Wéi} 2 Ax=sg Add #ate] F7he] A adE Awst
v Aol 53 fasith. dF FddddA, 7ivEr A9 A€ SEQ ID NO. 18(«lZ7d] SEQ ID NO: 108) %}
gt A wk, FE o] wel, SEQ ID NO. 183 Hol%w 70%, Z ol 75%, Hol% 80%, Zo]% 85%, AHolw
90% T HoX 95% HEAAES #X &, HHo Ao, Fiug; 4=8A7F SEQ ID NO. 18(|ZAth SEQ 1D
NO: 108)¥ &ebd = UARE, 7lvlel F&A= NK AlE A3t Z/Ees xSy 7ss A AW, I8
J

IR - T =
ool M Fde NK AlE 43t 5/ AESA 7es et

TEA 2B4= HHO] WGgEA] EjRA-7INke] A9 REEZ(ITSNE By, 2438 A3s ddshs A
He Zteth, olsk #ol, F8A 4-1BB, TF AL A A TS S AsdEge 9, di= A A
of NK Al25 24sAxitt. webA, of& Aedd EA7F d=ste] o7]A] A ad4oz AESA NK AE
2 Qe 5ES o|gsly, @] prado]A], NKG2D g FgtEo] AdHEl: NKG2D ©E A E9] 484
Zv]l, CD8a =HEwr o, B 4-1BB B 2B49] Aadg ZWle xdsk= oldE EMle EFsh=

NKG2D/CD8a/2B4/4-1BB 7]Wlg} A& AIZ Y3t ZwEdLHEYE Algdn). T3k, 2Ho] FdooA], o]
3k AL AeHo R phIL159F AL

R F oA, 2B49}F CD3AEFS] ZFE NK AES} ARate], A Alxe] tiate] 3

S, weba, 2RO FE oA, NKG2DS] L+ E]iF=ol] ¥l NKG2D © i Al 29 & zﬂ =wel, CD8a T
Ik o, 9 (D3AEF 9 2B49] AEAY =S ¥elsl= o]HE m=WQlS E8HSHE NKG2D/CD8a/2B4/CD3A]
et 7lHlet FE&AE dzYete EYwEUEHETF ATEnt. wg, 2R ?-zﬂoﬂoﬂ*i, olggk FAEL A
A0 = mbIL15%}F SAI-EEE & At 7] =o€ viel Zo], (D3AEF R 2B4¢} #o], 4-1BB+ WS Alsdd

AzAolcel Feig BYSA=A 7158 & A, v;*;u TN, o e NEAD FEe 4eA 3
How Agale], Az FeARe U=e] A Aol K AES BASANL. wep, Dol FRaolA,



[0137]

[0138]

S5S0dl 10-2660336

NKG2D9] i 2]Zt=ol ZAdsli= NKG2D w3 M2 8] =d¢l, (D8 wh3w 9o 2 4-1BB, 2B4 ¥ CD3A|
Elo] Mg =Hs e olHE =WdS ¥t NKG2D/CD8a/4-1BB/2B4/CD3AEl 71W2} =8A& <
APt EYFEULEHET ATET. A T, olg 7]met #8&A= SEQ ID NO: 589 AF Aol
ols] olmyEt, w = FHd o)A, NKG2D-CD8a-4-1BB-CD3AIE} 7|W|2} =&+ SEQ ID NO: 599 o}m|wAl
AEE xgeoh. dHEe] T, o]gd A ES NK AE7F mbIL15E B4 2dstar, mbIL157F NK Al E 2
gdst d/me Axsgd Add st F7ke A anE Agehs A4S 53] frasith. g5 FddelA,
7wt =&Ae] M ES SEQ ID NO. 583 @b = JAIRE, ool whek, SEQ ID NO. 583 A oj% 70%, % o]

= 75%, Holx 80%, Aol 85%, Holk 90% i Holk 95% AEAE FAET. H2He] FdA A, 7]HE}
847} SEQ ID NO. 583 2&td <= dxwk Zlvg} &A= NK AE 43 2/ AESA 7)5S 7435
A, A5 FHAA F4E NK AE 43 L/E5 AXEA 7|5E ztet).

ddo] giohAel Fdoo A, NKG2DS] i+ 2]7k=el AFshE NKG2D @ Ao -84 =HQl, (D8a 9wt
99, 2 4-1BB ¥ DAP10¢] Az dg Twlde XEs= ol Zvls FEESh= NKG2D/CD8a/DAP10/4-1BB 7]
Wz} FEAE JaYste WIS E =S ATEn. A FdddA, olelg 7lvel &A= SEQ ID NO:
609] ik Aol 93] JdmHFHTE. T vh2 FHool A, NKG2D-CD8a-4-1BB-DAP10 7]W2} =&+ SEQ ID NO:
619] ofu]:=at MES E3hetty, w3, E2HO] FHA A, ol FAES MY oz nplL15e} TA-LEE
T Ak, 22 FHdolA, o]t FAAES NK AE7F mbIL15E Al &3, mbIL157F NK Alxe] &3}
2 AE=EA A @Bste] Frke A aE AFTse Aol 53] fastt. A8 oA, 7ldE 4
Aol qEL2 SEQ 1D NO. 60 =&k 4= AARE, F& Ao whgk, SEQ ID NO 607 Zol% 70%, H o= 75%, Z
o% 80%, HoJ= 85%, HolL 90% i HoE 95% ATAHS FAFT. HHo %164011 oA, 7l &A }

SEQ ID NO. 603 =ebd = YA, 7]t F&% SR & ALY,
5 Ao dE NK AE @43 9/ AEZESAY VTS et B3, 7] =98 vkek o], DAP10
2 4-1BB9} o], 2B4v= WY AzAd saAel=e] g gadsiA o)), o

TAY AR A5A wAoR Zgste], 7lde FEARe] ii=e] A
o

i
=z
=}
=
K
ik
2,
oo
g
~
E‘
:
Q
“
Pﬂ
i
N
olr
mlo

m

h = ljl—
2hA], o] oo A, NKG2D] i #Rh=el] AfsheE NKG2D W AlEe] 8 =Wl (D8 whEd
99, % 4-1BB, 2B4 % DAP102] Az A TrolS ¥ehal= olHE =S XE§3tH, 4-1BBoll ©]°{A DAP10
o] )8}, DAP10o oo 2B47} FAskE= NKG2D/CD8a/4-1BB/DAP10/2B4 71vlg} +&AE adsls= Zg¥w
ZHULE =Y AlFEt. A FdeelA, ol¥d sidE 8= SEQ ID NO: 629 Ak A de <3
AaYHE. = v F&d oA, NKG2D-CD8a-4-1BB-CD3AE} 71wlg} =&l SEQ ID NO: 639] o]t MdS
Egreteh, gl FE oA, oj2)gh AAEE NK AE7F mbIL15E FA H@StL, mbIL157} NK Al o] 2 s}
9 AEEA Add @ste] Frhe A AnE AFste Aol 53 fastth. A oA, 7dE 4
Aol MLLe SEQ ID NO. 62¢F @etd 4 gAwk, FHde] whak, SEQ ID NO 629} Zol% 70%, HoJ% 75%, Z

A
o 80%, HoJ= 85%, AolZ 90% EiE Hojk 95% AEAdS FAST. 2He FdAA, i FEA}
SEQ ID NO. 62¢} &etd < JARE, F1He FE&A= a4 3} ‘;‘/BE% AExEA 7S A AY, o
5 FEdeA ddE NK X 843 2/EE AESAY V)5S et 299 & Fdo oA, NKG2D 31
g =) Adsls NKG2D 9 A Ee] =83 Teol, (D8 w3 oJo] T 4-1BB, 2B4 % DAP109] Az dY =
Wels FdalE olFAy wEwelS Edsl | 4-1BBoll o]olA 2B47} EA4EHH, 2B4ol o]o]A DAP10o] EAEE
NKG2D/CD8a/4-1BB/2B4/DAP10 7]Wg} +&AE A3ZPste ZewFHLE=rt AT, A FddolA, o]z
7)Wg} 484+ SEQ ID NO: 642] 3al Mo o8& 1=y drt. &= ohE P& o)A, NKG2D-CD8a-4-1BB-CD3A]
El 7lvlg} 48+ SEQ ID NO: 659 ofu|mit HdS zehsitl, HHol pFHd oM, o]d ZA|ES NK AE
7} mbIL15E &4 L@k, mbIL157F NK AlE9] &3 W A=A Ado st 71 s axE Alsst
= Bl 53 %iﬁ}ﬂ}. A e, 7 A2 SEQ ID NO. 649k @A 5 AA, &
oo wak, SEQ ID NO. 649} Hol% 70%, ZoJ% 75%, Hol% 80%, Hol% 85%, ZoJ% 90% W& A o]% 95%

. ‘%ﬂ‘%ﬂﬂ T oA, 7]dz} 5847} SEQ ID NO. 64¢} 2812 4 Awt, 7ivel &A=
1/ MESA 7lss A AW, a5 FddolA ds NK Alx 43 4/ NEs

ox
oft
o,
o
Ho
B
rot
S Xl

Agio] Frte] FadelA, 7lviet FE&A g B o]dE =dl(H #HA 713)% U3 JE =Y
TF. (D16 NK A28 31 Aol 23s= s gast 840t webs, Bigle] a4l A, NKG2D2

gzr=o] AgshE NKG2D o AlEe] 84 =del, 2

3= (D16 HE =& EFsh= NKG2D/CD16 71Het 845

oA, o]gf3 7lmle} &A= SEQ ID NO: 239] 3k <

B B SR R}
_nsi'ﬁorlﬂxﬂ



[0139]

[0140]

[0141]

[0142]

S50l 10-2660336

F8A= SEQ ID NO: 249 opvmat Aol ofsf lmEg e, A5 FAdelA, 7lvet #8412 MEL SEQ 1D
NO. 233 Zehd °1xm TF@oel wel, SEQ ID NO. 237 Aol 70%, ﬂoiE 75%, Hol% 80%, Ao

85%, A= 90% & HoE 95% FeAdS AT, €He FHdA, 7)) |47} SEQ 1D NO. 233 &
HE 5 AT, AN FEA WK AL B DEE AL A5E AANAL, A T, B
A AE e W/EE AESY /5 2. @, 2@ TAdeld, ode Az dudos

X
mbIL159} sA-ddd o U},

Hdo] F71e] Fdd oA, NKG2D/CD16/4-1BB 7]Wg} #+8AE JAFZYGsI= Ee| 7S dLE =7t AlFs, 4-1BB
o] AMEdd = oY vl s s A2 AYAzA Zgsh, T, ZHo] F oA,
oyt FA B AeH o mbIL15%}t SAI-HHE = ).

HLE
Hls Eotel olFAspTE. wpebA, BiHle] oo, CD3AE =
2=

CD3ANEF= 19 2Hdt = g T Qlo]
A% CD3ANEL &2 Azl sdate Zlvlet F&A7 ATEnt. B2 F@ oA, NKG2Do] 1L #Fh=l
ZA3¥E= NKG2D v, (D8a 31#], CD3AIEF =k =wiQle] vt&E QIS 0, 1, 2, 3, 4, 5, 67] o] A=<
CD3AEF 27 (-9 FE") % (D16, NCR1, NCR2, NCR3, 4-1BB, NKp80, FcRy, CD3AIE} & 2B4 % 3l o]
e AFSHE oldY wuRls EFEE v} FEAE JdEYse R EdHET AT Et.

HWdo] FHFoA, CD3AE =3k melo] 4-1BB & (D16 % 3} EE & RFES EIsts o]dE wwWelo
AER e 7ldE FE&A7 ATEc. wepx, REol &), (D8a F1%], (D3AE ek g % 4-

1BBE EFete= oldE wdRlel] AEHE, I HAstE NKG2Do] W& X Fele NKG2D/CD3AIEFIM/4-1BB 71
Wzt F&AE dzdshe FYRIEUAEHE L ATdnt. o FddolA, ol#s vt &A= SEQ ID NO:
789 ik NEE T3, T OhE FAAlA, ol sl &A= SEQ 1D NO: 799] ofu] At A He] o
3 ez Ek. A FadlA, 7lve F&A A9 SEQ ID NO. 783 webd 4 dAIRE, o] whet,
SEQ ID NO. 783 ZHoJ% 70%, Hol% 756, Hol% 80%, Hol% 85%, Hol% 90% W oit 95% F5de #
A}, "o FHdol| A, 7]Hg} &7k SEQ ID NO. 787 gEbd 4 YA, 4= NK Alx g

©

7]
At 2/xE AXEA 715S FASIAY, dF FddolA, d3E NK AE 435t 2/ EEt Ax=Ad 7%
zh=t}, w3k, 2HEo] FEo oA, o]zt FAA e AeH o7 nhlL15et FA-EEE = 9l

Tddol A, CD8a ¥1=|, CD3AIE} “H&wt 44, B (D16l ool 4-1BBE XEF3ste= o|FH & 7
A 3tE NKG2DS] wrH-S F3Fsl= NKG2D/CD3AEFIM/CD16/4-1BB 7] = 2f T% AZ Az:d st 2]
7b Ak, A FddelA, ol¥d 7wl &A= SEQ ID NO: 709 HAF MES Egeith, -
ol A, olg|g ZlWlg}l &A= SEQ ID NO: 719 opn=2b Mo o3 ﬂi%%v}. dH
o]

of

S

i, 1o,

=)
4 o -

rBL_YEHJ
lﬂ F}ﬂ

fu ol ol %g

A U o SR Y1)
BL
g

3 o W 7lHlg} 8] A9 SEQ 1D NO. 70¥ 2ebd 4= JANE, F&oof upel, SEQ ID NO. 70%}
= 70%, Hol% 75%, Hol% 80%, @.015 85%, Aol 90% H& Aol 95% FEAHE
o A, ﬂuﬂ =827} SEQ 1D NO. 702 debd 4= A|wt, 7|2} &A= NK AlE 24
71%S FASAY, 45 FEdNA, FFE NK AE S8 2/EE AESY 75E
Hojol A, o]zi3t HAAZL Melz oz nhILl5e TA-E3E 5 Q).
CD3ANEF =Halet ofod | = 4-1BBoll o]ojA (D162 *gal= o]#E Zd2le]
& %33 NKG2D/CD3A1EFIM/4-1BB/CD16 7]1Wlgt F&A = %i%’é}% Zyg)
Hojol A, o]#FE =md (S3 HAS Frlz £, AR o =
"1, 4 FEdelA, ol 7ldzt &A= SEQ ID NO: 849 6“4 L Eﬁf‘&ﬂ}. g
ool A, olefgt 7ivg} $8A = SEQ ID NO: 859] o}miit A dof & Az HT. AR FdlA, 7]
Wz} £8Ae Age SEQ ID NO. 84¢F &abd 5= A wk, T wpel, SEQ ID NO. 849} Hol% 70%, AHolw
75%, HolE 80%, HOolE 85%, HOJE 90% Ei Holm 95% AEAS AT WHeo] FHAA, v 4

e ooff

4

PH
rsh
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&7k SEQ ID NO. 8deh &ebd = xRk, ]vlEr Al NK A2 2As B/ B AEsA 7l~— A8k
v, A oo, dHE NK AE A D/EE AEL5A V)5S e, 13, 9o Fddoa, o]y
g Al ES Ao R mbIL1set FAI-TE"E 4 vk, wek, 2R S A, GS3 B, F7F] NKG2D
7, (Db8a @A, CD3AE TEe 49, 2 (D16 % 4-1BBE EF3h= olHE mvilel] AZHE, FE A4
NKG2D9] FHE EF38= NKG2Dx2/CD3AEFTIM/CD16/4-1BB 71Hlg} &A1& Q3 ste EelwEalLE=rt A%

"k, oA FEoA, olgld 7iME} 5284 SEQ ID NO: 729] Ak LS EFE. E OE FE oA, o]
2] g 711311 &A= SEQ ID NO: 739] ofw|wil Ao oz Qlzgert. AP FAolA, 7Het 849

Ade SEQ ID NO. 729} &2d 4 JXwk, F&djo wak, SEQ ID NO. 729} A% 70%, HoJ% 75%, Hok
80%, Zol% 85%, AojE 90% T ok 95% AedEe AT, 2HY FdddA, 71dg 87 SEQ 1D
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[0143]

[0144]

[0145]

NO. 72¢} &etd 4= AdAW, AHE &A= K AX @43 2/wmE AEZEA 715 fFASAY, 93 73

oA, FdE NK Al 23 BB AESA Vles Zerh. 13, B2Ee] ™A, o3 AAEe

e Ao mbIL1SeE SA-Edd 4 9lvt.
o}

o] oA, (D3AE H3 =rQle] NKp80S XEF3te= o|HE =dlel] AEHE 7wzt
Hop, wabs], @] oA, NKG2D/CD3AEFIM/CD16/4-1BB/NKp&0 71W 2} =/ A S ¢

SEE=T Aedy, 7lWe &A= (D8a 314, CD3AE @alvk 999 = (D16, 4-1BB ¥ NKp80S X
#AE Zuole]l AZHE NKG2De @HS FTeheth, AR pdoA, olHE Z=HQle (S3 HAE FI=E
goh. A5 FEdOl A, GS3 ¥ 7= 4-1BBSF NKp80 Akolell viX|E Tt A F@ oA, olelgh 7w} 48-A
SEQ ID NO: 74¢] ik ME& 23dect. & o FAdelA, ol 7lvlet &A= SEQ ID NO: 75¢] o}v|:=
2B Ao 95l JdmPE. AR FE A, FHE FEA] AL SEQ ID NO. 749F gEd 4 AN, T
ool whal, SEQ ID NO. 748} Hol% 70%, Hol% 75%, Zol% 80%, Hol% 85%, Zol% 90% i HoJ%E 95%
FEdE A, 2Ee] FEde A, FiHE & A7 SEQ ID NO. 749 EEtE ¢ dA T, JlWE FEA=

e E
3L

nﬂﬁéwm

Corr Bl

NAE S R/ ALEA e SARAL, L FAANA, BN AL B D e ALE
B s etk m@, 9ue] PAdelA, oldd AAEe Mefom millssh FA-udd 4 vk,

w3k, "WEol Ao, GS3 A, F7Fe] NKG2D @H, (D8a ¥1#], (D3AJEF =aldk o] 2 (D16, 4-1BB %
NKp80S ¥3tsl= oldE =wHele] AZHHA, zE HHstd NKG2De 9AS E3Fsl= 2xNKG2D/CD3AIEFIM/
(D16/4-1BB/NKp80 71Wlg} &A1& Qa:Yyste Zel WU LE =7t AlFddnt. A5 FdoolA, o= =yl
2 GS3 BAE F/IE xFs. AR Tl A, GS3 ®H= 4-1BBLF NKp80 Ateldl] X t). o F& oA,
ol#13l 71wlg} &A= SEQ ID NO: 769] 3k MEE ¥}, & g2 P, o3 et &A=
SEQ ID NO: 779 olu|:=t Ao & AFFH ., dF FHA A, 71} FEe HLE-2 SEQ 1D NO. 767
dzbd 4= dx vk FE oo whzl, SEQ ID NO 763} Aol 70%, X 75%, Hol% 80%, Hol% 85%, Hol:
90% & Aol%= 95% %E*é = z]?ﬂu} o] FHoA, 7w} =847 SEQ ID NO. 763 E2d 4 A
i 71 e} & L Al 35} “—‘/EEE AEZ5Y 7155 FAAY, 45 FdddA, 48 NK X
7] ﬂr. w3, H@eol oA, o]H3 FAELS Ao mbIL159} FA
1 1*1 (D8a #1%], (D3AE} =3vk 99, % 4-1BB B NKp80<S *EFsh=
NKG2D2] w8 33l NKG2D/CD3A EFIM/4-1BB/NKps8O 7] wlet =&

t xﬂt{lv}. A5 Ao, o]FE Zdde (S3 FAE FUIE
i 4-1BB9} NKp8O Alolol] wix@t), A FddoA, o3t 7)vlgl =&
etk & e A, ol 7iHet 8= SEQ ID NO: 83¢] ofn
Aol o8 JAIFEt. AF FAA A, 1A FE&A AES SEQ ID NO. 82¢F gEkd & A,
o] wea}, SEQ ID NO 829} Zolm 70%, ZHol% 75%, AHolm 80%, Zol% 85%, Zol% 90% Wi FHoln:
%XWDP o] oA, 7l &7} SEQ 1D NO. 82¢} &&hd 4= A|wt, 7wt &
‘;/“i AEZEA 715S FAAY, 3 FddA, 49 NK A2 S35 9d/xe
7;%3}. w3, @Hol FH A, o]HE FAAELS HAeEHor phILlset TA-RFLH
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Aulo] FE oA, CszﬂE} e =wdlo] CD3AIELE Edhehs oHE ZuRle] AZELE 7wt &A1}
e TF&delAl, (D8a ¥4, CD3ANE} w3t 49, 2 4-1BB ¥ (D3A|E}E E st o))
i{n A 3tE NKG2De] @S %3} NKG2D/CD3AIEFIM/4-1BB/CD3AN e} 71 ve} =84
A QB =Tt AlFE. o FadelA, oleldt 7l &A= SEQ ID NO: 80 HAF A
Tl A, oleg 7wt F&AE SEQ ID NO: 819] ofn| =ik Ao o5 ladd
oA, ZlWE 89 A4S SEQ ID NO. 807 Z&hd 4 AR, F&Aejo] whel, SEQ ID NO.
0%, Hol% 75%, Hol% 80%, Hol% 85%, Hol% 90% W <>1E 95% AEHS A .2
, ﬂﬂﬂ A7} SEQ ID NO. 803} &ehd 4 9%]14 7] | A= NK AX &3t 2/
10}7%14 K- ??ﬂcﬂ oAA, FdE NK AlE FAdst “—‘/EEh AExEA 7158 Z2et. =g
ole gt FAES Ml o= nhIL159} FA-LFH
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Hofol A, CD3zﬂE} 9Elg Evdlo] FeRy & X33t olHE =dQle] AELZHE 7lvel 5
) R TFAo ol A, CD8a F1A|, (D3AEF 23wk 99, % 4-1BB E FcR

o ﬂ%%‘% NKGZD«] @S ¥3sHE NKG2D/CD3AIEFTM/4-1BB/FeRy 71|
=7t Algdnt. A FdelA, olefgt 71met &A= SEQ ID NO: 86¢] 6“{} %
ool A, o3 7lmlg} &A= SEQ ID NO: 879] ofmiik AL <& o1x:y
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[0146]

[0147]

[0148]

[0149]

S5S0dl 10-2660336

Ziv e} 8A19 AL SEQ 1D NO. 863 &&td 4 UX|nk, F& oo whel, SEQ 1D NO 863 Hol= 70%, A o]

T 75%, A% 80%, Hol%: 85%, HolE 90% i Hol® 95% AEAS %ZWE} Ho] S A, 7]dE}
&A1 7} SEQ ID NO. 867 &&td 4 AN, 71} &A= NK Ax &4d3 4 ‘E—t— Ax=sd 715E FASH

A, A5 FddelA, &4E NK AX S48 L/ AXEA 7S 2t T3, 92 FHdolA, o
23k AL AaHom phIL159 SA-LAE £ ).

E’

Helo] FAolA, (D3AIEF HHd m=wQlo] (D28e Eedsh= oldE =rlel AEZEE 7Ivlzt =847 A¥
Aok, opeba, 2Ee] FH A, NKG2DY] i B|{t=e AgelE NKG2D ‘Er«ﬂ Ao &4 =d?l, (D3a 3

2], CD3AIE} =k ofo] 2 (D28 2 C(D3AEFES ¥ st AFEY o)dbEH = m% Z3alE NKG2D/CD3A EF
TM/CD28/CD3AE} 71vle} =&AE JaYsle ZewEuLE =7 Algdrt. dofel A, olggt 7]HE; &
|4+ SEQ ID NO: 1029 34k MES E3ec). ® o2 P o)A, o3t 71 ]a} &A= SEQ ID NO: 103
o] ot Ao od JQmPHETE. AF FAAdA, v FEA] AEe SEQ ID NO. 1029} &Epd &

AX g FE oo wel, SEQ ID NO. 1028} A= 70%, Zol% 75%, Fol%= 80%, Zoj= 85%, Zol%: 90% W
Aol 95% S FAFT. WHO FEolA, 7)rlel F=EA7F SEQ ID NO. 1029} @b 5= iAW, 7]

I
2t 8= K AE A3t 2/ AlEsA 7les A Y, 45 TR, g K AlxE st 2
[EE AESA 7se Zhet. 13, HEo oA, o] AAlee AEAHOR mbILlseh FA-EEE
T UG
ez ] g

Ao pPoo) A, AxEe] Zrele] IL15] AZHE NKG2DS @S Egst= 7vel =&A7 Asdd. uf
24, ;u Tddol A, IL-150] AZAF NKG2DS| i+ 2Zt=ol = NKG2D @+ A|E9] =84 Twel,
(D8a 3%, (D8a &Y xwel, 2 4-1BB % (D3zE E%é}% Ay oldy =dele EFse
IL15/NKG2D/CD8a/4-1BB/CD3AE} 71Hlet &AL Q1FFste ZHFwEUdQEH = F Algdnt. dF FdollA,
AEL WL 6S3 HAZ F7t2 233, AdF FHolA, GS3 *‘ﬂﬂL IL159F NKG2D &+ MEe] =84
TuQl Abolo] wixlEtt. A @A, o]y 7|wle} &A= SEQ ID NO: 889 ik Ads .
g2 FadolA, olzld 7Z|Wg} F&AE= SEQ ID NO: 899 ofmmAF Ao o <cmHHET. o
T, 7vet FeAe] H9e SEQ ID NO. 883 debd 4= dAwk, FaA o] whel, SEQ ID NO. 883 4
T 70%, Hol% 75%, HolE 80%, HoJE 85%, Hol%™ 90% L= Hol% 95% HEAlS fAF. HHe] 1Y

oA, Zldg}l =&A7F SEQ 1D NO. 883} Z&hd = JX|wk, 7|vg}t &A= NK MXE &4 L/E= A 3
715E FASIAY, 45 FadA, dE NK AE %‘r*éﬁ} /2= AEISA 71sS et

P o] L ool A, /\ﬂ}Eﬂ Euﬂolol IgG4 Ze 3A o] AZHE NKG2DY ¢AS E3ksl= 7)et 847 A
Tk, weps, 2Eo] FHoA, NKG2DY 31 gtz ZAjshe NKG2D @ M Ee] 783 EwWQl, 1gG4
#e 31#, (D8a ‘1}%1& Luﬂh, 2 4-1BB % CD3AIEE g5t AEW o]HE w9l ¥3al=

NKG2D/1gG4/CD8a/4~1BB/CD3A|E} 7|W|g} 85 A3z sts FewIUQLE =7t AlFdnt. o FddolA, o
28k 7)Hle &A= SEQ ID NO: 969 ;A HAL ?ﬁﬂ D E e FdAdA, olElg 7lvet FEAE
SEQ ID NO: 97¢] ojn:=at Mo oaf emgddet. 5 Fadola, 71vzt =gA9 HE& SEQ ID NO. 963}
gabd 4 A w, FE o] wek, SEQ ID NO. 967} z.oi 70%, A% 75%, AHol& 80%, Hol% 85%, Hol=

90% & Aok 95% 4543 ok, Syl oA, 7l =847 SEQ ID NO. 963 2k = dA

oﬂ

H:l

_n

e f4

@, A RS K AE 243 G/ XY 15E GAAL, 20 FRAA, BE N A
B} W/wE AEEY Ve etk B, DR pddeA, olHd AABe HPH o bIL15S} FA
L]

wwo] pado]A, ofdE Eulclo] M0 ¥FEE el S8AT ATHG. WA, DR FA6lA,

™
NKG2D9] - #t=o ZAjslE NKG2D @ Alxe] 84 = ] , CD8a ¥1#], (D8a =3¢t E\ﬂ]ﬂ, 2 0X40
2 (D325 Egsh= AﬂELH OMH =rQlS ¥ FsHE NKG2D/CD8a/0X40/CD3z 71vlet +8AE <

ST Agdct. A Ao, oy siHet &A= SEQ ID NO: 90°] ¥4k H?—g& xgeith, =
o2 Fdels, ol ﬂuﬂ?/} F&A= SEQ ID NO: 919 ofmil Aol o3 =Y
TEdolA, 7ivel F&Ae] 49L SEQ ID NO. 903 Eebd & dAwk, Fa o] whel, SEQ ID NO.
T 70%, Hol% 75%, ZHoJ% 80%, ZHol% 85%, ﬂoic 90% wE Holw 95% AEAS %x]du} 2
oA, 71WEl =8A7F SEQ ID NO. 90¥ 2&td 4 A9k, 7]Wlel $82= NK AXE A3 2/%
715s FAEAY, dF T, g NK Aﬂi A3t 9d/s AXEA 7S et 13, 29
Ta@dlA, olfgr AAEFS MEA R nbIL15et FAI-LERE & ook, HWHe FEdA, NKG2DO] i ]
7t AgEE NKG2D ©A A|ES] 84 =9, Ig64 A, CD8a w3k wwel 2 0X40 2 CD3AEIES =

_36_



[0150]

[0151]

[0152]

et AZY o]¥E =u|eS sl NKG2D/1gG4/CD8a/0X40/CD3AE 71H|g} =&A12 A7y 3| =4
HEE7F Algdct. o FEddA, olelgr 7ldet F&= SEQ ID NO: 100°] ik A ds Ei% Jas S
2 FdalA, Mf‘& 7)Wle} &A= SEQ ID NO: 1019] o}t Ao o3 ¢lmygdrt, d5 +3
712 g9 MES SEQ ID NO. 1007 Zebd 4 AR, o] wah, SEQ 1D NO 100J1L Ao 70%,
Hol% 75%, Aok 80%, Hol% 85%, HolX 90% Tt Hojk 95% FEAS X8, HHol LA, 7]
b =87k SEQ ID NO. 1003 Zebd 4 A%k, 7ldel F8A= NK AlE &A4s)t 3 /‘C“ AEX5Y 71%5S
FABAY, 5 FEA, FdE NK AE A3t Bl/e AESA Vs et B, 2R 7
A, olelgh AAES dEA o R mbILlsst FA-TdAE 4 vt

)
2

0 ox £ 2 Hr R OHI oM

o] tEooA, BT g L AZY o]HE Zudl B BFE EIEE (D28 FE =S XS
S AT, mEba], 2E2e] P A, NKG2De] i+ g7h=ol AdEhi= NKG2D @ AEe] 8-
uﬂ , CD8a 714, (D28 Tr3ut/Mxy] =l 2 CD3AELE E3Hsli= NKG2D/CD28/CD3ANE} 71d| 2} 4845
e EYWFEUSEETE AgEn. A FEddA, ojHg 7IH2t &A= SEQ ID NO: 929] A A&
D}, T T2 FEdo)A, o83t 7lvel &A= SEQ ID NO: 932] ofju|:=At Mo o) Az},
ool A, 71vle} &A1 LS SEQ ID NO. 9294 debd 4= dAnk, F&oo wel, SEQ ID NO. 929}
= 70%, Aol 75%, ZolX= 80%, HoJkE 85%, Holk 90% L Hojk: 95% AEAE FX3th, D9
oA, 71WlEl 447t SEQ ID NO. 929} &&td & dx|gk, 7)vE} £4A= NK A S48 L/T= A
715E FAEAY, 4 FAolA, FFE NK AlE s B/Ee XS Ves Zer. 19, 9%
T, ol#fgt AAEL MAeH oz mpIL15et FA-LEE = ot Frhe] FEdOA, NKG2De] i
F=o] A3jtel NKG2D w3 A|Ee] 484 Z=dQl, (D8a ¥1%], (D28 =3l wh/A|x ] =], 2 4-1BB 2 CD3A|
S X3hsl NKG2D/CD28/CD3A|EF/4-1BB 71Hlgl +&AE 13 ste ZEwIdSE=rt Agdrt. o 734
1?1 7)Wlg} 482 SEQ ID NO: 94¢] A HI& E@f‘&ﬂr. T o2 g, olelg 7lde
EQ ID NO: 959] ofml=it Aol o&) lmgdert, AR Fddola, 7lvg} =849 I SEQ 1D

ol

i

O
tlo o 2

UQE o_TL
r°"

B Jf et g

EHﬁl—H

%E}él T AARE, F@dol| wel, SEQ ID NO. 949} @01 70%, Hol% 75%, HoJE 80%, Hol%
= T Holk 95% A5AS A, HHe] Fddo)A, 7lMel =&A7F SEQ ID NO. 949} &
712t &A= NK AlE @43t 9/5E AxsA 7ss FA8 AW, 45 FdddA, &3
A/ AEEA 71b% Zheth, wegh, gyl FdoA], o]d AAES dEHo=r
o A, NKG2D9] 1§ E|7t=o] ZAdsl= NKG2D v x11+94 A
Dﬂ% 2 CD3AE}S E &3} NKG2D/1gG4/CD28/CD3A el 7] ) 24
HErl Algdct. I Fdela, olefgt 71met &A= SEQ ID NO: 98¢] 6“4 A1
El 8 A= SEQ ID NO: 999 opmiil o] &) ¢y H
oA, Zlvlet & MY SEQ ID NO. 983 depd = AA|wH, F&eof wet, SEQ ID NO.
0%, ol 75%, Aok 80%, Zol% 85%, Hol% 90% i Holw 95% AEAHE §-43 2
, Zldet &A7F SEQ ID NO. 983 &b 4 X|wk, Zldgt &A= NK Ax &3t 4/%x=
FAFAY, dF FdAAA, FFE NK Ax 43t 2/Es AESA 7sS Zer. T3
14, olelg ZAl=S dez o2 mbIL159 sA-EdE 4+ Urt.
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NCR1(NKp46), NCR2(NKp44) = NCR3(NKp30)2 #Zt= ZAgH Aol @43 Al55 HAYst= NK AlE Aol 48
b, upeba, "2Hol FH oA, NKG2D2 A ko] AgEhs NKG2D O AlEe] 84 =rel, 2 od
Ad9 W AFEY o)Ay =Wl & FE ¥3sl= NCR1I B =2 E331= NKG2D/NCRL 71HE =84S
st ZEwEdoHE L ATEnt. o FddelA, olg 7wl &A= SEQ ID NO: 279 ik Ad&
gk T tE ?—‘o‘ioﬂoﬂﬁ ol#13l Z)wg} &A= SEQ ID NO: 289] ofm=At HFo] o8] A=mFHr},

rBL H:l H

WE, J}ﬂ re D nO M ORU ol 2w
fo ox & Q@ Hr % ofl ¢

TEdolA, 7)) |Ae] AES SEQ ID NO. 303 gepkd 4 UAAT, 3ol wef, SEQ ID NO. 273
T 70%, A% 75%, @015 80%, HoJE 85%, Hol% 90% H: ﬂoic 95% AEAdS AT, B 3
oA, 71vlet £&A7F SEQ ID NO. 273 =Ebd £ AdAwk, 7]+ SA= NK Al B3 D/mE A
715s FAEAY, dF T, FFE NK AE &Adst ‘;‘/EE% AELEA 715S Z2ter. T3, 9

S
T A, o]# st FAEL MelFH oz nphILlse}t FA-EdE 5 Q.
™ o

FH o] F7ko] FE o4, NKG2D/NCR1/4-1BB 71Hlet &A1& Zdste ZelwEdHE7t Alg¥ ™, 4-1BB
o] Nz MY Tw|dL o] AE Euﬂ ol B4z Mo A2 AEAREAM Zgdle], AsHor FFE NK AE
A3t g AEEAS op7|dt. BRo FTte] Ao, NKG2DO] alfr #ih=el AfsE NKG2D ©E A
9] &4 w=del, 2 w3 03@‘1 e Aﬂle olfly =W¢l & RFE XS NCR2 HEHE=E EFste
NKG2D/NCR2 7]Hl2t &A1& didsts ZwSdl =7t Algsct. NCRIGIA S o], BHEo] ool A,
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[0153]

[0154]

[0155]

[0156]

[0157]

o) AAEe 25 Fuhor A A7) L Ade dedon Astel, M +EAE WA WK AE
g ggstee Agsld 53 a%@m. S, e 99 FHdAA, 4B 3UE vegdE ¥
Foha, WS ERA N AELE AT SES waRth w3, D3 TGN, olF AR A4

o2 mbIL159 TA-ZHE 4t

Halo] F7lo] Fa oo A, NKG2DS i g7t=o] ZAds= NKG2D 9 A Ee] 484 =
2D AEY odbH =HQl E BFE Edste NR3 JEE=E ﬁﬂﬂb NKGZD/NCRS 7l et =&AL A=)
ZY v FULE =T} ﬂ]lﬂﬂr NCRI 9/ NCR2o A9} o], 9 dololA], ol& FAES 159 4
“ dog <lste, 7HE &A1& ‘ﬂa} 6}L NK AE2E A= ARESH7)
= ZEM, :L%% Aol FHd A, FAEe] Hus dEgdolm Estar, wig a7l
AEZE ATshe 59 Bt o FddolA, olelg 71Het &A= SEQ ID NO: 299] 3k MdS&
s, = gE Ao, o]#dk F1vlEl &A= SEQ ID NO: 309 olu]mit Mo o8] <lmyHt},
FEol A, 7uE} g A SEQ ID NO. 299F gebd 4= A gk, Fdoo] wek, SEQ 1D NO. 29}
= 70%, Holw 75%, Zolm 80%, Zolw 85%, Zolw 90% Wi Holk 95% AHEAS FA . WH
oA, ﬂlﬂl 847} SEQ ID NO. 29¢F getd 4 9‘1]\3} e =eA= NK NZ S48 D/E= A
715S FAAY, dF FAAolA, FFE NK Ax s Bl/xe AEsyd Ves Zder. ®
Tl A, o]2]3 AL MeF o yphIL15%}t FA-2EH 5 Q).

WE I e X po R

Wi b

Hyo] 7ol Foel A, NKG2D/NCR2/4-1BB 71Hlgt &A1& Q1ADste L wEUHE7F Al5H™, 4-1BB
o A ZrRle o]HE =wlelA A3t A5 A2 AgAEA Agete], AsHdYE =HQl e s
a2y, 9@ dr)x @A agHoz MESAHS NK MEE ofr|gth. gk, HEe] F3

Aeld o2 mbIL1set FA-HHE 4 Q).

7kel F@efell A, NKG2D/NCR3/4-1BB 7]We} 8AS g sk el QE =7 Ales ], 4-18B
& E=re olHy muiQlelM & AZe] A2 dgAtRA ZEste], Aadd k]l ko] s
B, R 7A@ aEH R AESYQ NK AES opr|dth. B, BB FdoA, o AAlEE
AEH o2 mbIL15SE SA-dE 4 Qi

AR oA, Belo AR e} FEAe] xW 2 2 G52 2Ho A, NKGZD G\ 7} g
o =]l Afole] Alaze] mwQlel] AR Aol FH (1A Wolol ol FFEvt. AF A, 3
A 4 7lve FE&AS e it Atol(dlE Bol, AMEWS HEY wHdl Abo] EE D}%Q Al =)
A Apelell ¥ 4 Ark. Qi PN, B e Fol AN it T 54 EAL AT wv
AL F7He] 7les AT o vk dE 50f, 2R FdddlA, (D8a= (HH] &Aoo, SEQ ID NO: 5
o] s He) @4 geond AFsEs S5 WAHT. ® e

TEAA, A G
J

© (D8a®] N- Aay 9/EE (DBa C-dwh Audy & x3sitt. Fdoo we), o] duES SEQ ID NO
59 93] QdFPEE A} HoAE oF 50%, Ho|% ¢k 0%, HoJE °oF 70%, Ho|E oF 80% i Hoj& oF 90%
AEAdd = oJdu. "2Ho Frke] pddo A, X ZFElal 2 AR 7)o Am(Ede "6GS HA'R W
=S 28e, Sne A4E (Gly-Gly-Gly-Gly-Ser)n(SEQ ID NO. 42)% UrE}L‘HD}. o FHdo A, 31X = (D8a
A=d O jI =

2 (S35 EFE 2, SEQ ID NO: 329 ofn|xAl Adgel &) ¢1=

F&@delA, nol e FAo] wet 1, 2, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15 o]¥Y F Ur}. 24
of F&deA, A= H3F, (Sn/(DBazA] 23k & vk, tijb¥ o=, S BA= AA T X] 9= E’%‘%}
T A, oy A FHAA, 31A] 992 SEQ ID NO: 339 ;A A Ee o) lzmPHETE. E e o]yt
FAo oA, 312 9L SEQ ID NO: 349 A Ade o8] dmygyrt., 9de] FHo A, [ghds (D9
Fdoel A, SEQ ID NO: 1049 Ak AQe] o3 dmYyE) 3% JddozA 85 HARAT, = o2 T34
oﬂH, t‘M Foe 1G4 N-Td Aahy 2/ [gG4o] -2 dagS £330, o] uiel, ol dd

ID NO. 1049 93] JNIZYE = g1x e} Hojx= oF 50%, Aol ¢F 60%, A% oF 70%, AL <F 80%

% oF 90% Y & gl

)
M
1o
r& —LI _% B

Hoo A, 7]det $84 FAES 284 AFY AEHAYE EoelS AFRsT, Bdo]l oA, o]
st =l SEQ ID NO. 359 ofuj=il X Ee o3l dmddrt. I FdoolA, 2B4 =12 SEQ ID NO. 36
of &ak Mol o&] A=PGHATE. AF FHoolA, FH} #%ﬂbﬂ*ﬂ AFEEE 2B4 AlEY Tl MY

SEQ ID NO. 363 &e&td 4= A|wk, Fado] upgl, SEQ 1D NO. , Aol 75%, A% 80%, A
O] % 85%, Aol 90% H= Hol® 954 HEAS X}, Do FHd A, 7]1311&} TEAY AEHG Er
Qlo] SEQ ID NO. 363 €&Hd 4 dXwk, ZidE F&x5= NK HAE X3 gd/ms IS 7ss
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[0158]

[0159]

[0160]

S5S0l 10-2660336

FASAY, G5 FEdNA, FFE NK AE st D/Ee AESA 7ss et o8 o], HHe T
Ao A, NKp80 MEu] TwQlo] R ol ool ARGHTE. A5 FEolA], NKp80 Z=H[S1- Tso] Ax
U Asdd muRlo] Ak, AR FaAdolA, F7] ZHQle st o] FThe] muQly A AMgEIth. HH
o] F& ool A, NKp80> SEQ ID NO. 379] ofwu|iil Ade] &) lagdwt, I F&dolA, NKp80 =9l
SEQ ID NO. 389 it Adof o3l =z HTt. dF FdN A, 7w} FEAol AME== NKp80 Al Zu] =
1] A2 SEQ ID NO. 387 Zetd & UARE, T4 wel, SEQ ID NO 383 Hojx 70%, Z o= 75%, A
= 80%, Ao= 85%, Aol 90% T Aom 95% AEAES FATTh. 2He] FddoA, v $EA<
ANE AL EHglo] SEQ ID NO. 383 &ebd 4 dAuk, 7]} $&A= NK Aﬂi A5 D/EE AEEAY s
S FAAY, 8 FaEGA, F4E NK AT S48 D/ AEEA V)5S 2ten
gdo] FHdoA, F)vE}t FE&AE vE-ol=Eddy FEA FES HId TuRloRA At 2d
of FadelA, 7] P vEt-olmdd A AES] E=HQle] RS EFhett. WHol FRolA, Y] H
2 HE-olmddy 8 W EuQle] Fto|th, U] FH oA, HE of=dddlg FEA9] Al
Fo] =gl & wald mwQle] ZFto] AgHET, FddAd wek, Y] e wE-D 9/5s HE-2 of=g
Gy FEAZEE Aolth. WHo] FddolA, wE-2 of=dEyAg S8 N-2u MEe] Joo FiE
o] AMgETE, EHo FHdA, A4V FEL& SEQ ID NO. 399] ofr] x4t H?g% ZH=th, A Pl A, A
9 WE-2 ol=wld@A =mele SEQ ID NO. 409 it Hoﬂoﬂ o3 dzFHArt. AR FHA A, FH
F&A N AHEE = Al 25, - oo

Z9 WE-2 olmgdAAd Tuelel AALS SEQ ID NO. 399Jr gdabd 4 2l
wel SEQ ID NO. 399} Hol% 70%, A% 75%, A% 80%, E.OiE 85%, Hol&= 90% EX Ko%= 95% AEA
3L

S FAE. 2o FEdolA, wE-2 ol=dddy FEAe Al 3T UM Aoz Axel HER-2
ol=diddd =l s AgE. UQ&U TEdo A, WE-2 of=ddwA e Al 43l YHe
SEQ ID NO. 419] opv|it MES Zeth. A FddddA], wE-2 ol=d Gy &A1Y A1 H3d YA
SEQ ID NO. 429] axk Mo olaf clmgdgrt, AR Fadol, 71dzt gl AFEF= wEe-2 of=ddd

q

2 ZegAle] Al eHw el HAe SEQ D NO. 413 ekl 4 gl peelel whel, SEQ ID NO. 413 A
% 70%, Hol% 75%, HoE 80%, Ho%E 85%, Hol%E 90% T Hol% 95% FEAHS AT},

o FHA A, 7]dEt A= (D8, Avk® NKG2D, CD8a, ok wm|el, (D16 AlEW w=el 2 4-1BBE ¥

A= BARA EZsheity. gl FE oA, o]k &lxﬂ%e SEQ ID NO. 25 <fsf QlzmdgHrt. 4dF +4d
oA, ZlwlE} 8= SEQ ID NO. 259 2 = A vk, Fdofo whal, SEQ 1D NO. 259} Z—M 70%, A
T 75%, Aolw 80%, Hol% 85%, Zolw 90% E= Oic 95% FEde FATT. 22 T4, D8
t&-ﬂ A G v-A AR oo o3 S FA L AMAE), X GS39] 7l o3 FrhATE. o]y
gk FEd A, ZAAES SEQ ID NO. 439 Fite] ofs) lmygHTt. dF FdAddA, 7)vlEr &A= SEQ ID
NO. 434 gGebd 4 AN, FE o] wek, SEQ ID NO. 433 Hol% 70%, Zol% 75%, FHolE 80%, Hol=
85%, HoJ& 90% Ei= Aok 95% FsAdS FXIg). “%“%ﬂ TAddelA, (D8 FHe 3= 92 ¢ 11 GS I
A, o GS12 E= e "HAY] H7bel oJa] Frhevk. 9He] FAdolA, A 92 (D8] Hhel] o
ek, A& 5o, B8 oo, (D8agl N-Hdt %‘@‘,% Aolle 20%, Mol 30%, Aol 40% & A
ol 50% AetETh, R FEGlA, (D8 A= S AR AP, oS So], BHo P, 314
goe GS3 %ﬂ% F3ste], 2o o) ZHA|E-S NKG2D-GS3-CD16-4-1BBE ¥ 3tatch. o T3 doA, o] dk 2zt

A& SEQ ID NO. 449] 3ibel o) Azttt dF FdeolA, 7IHet &A= SEQ ID NO. 449 dah4
T UAARE, T4 ]Oﬂ w2}, SEQ 1D NO 448} Aol 70%, x%o]rz 75%, HoE 80%, HolX 85%, AHojE 90% H
= oAolw 958 AEAe HAFT. W FAGIA, (08 EE (5 F o= AE A4 gtk o TH
o 157

A, olEgh A& SEQ ID NO. 454 kel ofsf d=d FJE} AR FH A, vt &A= SEQ 1D
NO. 459 @abd 4= JAwk, FEolo] wal, SEQ ID NO. 459 Hol= 70%, Hol= 75%, A% 80%, Hoji:
85%, ZHol% 90% i Holm 956 AEAdS A3,

37] w=olE upe} o], HHol FHA A, F= FHAstE Ado] AMEHEHT. dF Eof, 2H FddoA,
HE HAIH(PA B B)E J)vd FEA9 NKG2D =wWlelA s ETh, a8y, 22 FHdoM, mE
HAsh= FAHA Gerh. 22 FdA A, AX@}EM 2o NKG2D Al3Ee] T=wel, (D8a €14 2 4-1BB A
sAY &rglo]l e Zlvet F8A HAlEe] ATt B FRAAN, HASHA L NKG2DD M2 =
Wel, (D8a 31A % =haldt Eﬂﬂcﬂ, 2 4-1BB AZ A EvﬂL o] A= 7IHlE FE&A HAEe] ATHTG. 2H
o F&o oM, A3 A Fe NKG2D AlES] =], (D8a 314 E =3k =], 4-1BB A3 AYE =rel &
B4 NEzAL THclo] 9= 2 SEQ 1D
N A =

1 1?/} & ZAEo] AFHu. HHol FHdoA, o] HAELS
SEQ ID NO. 463 @&+ 4 AT, 3o

2

9. QR padA, e} FEAE

_39_



[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

S550dl 10-2660336

w2}, SEQ ID NO. 463 Hol%= 70%, A% 75%, Ho]%= 80%, A% 85%, Ho]% 90% = A% 95% AEA
(e} ) =
< A g

Hylo] FAdelr, HHstE A 2 NKG2D AlE] =w<l, HﬂEP—O}Ciﬂ‘é g frell e =vel 3 4-1BB Al
zHg =rdle] gl lvilE =8A FAl=o] AledEv. R TN, HAsE A d2 NKG2D A2
L, wER-2 ol=dd Ay 8l Alxe] g R 115} 2 of=dddld &A1 Al HEE YHdow 4
% Hel-ol=ed gy fraf HhEd =vQl R 4-1BB Als i =rijle] sl 7lviet 8 Aol AlsEnt.
o] Fadels, HAsE A 2 NKG2D AlE] =wQl, wE-2 of=eld®A F8Ae] AEe] g 3 e
-2 O}Eﬂl”%” FEAL Al A YHow PAE HE-ol=dERA fef 98 =r]l, 4-1BB Als g
Evl B 2B4 Az =vQlo] Sl vl #8Al FAAlEe] AleEnt. BHe AN, o] A=
SEQ ID NO. 47¢] &3k MAS zt=vk. 4% 73, 7]zt &A= SEQ ID NO. 473} 22d 4 UARE,

=4
TFHoo] wal, SEQ ID NO. 473 Ho|% 70%, ZFol% 75%, ZojX 80%, Aol 85%, A o]k 90% T AHoj:
95% /E)]—E/Ha Wx]tﬂ—u}.

dlo] FHdol A, HAsEA] oF2 NKG2D AEe] =wQl, (D8a 31X % 2B4 Asde Z=wde] gl 7]v
S A Eo] ATt | FHd oA, 4@5}51 2] eg:i’_ NKG2D 4|9 =m¢l, (D8a 1A 2 #3dt =
Hel, 2 2B4 9 4-1BB Aledd E=dQl & RF7F e vt 8 AAEo] AlTErt. 2R Aol A,
At X eF2 NKG2D M Ee] =], (D8a 31X F I u Z=wQl, 4-1BB 2lsdd Twl 2 2B4 Alsdd
el 2 NKp80 Em|ele] gl 7wl ¢£—] A wo]l AlgHct. HHe] FAA oA, S BA, <7 6GS3
2B4 2 NKp80 =9l S AAAZITE, Rl FHdoA, o]# 3t ZAELS SEQ ID NO. 489] ik MIS
IH Tl A, 7] #% A= SEQ ID NO. 487 &&bd 4= AR, Fdoo weh, SEQ ID NO. 48
= 70%, Aol 75%, Holk 80%, Holk 85%, Holk 90% Er HoE 95% FEdS gt

o)
=)

v rlr

SN o 1‘&
-

Y
@ 3

, 1o
)
2

Ta@e A, %Mi}lﬂ A & NKG2D A1) =1, (D8a 1A & NKp80 A& dg mwmglo] gl
A Eol ATHTt. B AN, HASHA 4 NKG2D AES] =), CD8a 314

, = NKp80 Az A EDMOl A ZIvEr FEA AAFo] AFTHLE, BH FEHd A,
NKG2D M Ee] Z=w?l, CD8a 317 % whalek Z=wl, 4-1BB A& dY =dQl 2 NKp80 Z=w|lo
J‘l‘l A Eo] AT, EE] FHAAA, S FA, A7 6S3 AT 4-1BBLF NKp80 =w[<l
o, BEe] pFHo)A, o] d HAEL SEQ ID NO. 499 A HEE ztev, B P o)A, 7ivet
A= SEQ ID NO. 499} ga&td & JAw, Fddol web, SEQ ID NO. 499 AHolk: 70%, Aol% 75%, #
80%, Hol% 85%, ZHol% 90% i Holw 956 AEAdS FA 3.
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[0167]

[0168]

[0169]

S50l 10-2660336

b 2o FEolA, e FS NKps0 EE (D16 W G-AE =i 4 4-1BBE EFerh.
ol FHFo A, 7]HEt #%x{—t— SEQ ID NO. 509] ik MdE& zteth, dF FddoA], M F&A=
SEQ ID NO. 503 €&}d 4= A9k, F& oo wpel, SEQ ID NO. 503 A= 70%, Zolk 75%, o= 80%, =

T 85%, Holk 90% & Aolk 95% AEAS FAgT. RHO FAdCA, 7lvet &A= SEQ ID NO. 51
o] Ak LS Zuh, AR FddelA, Adel &A= SEQ 1D NO. 513 @Ebd 42 AN, Fd ool ule),
SEQ ID NO. 513 ZHoJ% 70%, Hol% 75%, Hol% 80%, Hol% 85%, Hol% 90% W Hol% 956 AEAHS 1
gy, AR Lol A, 7ivE &A= SEQ ID NO. 529 Al HES zheth, AR P A, )4
8= SEQ ID NO. 52¢F @etd 4 A v, FEde] wEl, SEQ 1D NO 529} Hol% 70%, ZHoJ% 75%, 2o

JM

B 1*1 ZlWg} =83+ SEQ ID NO. 663 dehd 4 AAwE, F& oo wak, SEQ ID NO. 503
4015 75%, Hol% 80%, Zol% 85%, ZHo|& 90% Ei: Hol® 95% AEAS X8},

g

JN_H

T 80%, Hol% 85%, X4<>1E 90% = HolE 95% AEAS Fx sttt ©@dol Fao A, 7|vE FEA= 3§
A d9ES e, WHe] FH oA, (D8av (22“%91 Tl A, SEQ ID NO: 59] @k Aol &) A=H
Hi) @4 %Oﬂ&iﬁ AFetes &5 WA, 2He] FddeA], 7lvet FE&A= (D8a T =S
Egheth, "do]l FooA, s HY g9 2B4 2 CszﬂE}sﬂr 7 4-1BBE X gstrh. AN FdoA, 7]
He} F8AE 6S3 HA, F7Fe] NKG2D w3, (D8a 314, (DSa w3tk Euﬂ o1, 2 4-1BB ¥ CD3AE}ES E3lel=
ol#E] Lo AZHHE, IE HH3tE NKG2D2 @HS 3, dHo] pddo) A, )vEl &A= SEQ
ID NO. 669] 34k MEE zh=th. A7 FddelA, 7lvzt F&A= SEQ ID NO. 663} @etd & AN, 3
ol wa}k, SEQ ID NO 503 Aojw= 70%, Hol% 75%, HoJE 80%, Zolm 85%, HoJLE 90% HE HolE 95%
PARS| x]tfh:} o] FHo o, 7)vg} =gA 71Hel &A% SEQ ID NO. 679 ofv]wat IS ¥
o}
o]

ddo] oo, Amel FEAle Edo] FE A8 =W nie} o], o]FEolHolnE A, 2
Aol Fao A, o] A HHe] FAo] wE HdE NKG2D FEAE & Eol, M NKGZD A=K
Agtale A2 FE =R Qs l%—EOlAOlE} delo] Lo A, o]F-5oldL fFalldt 54 ave] fa(x:
= 29 T ¥ A, 9 U 24 Ax dxeze] 7vE &AL oo uE, FEAE Fds)
= MK Az wHsle] wss xeect. 719 ?—tﬂoﬂoﬂﬂ AZ9] 84 =rele (D8a A& HE =S F
7R X o F Eol, BHo FddelA, 7] S thE(H]-NKG2D) B 7t=ol A§she A2 Al e
Sl B /A AY o (Ee v AsHG 9 A E Ew gl AZSLEE NKG2D A Ee]
TS et el Fdoo A, 2719 MEe] EWde FA, odE 5o, (Sn HA o3 EelHr).
A FdA o, GS3 HA AFRHET

oo AAE 2He oo wel, ZE HAEE NKG2D =HeS Abgss F7ke Avel A7 AEE
tHAgAog, o5 ZAAES Ee B-HAsE e B8 HAHSE EdoR g oot} dF 5o,
dlo] FHoA, FE HAsE AE Z=Hle X 2 Hojm 279 W/ HY =l AZHEH
b 92 P oA, o] AT HY =Wl T H-FhH 2E AaA =Tt AldE ] wiel, NK Al
Fo Fdd AEEA a5S AT dF FddolA, ols t4e AER7F gde] AzAY EA(AE
So], IfNy)dl FFE & AN, AA AE5A a3 AX5A FTHE Fste A4 Asdgd 2xe 77
o, oA7H A FIFACH H-AlgH QA A2, BH] FE oA, NKGZDL (D8a @lx|of o]o]x (D16 |t
F-Axy Alsdg =del 2 4-1BB Asdd =Wde] AZHET. FH FddA, olEg A=
2B4 A5G ©rlS FUtR st 2Eo Fddof A, oelgt 7] 1E} 48 SEQ ID NO. 539] Al A
d& zZer. dF T A, 7lve &A= SEQ ID NO. 533 b UARE, el wep, SEQ 1D

2
NO. 533 ZHolm 70%, Zol% 75%, Zol% 80%, 2Zol% 85%, Zoj% 90% Wi ol 95% MEHE A g
F71e] &Aool A, NKG2D-CD8a-CD16IC/TM ZAl &= NKp80 A &Adgd EmolS F7t2 ¥33ic), BHo| F3d
oA, o]k ZAE2 4-1BBSF NKp80 w=wlQl Atolo] GS3 ®AE F7h= EFsith. Blgie] 44 011 oA, ol gk
7lWel &A= SEQ ID NO. 549] Ak A& zteth. oF F@eolA, 7lHet 8= SEQ ID NO. 54 &
gbd 4 dAw, FEol wal, SEQ ID NO. 549} Hol= 70%, Holk: 75%, ZHol= 80%, HolkE 85%, ZHol=
90% = Aol 95% AEAS frA gt

Z71e] raEdo A, 7wE e EA RS g4E &
op7|skE Bk ol FUke MEFHoZ diAE 4 b,
Er91 DAP109] 4% -HHE (oS S0, 4xDAP10) .2 thA)|
ZrQle Zap70 MEFHoZ A 4= ). o dh
oF7] %t}

xo] A3t e AEEA)
Haol A, (D16 AEW oA
Tddol A, D16 AEW A
| A FgE NK A

ox mSL o

| 32 3
|32 AE=

o mi

¢

_41_



[0170]

[0171]

[0172]

[0173]

[0174]

S5S0l 10-2660336

2ol rto]l pEdeA, o]dE =Ml gt= Ad Aol 2438 Nade] AEs PN =R S o
el A Fn-1TAN M LS Ed3ith, F7ke] F&oo) A, 4-1BB, (D16, NCR1, NCR2 =/H+ NCR3S A&
A =HQl Abole] GS HAL 2T S WS FHA. e, HEo] P, (D37 B FeRy F
S i B RFE FUIE (59 T 1 FAE golA) B ZAE v 89 A TEEy,
ol o7]A @Al FdE As A 9 oo mE o7]A] ke NK Axe] AESA ave] FUME xeeh.
oo whel, D37 % FeRy & sht o] o] AU o&gdl HdS NK Mo o o5 #xke] ydg ddS
BZEske], o o8, NK Az Asdd 2@ L4 AE5A a=s Fr2 A7

Aejqoz  FEdd weh, Edo AAE ZwFEoEE T doe AL ®d AvE FEAe A AR
FH T S o] HuE 9/nE WolAls AdmdE 4 AR, NK AEE ®F A E 16“1715 59
s fAsta, 2He FHAA AF Al NESAS d7|A @A g T, o] AAE EE
FHHALEE F o9 AL Mexoz 7)vet F8A9 tde 74 ABRFRE d3dste ZE-FH A5
FEULEE NI £33 F Qrh, o] AlgEE gof "dH" & vddd e 259 daHel on)r}
AFEolok s, T3k, @A) N- 9 C-dd A WolAE Egtsteiol g}

ol 74| ZivEt FEAE JdIYske FYwIFUSEEE WE R A9ske, NK AlEel A A3t o
A aEs g4 Aok A FHAoA, ZewEdoEEE e F8AY HHE 9ste] Hojm st
zd 920 #AF JMesA dZddd. 54 7dd oﬂﬁ, o AR HE = oﬂ iste] o]F AP =H
22, AW W 2RE WY F-9(IRES) E& A 245 ALgste] 7]v S0 AAE . o
B Fdool A, ZYRFUE s s oo AlEE ZTzold dut %ﬂ—ﬂ%% EgHeT AR Tl A
Ak F-9= AEZE ZZolld o8] A ddenh, A FdoolA, olgd Aek 9= T2A Ao 3
9], P2A Ak 9], E2A Ak R 2 F2A Adk 293 ¥3els Lo RE Mudnt, Fadd ek, 7)He
FEAY] e g FEo] o] WECA, Ex gty oR thgo] HE A NK Al Hgd & 2l
A FAool A, 7]uE FEA FAES Tdo] dEA HAYEHE dd, 7| FEA a5s FIATI=
T o Ak, AW mbIL1sE A WE g AdEct, 2Ho) pddoA, lve eA 2 7w =84
o] &5% PN AA(EE B, mbIL15)E ©de WEoA HAgEct. AFEEE e Fof #A flo],
ol FYFIFULEEE AUHOR tag NES XT38, AAES T NK Axe] 49 IS 7Hs

A & 4 Stk dE So], WHe] T oA, FLAG Bl(DYKDDDDK, SEQ ID NO. 55)7F A&}, w3k, t}
2 tag M9, dAY Z3|2Eld Bl (His-eH2)(HHHHHH, SEQ ID NO. 56), HA-BlZZ X myc-El=
(EQKLISEEDL; SEQ ID NO: 57)7} o] & 7}eslt}. uietd oz = 33 gl mi= 83 wololE] 7} AlE
Aok B2 73 =TS AFEste], HlEt E&A9 S-S JEA SR AT FE ).

wye] FAANA, e £8AE AmPss FPRFALEsE AATHA A8 K AL WE
F Qe nRVAITH E thE PR, HEE dholels, wigAsAE dERutoe 2o, o]t P
o NK AE W w98 5 ek, R FANA, e FY F7) AR sholef (S0l F kel
delol A, T WEZL AgE - glom, dF Sol, Welulelels, obuwutole s, ofwm-de upolw
of AHgE 4 itk woel FAGA, HHV-Fo) AEZubeleAsk ALY, AeE WEE A glo] A
A 2A fge] AV 2 wMAS BAS) A9 A8 AES TPSE T Aol A98 Rolth. WE:
Fepanle, SAvE, mavE, volgs WE, 34, dF FAA bl TR, e
NG, A5 EE BEA FF N ¢ glert, ol anE FAARA A3 99l aw o

a7y
Aeld, dFdA &, 147]73%1

r
v
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g0 30 71 ok gHER o] dfE ZIRE, 2 1 aum 7| vA ZERE, Uﬂ%iﬂg

A g, oldlxnlole] A(ADV) ZERE, Alo|Ed|ZZulol ] A (CMY) ZEEE, & §

RE, 2 Hulo] 2~ Bl9p6 ZEZHE, WE-FEIA] ZEEE, tac ZE2HEEH, =W }M‘Jii EEEH ogﬁ

= Fy 28y 2ol A (cauliflower mosaic) Hlo]#] 2~ 355 RNA Z2RE], gEZ A H]

TRRE, Gal 4 TRERE, ADN(LFE Halolmg2AUA) ZR2RE, PGK(ZEAZZHANE 71UA) iiEEi,

T4 FF vpolgl s AdA e} A WHE MoMuLV LTRO] U3 4 9& Fishe I MND Z2RE 2 &2
2T EHA ZRREE X33 NK AlZd A 7]ver A1 dds fFEstr] g o 2ol AHed

bl
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o
m |
Y
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oox my 1o

A s AE B AAY A FEAT BARES AAUPE F Ak A FEA Td A
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[0175]

[0176]

==0dl 10-2660336

o

ddell A, 7lmlel 8= NK AlZol A dAAom dddn, & vE FaddA, 7IHet F8A= NK A2
A st EdEn. F7ke] RN, NK AlE= A7E Aot E gE Tl ], NK AlEE gl A
Frel(FFelA) Alzeltt.

rr

wglo] AE uksh g Ale £8AE TARES AAUYE W AEE TS 2B A
Folsts wARA, 47 Avet 847 EYEAL olBE A B 2 PoIA AFHOR FAE(AE
Sol, A4 AE Ei xAd kel Hold AR WAL v Ex ANEE BARGES A48 WA
et o mE g4 4B 2% e AR Yol Bl Fvw AT, BU AgHE o
ARG, AR L B 05 AR gt ABHY, §04 £ ELRZAeEs Ad
BRI U S, elgel e eplekts, % Sol, Bgeht f0% Ei DA Adel A4 2w
o s AE Ve BYFAPORA DAL PP AL AYstlok Bk, WA YHE 1 AA,
A% Sol, A4HE GuAe =, Axel os "SRR D ¢ 4 ik wA AR A, AL ®
tonggos 5458 & o g0 "R 19 AH gust AFHfo} ), AE WEE A
sfofol dth. §of "AES"elE T1e] AFHL vk AgHolok sr], AL G5 AFstolof A Fof
eb el o) WAl elmst AlFEolol shm, Axuel wyn FelRlEse] Holw A¥E A Ystol
oF Btk §of "AEA N T8 DPA SJulsk AFHolok v, AZH WS, o &Fo] EAsE AL A
Qetolop @k, AR aAlel Folol wed Reo g o] 'Am@rh, "Amst 2 A

ZrolE 2B A gurt AFEolol s, di Azt R HoREE s 3
o 54 ddelA, 2ol AE fdHer AUyl AE(E)Re] fEAe] Ase s =, &
7% xgeke dvle a9 F 1 7
2 Ees A (D &
Ho; (iv) A% &&= 1
A AvE Sl ALl
S tidAle] el S7h (x) &
2B FE, A, BE, B e
A/EE olgt Ao Fh APE T
ol A, A% f3 % Ad, ¥ 2u¥E= Mg FaHl 71xste] Foll tdA

)
)

A, TR ek, keF oF 10709 AE WA keF oF 1072 ATl W (elZ S}, 100 WA 10, 10
WA 107, 107 WA 107 2 1 oke] FH WMo 4 ik, o TR, 8% 2 AW AL, @
gl pRdA, 242 W, olF Bol, o 1x 1070 AE/ke WA F 1x 1074 AE/ke®] Nk AMFE7} 7o
Ao, TAee] weh, s 89 o wmi= 7ol Asko] A2E 5 gl Bele] AE@EE st Tas
T4 "Enaa weEwALL), 94 244 wEwWAL), HANad oE, stEA 8%, dUmE 99
Za9b, FRAAA o, NNA AT E, BEe, waRer, T, ¥ FFCIPAEER, I5 2, W7 wE
FANTE, FARATE, FAMTE, FRATE, FAANES TFE} o|Se] FAHA RS, HU
NPA FF, MR AXE AN, A, W GxTA wEH(CLL), T 244 MEW (ML), T
Tz Ao, =¥ gFE, AFuUlEel, Axet, 9o, 547 U w-5x7 YxEF, mubd A Ny
WA AT oF, W el mlelwel grel. wob(H]-AAE HOFNSCLC) 2 AAE #le wakshu)
oo SAEA BS), AFY, For, AxLE, FAE, okgk dadk, AFY, ALAL, WAL, @
9 79te wataht oS AEA @i al7]e] w-AgA oo ote] Aw i oS wataitl,
wg, Bele) ATHE gk TR o So], )9 & F sl ooz RE e wecze 7US %
et 4 9l melelo V)91e] 7RS TFEL} o]Se] FHHA = ar]e] wl-AlFA oo 74 Ao
A8 e JduEs 33t B2 dEt(Bordetella), RAZ oY (Borrelia), B FA2}(Brucella), FrE=ZvHg
2

(Campylobacter), ZFe}va|t)o}(Chlamydia) 2 Z&v| S (Chlamydophila), EZ2E& % (Clostridium), =
d¥hel| 2] -8 (Corynebacterium) e &7 A 2~ (Enterococcus) , ol 2~A&] 7o} (Escherichia), A Ale)
(Francisella), &NEZF2(Haemophilus), A& 3Z¥VE (Helicobacter), WAL A& (Legionella), FNEZIZ}
(Leptospira), Bl=Hg|oF(Listeria), vwFol=ute| | o}(Mycobacterium), vFo|lZZE22~vl(Mycoplasma), Yo]AE]
oF(Neisseria), arERuY2(Pseudomonas), TIAA oW Rickettsia), AR A&} (Salmonella), *Ae+(Shigella),
B} 2 3 A A (Staphylococcus), 2=ERNEFTAX(Streptococcus), EHEVTF(Treponema), BIB.E 2 (Vibrio)
9D ZAYet(Yersinia), R 19 EQWOIA T 3. FHo| FddolA, thde vlolelx 79, o7
st ool wpole| s, o ofvieubole 2, FAubolE 2 2ERl-vt vpoly 2 a¥ FH wHleleX, b
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[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

S5S0dl 10-2660336

Y 049 dholel 2, o 149 Hhole, Wi EA ubolel, 13, W XA ulolels, 28, ApoEr| 2z uto]
e, o Reh vholel 2, QI SEssrbolel 2, 83, HIV, QAEFAA vholels, 9 wpolels, a4 olsHA
% velel

A2t spseisele s, SAARTAA oleln, Eelooleln, Ty velets, EE] A
2 A=) A% Pool Al

AN FAo A, Hgk, SEQ ID NO. 1 WA 689] zHzhe] #i4t = opnlit g nlalste] Aol 80%, 85%,
90%, 95%, 96%, 97%, 98%, 99%(Z L <ol M)l FEAHS 7HAW, Heh, ZHZhe] SEQ ID NO. 1 WA 683 H
aste] 31715 EFreh olEel FAHA U= VT %‘— st oS YEldE dal E opu il A o] E Lo
Azt (1) P4 S, (1) FFd A48, (i) 9

= NK Al27F Adebe g=g AAske Alxe digh &3 Ax=d 24, (iv) TF B 29 7929
FgAdE As, (v) Fad BEH AESA &3, (vi) AR Ao]lEgFel E AR (IFNg, TNFa, IL-22,
CCL3, CCL4 % CCL5E XEdaly o]5d A &) e v, (vii) F71e] A 2 43 "Wy vheg&

AFe]) 9% FHE 5, R (viiD) 29 2%

i,
olr
i)

wa, Wl paAdelA, S w1
i Aol AL, £, Lol FAA02 AN ES g, 71%4 =
(o] = ofr]icabol £)% B ANUEe] WF WA T, A5 A Bdwo
de 99 WS Ee.

col S agshuA, el A
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Azg e, Ay
“%“%ﬂ TEd A, E ) QE| == NKG2D 2 (DI6C.& A 7
, ZYFEUQE=E NKG2D © NCRIZ A9 71HE =442
= NKG2D 2 NCR2Z2 A E 7vel S&Al5 QmYgdty. 71 FddolA, 8w el =% (D16
Hdelz o2 4-1BBol AZHHE NKG2DE 7AE 7w =842 <l L
2}, NCR1ol oJ&f, A F&d o)A, NCR2 HEx Alxo] NCR3ol <&
Wl e o2 o], 4-1BB2} (D16, NCRI, NCR2 3= NCR3 % 3slit Afol

oA, ML) FeA e
. ey, Fske] FEdelA, @A
h} olatel 9AE Ftr EFect,

AEL &4 =mle (D8a AMZE FE =2 37}
&) EM-ITAN A Es 23, 92 Fa oA,
1A gk, 9Eel FEdoA, vt &A= ITAM REZE 33}
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A ZEQloeA, AES] F8A E=Hdlo] A el 1H 2 749 DINKG2D) o] it

Ajtete= %HE% EFrebH | NKG2DO] Al #lh=ell Adtels FE =7 NKG2DO] Wl AlEe] &

A AS A, A7) HEe o] (D8as st HEW 9, % oldH EvQlomA
mQle] 4-1BB B (D3 AetE 2ot oA H Zuels Edshs

gL 7
7F AFEY, 2YFEUE S -A3d AdHF 15mbIL15)E A=

2 =
o
=
ol
av)
2
12
o
fr

oA, Azl FEAl mHdeRAM, Axe] FEA Evllel Al 4
J,QE]EA NKGZDA LP

Auol Agehs WE=E FHS, NMee) wh dAasel A
A ALY F4A =g, WY JoRA, 7] P Jejo] (DsaF I W 99, % oAy
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[0184]

[0185]

[0186]

[0187]
[0188]
[0189]
[0190]

[0191]

SS=50dl 10-2660336

wHQl oA, 7] o] HE Lwlle] 4-1BB B! 2B4 EEi= DAP10S] AlX] =wS XS of
got= 7lvet FE8AE Jdadgste TR ULEHETE Als . e T viep e
]

sk ZEwwE e L =a NKG2De] aify 2|tme] Agshs A2 fAEEE 2ddit. 3 Hello A,

NKG2De] 31+ #]XF=3% MICA, MICB, ULBP1, ULBP2, ULBP3, ULBP4, ULBP5 ®i= ULBP6S X3l o]Eo] a4

A etk BEel ool NKG2De] Al 2|FkEe] Adtehs Zldlel 8Ale] F-E& SEQ ID NO: 1, 2, 3
A

Ao T oA, ATEHe ZYFEULE =S mRNAoTE. A PRl A, ZEFEHHEE YW &
Aol BEe flte] Holw shuhe] 2d 84 #F ThselA AZEn. 2 AREEHE go] "I, "wE
o B "Ee I E" e 159 AR nrt AlFEjof v, dSAYEFIEUEHE, d
AlFEEL, BRFEHEE F R B o] FEn FHE E2Fstoof v, dd- T olF-vtH
BE Egheivh. A A 2 gk, o] HSAIEEHL(DNA") B FEEH("RNA"Y), B ;A FAAE
Eghet), dalk fAE v-dAd 24 7], A 2 zAZUdaHE A o9 tE FEY =t
AZe] Fates FRUH=, £ ¥axUd2HE A o9 dAL Ei FAHE V2 ¥dEteE A
5 st b, i fARAIE dE Bol, Alg glo], XAXZE|QOOE, EAXIUE|QE, ¥
~E2Ed a2, ¥ayaolvolE, Wete¥avo]E, HYxagelE, 7d-E XANUoE, 2-0-
e grRyIFdeE=, AE=-A2(PNA), -2k (locked-nucleic acid; LNA) & XT3}, oS Eo,
o]F ;A Mgl "#F ThsA A" 2E A Ao oA Edo AMEE= o] "ZE Tl 4
Ag o= 1o AAAQl w7t AlFE e ok ahn, A Ak Ado] o]F it AN 7]FTA A U= ajR
H= AE onlstedof ghrh. IRESS] Wehelx | "o ZE TheeiAl A" o]F A9 Ade] MAS xYsh=
mRNA A ge] Sl Aol U giE 1Y F9E dshe Ak A9 ofF 29 Ad A e Ve A A4
S AAsrh. ol AFEEE §of "HE o= 19 AFHRl oJu|7t AlFE ook 4w, DNA HiE RNA A H (o
Z 59, 9 FHA)e] fFHgHoR AAYHE AE Y2 EdHe], FHgHoR AU YHH HNEES
FAABAIZIAL, EYgR AEe] BA(dE o], dAF 2/EE H)S FIAL F e v ES AAstofok
sl WEE vlelg s, FEhan =, 942 58 Xdst. B AMEEE §o] "IldEl S8l 1o I
AAR om 7t AlFEojof b, AAX O E T vl oA A wHEEA] e Holm 2719 EEHE
= wuRlE ¥dtete AE-RW FEAE AAstolof vt Eo] AMEHE &o] "IldE 84 HFA"E
AAH oz o] gy oA 3 #FHA @de 2FoE, Aok 279 FYJHE WS X3 F
A Al ZYHE =S AAs, Al ZEHE = A2 ZYREE, dF 5o, oy ZYFEHE=, adg
A e A A sFET 2o AAE vt A0 A 9 o83 #HE F7ke gole= T
Foke] AR 23] folakAl oldlEw, ma, Al F/N AW0 2014/117121% 2 w|=r 53] #17,994,298 %9
A ks o glom ) o]o Zp7he Ele] & o] #xE xFHT

T3, 2eo] FHoo wE), Edo] AFEHw FEwIUEHE F A9 RS d3dsle TEwIdEE
E X¥ele WE7E AlgEr, S Es vt FEAY] BdS skl Holm: shute] 2d 8.4
Ao g 2F 7hsetA dAdTh. 2He] o], wWE= YERuto] o)t

oo /A FElwEdeE s, WY 2 JdE F8AE e dAYojRE 2k Ad] AEvE 2
F7t2 Algdd. 29 FEoA, o5 NK AlxE A3, oAl & R/ 294 28 X8 T A

o AHga7lel A g,

719 A8 g L ARE s71o] AN w-ARA] o)A AgE,
AEF B g 27

oI7F HA HEEA wWEy M S REH, A3F T&F AESF U-2 05 E 21zt wjo} Al MF-2AE 293T(HEK
293T) AEEZ olvglzt Y A =84 (American Type Culture Collection)(ATCC; w3+ W XY o}F m A~
2A) o BRE] 5819k, REH AZE 10% $Hlold A (FBS; sto]lZ& (Hyclone), M= FEF &7 2A) 2 1%
HuAH-~EfEnto|alo] HEH 224 v3 wE2gd A~ESE AglZ(Roswell Park Memorial Institute
series) 1640(RPMI-1640; FF(Gibco), W= ZHEEYolF Zxujt LAOA A8k, AFAIZTE. HEK
293T 2 U-2 0S A% & E5E 10% FBS ¥ 1% U -~EflEvlojalo] BZEH EHlze AEE o]F2 uiA

=,
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[0192]

[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

SS=50dl 10-2660336

(Dulbecco's modified Eagles Medium)(DMEM; 3}o]Z2(Hyclone))olA FAstar AAAHT. E IFEE Al
XZE 5% C029F A 37ColA o] AAF T},

DNA ZFelxn=

712} =84 NKG2D-DAP10-CD3 ¢ & 8l DNA Ze2m =2 o]Ho] 7)
Cancer Research, Vol. 73(6): 2013] #%x) AzRsPTt. = I =34
(SOE-PCR)& A}-g3to] 7 =meS §¢A17, NKG2D-41BB-CD3 ¢ ZA| &S &
& 7] AlZ vlolg]~NSCY) dERutolel~ WE W& Aedth(E 3
AAES FE HASA )2, I2AHE(GenScript) (F=r 3 A6l 98] MSCV #E (= 3b) W=
sl ZAAEe] DS DNA Al oa] ettt

A7F Tz N w3 MEZ(PBIC)E A7 A FAREHRE ] A A59 IF(Ficoll) D= A EEel <
3 F53Ah. NK NE2E FFA1717] 9ste], PRBUCE 2 43d IL-15 ¥ 4-1BB == FHsd o= vy
K562(K562-mb15-41BBL) &} 37| HH°k stith. AEE 29nbtt 40109 IL-2/mlE EEFaE 7] AE A wiA
(SCGM; A A9 ~=(Cell Genix), 54 Zgo|F =23 AA)oA wjsssict.

749 vk Fo, NK AlEZE -CD3 t}o]uH]Z(Dynabeads) (U] E 22l (Invitrogen), W= ZAg]E Yol Z2nj
T 2ADE ARt T-AlE mZAA AT, olojA, NK MEE 2dnultt 40 WA 200 109 IL-2/mS HE3d=
SCGMoll A vl &3St

fEzole o] Wy W N xS FHEY

HEK 293T ,q];j_e gﬂEiu}o]a/\ 417] 2] %_a_/\u]ci 01;\124 o E%/\Eﬂ }\]710 ’%1 gﬂeiu].o]aiisq Agxg

S 89T, HEK 2937 A|ZE Wx EdAsAAM 18A17F xjoﬂ 12 meo] DMEM o] 2.5X107) A% 5z A
gatqith. olojA, AMEE Zzbe] NKG2D 7 13} LS st 3.5 pge] MSCV WE (H]-A)83 ¢ 2HA|E o]
T 1b, = lc, & 2a @ % 2bol] MEFHo 041 Al 101 2S), 3.5 pgo] pEQ-PAM3, 2 3.0 xg] pRDFZ EW:

AR AT, Q2TS 98te], GFPE 83 Wl MSCV MES A}-83}9 . X-tremeGENE 9 DNA E@ 34 Ak
(Z97(Roche), =92~ vpd A4S E%Hijce— g8 A2t DMEMS EdA#AM 2447 Fo] ZAHH
RPMI-16402.2 thA8}4i ).

NK AE RO NKG2D 71l 84 Edsfaxte] HAES WA wst 1847 o @aict. NK HEE

A 2 me] ZAE RPMI-1640 Zo] 0.25X10719] AM¥Ee] s=2 FAergAzct. o|Fd, ATZ Fezde
(RetroNectin) (t}7}&H(TaKaRa), ¥ o= 2A) IHE FE U2 AHG3Au. dEZnod =g dFste
RPMI-1640(H}o] 8] 2~ A5 9)S HEK 293T M2 wiGEZHY FA L, 24s 24 iAE oA = H7t
3tdtk. wlol# A AFEole] 200 TUY IL-2/ml& HE3ka, 3 mie BMEV FEAe 7H7te EﬂEiH‘E] SRR
FEMAPEE NK AE ) 2 Fulsksict. NK AlZe] e 54 Fdde weh, APdE NK AEE 63, 4l
Ak vlolg 2 A& ARESle] 12A17att) 18] PAEQSGITE. oo, FHEYHE NK AEE HW‘“‘ R
Q] 48A17F Zof| FAStar, 2¢ntt} 200 U9 IL-2/mbS H7bsle], SCGM ol wikslgdvl. A= H NK A EES

F% 14 A 289 T 2GS A g

FAEYE NK AEE HNE ke Jig-9% A= 13 AFeta, 2 we] E7 8H& 31Uls P‘ﬁq

x 3 o U 223 (Per(P)-AFAlclEd &-¢1%F NKG2D A (&
dlT] A~BIZ(RED Systems), "= HlUfE 2 2R AT, gzt oA, FAEHPE NK AE
E Z7+e] PerCP-AFA ]EQ IgG olol&ELY FAE AMsTt. BE NK AlXE Al AlFSEAL, 300 ]
0.5% 2gddsles A 3, olF# (Accuri) 6 FAIZEREA7I(BD, V= FAAT ZHEH Holar &A))
& AREste] BA5lT. dlolHE dls t-HAS AMEsk] AT

ANEEY 27

REH M¥EZE ZAQl A d=-2 X (red- orange)(’ﬁJ_ A Apo]AE]FH (Thermo Fisher Scientific), W= mjA}
FAz=FT 94 AR AASATE. REH AXE 96-9 5 vte Z o) E(Z2=EH(CoStar), W7 w55 I
2A4) W2 X3, olojA, FAEYHE NK *ﬂ+§ kst o]HH B X (E:T) v= H7FsIT. Al uigE
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[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

S50l 10-2660336

37CA €O, 5%= 4AIF F3F Al AAZT. AR ABE 7Hedt 24 AXE of5te] (6 FAlx2wEA7]
& AR&ste] AlFstgith. U-2 0S Al2E 96-9 A viet WA Zeo]|E(FAE) W2 Adslal, 443k 53t <l
Tl AT, olojA], A=Y NK AEZE ZAolgh E:T vlol wat H7bskgivh. olojA], Ax widES =
g2 4A7F Fot AfFuo] AN AT, A o], BElo]|E-FZ(Bright-Glo) 712 (Z 2w 7} (Promega), V= ¢
22T witE 2 S AE HUEEI. AE 7hed 24 AERFE wgo AYV|E FLx800 HF #5H
7](vle]l & Bl (Bio Tek), W= EF 9727 2ADE AREst SAEItE. g Al7]eh gzt 1He

RS
ZJol S MEEA WMESZ ABAHT.

QIE]AlZ ZHF(IFNy ) A8 754

NK Ao oJs) A= IFNy Y 4$& 4 AEE WA 96-49 T vt Zgo
Eo 4 REHSF $71(1:19] E:T) & oA glo], Wi 1A ZE E<E QIFHjo] e Fo, A&
(GolgiPlug) (B.&l| & (brefeldin) A; H|Y] ulo] @ ALe] A2~ (BD Biosciences)) & FH7Fskglth. T thA] 5A]7H9]
i o, AEZE I3 E-PE)-AFACIER -7 (D56 A (2 MY31, H|t] vlo]oAfo]AdA~Z=)R 3
Akt AEZE A T3t A kS AFEst] FHEA7IAL, oF Tl 40% St ATl AT, o]o] A,
AZE A A7 ASAZ A3, AZY [Ny & 4568 59 G22I IA oI (APC)-ZIFAl°]Ex [Ny &
A (S8 25723.11; H]Y] wpo]QAfold~=) & HEGUth. o|oA], AXE sk, offel 6 FAZEA7E
/\}%O}Oq A 8T

Ao 1 - CD3-AJE} 35 NKGZD A&

it}

)

2 o
ol
ol
N
do
ol
ol
s
o
1%
An)

il SNE
=5

N
m*

i

=1

=)
o
tlo
PH »ﬂ

ﬁxﬂ of Al & dds #ske], (3-Alg} ANz i% Sh= ?‘XﬂEJ L]
R AlEEE S Brkekdnh. 2709 (D3-Alet 2AleS Alxstar, 7] 71 W B ARl wet Aldst

hs)

2

Aok, AAE ek, AMEEHe YHe AAES A, ddA7Ia, AlFshy] Y8l dask WstE agsh]
ate] golatA =A4E & k. 2719 FHAE-S NKG2D-DAP10-CD3 ¢ 2 NKG2D-41BB-CD3 ¢ i}, xS $8}o],
T law WA NKG2DE /MEA o= mA|gh Aolth. NK Al3Eo] 4, NKG2D] =&l o] Apolo] o] A o2&
2 19 ofHE] ¥iA DAP10F] 3ES JbsetA FTH(EE[Wu et al., 1999]). =zt= Ad A1oﬂ NKGZD Al
3 DAPIO AolA #EHE AZdE ZEZ ) YxNIES F& dE®uh. D3y 19 WogA glZ2Aa-7]ae]
A3} RE|Z(ITAM; 3 [Lanier, 2008])E &3] AsE dAgsic). 2719 Ad4 AAES = 1b ‘3—4 % 1cd
Zyz7y Mg o7 oAlHo] 2l = 1be NKG2D-DAP10-CD3 ¢ 5 HojFu, AlTHAE-S YxNM 2 ITAM REZ =
RFE ot ‘?—__}*ﬁf‘&ﬂr. lc= NKG2D-41BB-CD3 7 HAES HojFH, o]= (D8a ¥4 99L& 3ot Ll
o7, a8 4-1BB 2L (D31 & AzAL =reloga A&t}

ols FAES a&HoR Tdst= NK Axe 588 WA Frpsigleh. A7 A Foixte] PBMCEFE TF
#NK AEE 2709 7)Et F8A F stuE FEAEYET. RY-PAENE K AEE T 024 ALES
RATH(GFPRES FHrateE W MSCV WlEH 2 FAEY). 7ldE 5

EAo] =A 2 A EAME Per-CP AFAlOlE
. £ 5o (#F ¥g), NKG2D-DAP10-CD3 ¢ (<
A=) Fo NKG2D-4A NK Aol Mgy was I‘H
K = FAE NKG2D 2ES H
< NKG2D H‘ZﬂOL Eekal, ofo] AErY-dUAE H]-
E GFAs Holx gk, NKG2D—DAP10—CD3§ AR FAZAR AL 60% T,
NKG2D-41BB-CD3 ¢ 2 FAEJ® NK AFE2] 80% %37} ofo]AEl]-dxd n-w-3
NKG2D 2+ & L%E}LH‘RM. BE FoAZ 5o NKG2D 44 NK Al wEgo] et £F € tlolHs = 4b
el ok, & 25 XYool E NKG2D A ES Beojo] H|ste], NKG2D 2ol 4t TUME %
2719 ZMIEA Wy WEg hole fofwlek xbolrt EAlEA] et E 4ce NKG2D FAES TEsteE A
el A, Azt AAES ddsts A5 Yeldlls St 3% Hlﬂ(MFI)oﬂ 71Z% e dolEE =AIS 3]
A 59, AZT t49 7199 Al o 2 WIS AlFd Zolth). ol#dk Ao 2]&], NKG2D-41BB-
(D3¢ o] &2 NKG2D-DAP10-CD3 ¢ ZhAl&¢] A u vt Fojv|siA o =Att.

2l owe rE‘: o,

o)
ol
e
D)
=)

.‘_,

THstel, olE dHolE = £ JfAE R Fddel wel, AXYolYHE ZAlEol NK AlE Aol e
oz WEd 5 3lue dedn. B FddelM, FdE A Fde 54 AAERe] NK AE vk
H FA=Yel o edd & v gYe %1 dell A, ZAlEe] A vl e, e dtder,
teeel MBS AREste] Alxm dad 5 o, 73l we, AAle O Al e e opld ¢
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[0210]

[0211]

[0212]

S5S0dl 10-2660336

o, o 5o, AY e = F oHY FAES g AEAY AAlwe] FRR s ¥ A2 Ao Al
E-u o= wEel, SbE 2Ee ATd ¢ v

R, NK AIE ZFol A NKG2D 2Al=s dedoem HdA7]I7] s, NK Alxe] aabdl Adsddoe] £4 A

¢} RS L =1 fn
oAl g5t Fo] atdErt. FA=YH NK AlEe F Huael a5 Hrisly] 9, NK AE Ao uza
ol A5, REH(HE Ax) Z U-2 0S(F-2 AE)E A3t AESA HAAS FIF39T. 27149 E:T
Hlol A S5 AQ] Foxfe] A, REH Mo tigh “dolgt 9] NK Aﬂﬁsﬂ *ﬂE A MESS Qokdl HolE &

T 5A A &= 5Co YER JtH(eAt wiie XF HAE dEh; A9S 3d=Z gty no= 3(P
<0.001)). = 5A WA = 5Co ZA]E upe} o], o= 3t NKG2D 7] 13} TFE&A((a) TAH 4

A NKG2D-DAP10-CD3 ¢ 2 (b) ZTA® 3parE = ebA NKG2D-41BB-CD3 ¢ )E sl NK AlZE RE 399 &
oAxpell QlojA, B NK ME((c) BEAF sAx= vpeb)ol vls REH thale] fojm|siAl o & AxsA

74k, NKG2D-DAP10-CD3 ¢ -+&] NK A|3E o] Ho A|E=A Hﬁﬂ—‘?—gg 91.8% + 5.8%(1:1 E:T H]) 2 83.9%
5.6%(1:2 E:T B])SIth. NKG2D-41BB-CD3 ¢ & FAEYH 15 NK Aﬂ E A 598 B3 - 1:1 E:T A
+

FEL
i
T
h

<

n ¥

oA 87.4% + 6.1% L 1:2 E:T H|oA] 76.2% 4.8%. 7Z1vWE} $&A-1d NK AEE Tg mo-dA=dd
NK AlsE} Hlashes B U-2 0Sell diate] S7he AESAdS y_fﬂu}(* 6A WA = 6C Fx, = 6AF (a) B
® sarEE vebd NKG2D-DAP10-CD3 % & %413k Aol | w 6B (b) AW a2 Yebd NKG2D-41BB-CD3
1E E=AIS Zloln, & 60% (o) BAE sHHEE Yeld 2o NK AEXE Z=A% Zlolt))

el NK AESE Alvleh F8A] AATS WA
T 1E AE 2Y5Ea
A ATV, FA AL
3

A= W ook, 7w

S84
Hom AHY F 9
A
[e)
go

z
2
>
Kl
ol
ol

g4 oot
o

Joll A w7k )7k
A ol gel 3

ol
=
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2
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=
o
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AL =2 "ol F7psle], thekdh NKG2D ZHAES ddsts NK Alxo] 98 Qe H 27wl (IFNy )2 A
B7Hgre = NK A7 o]E 535 B3t WAYUSS AT, IFNy & NK Aol o8] 4451
8 ApolEFRRIoIN, o]& tiATE T, WRs a3E Zevh. & 7as REH AlXe 9% =

= oA glo], Eo(FF dd), NKG2D-DAP10-CD3 ¢ -#& NK AE(FY #1d) 2 NKG2D-41BB-CD3 ¢ -
A NK AZ($-5 )l FdAQl [Ny o BAZWFIAl o3 54)S HoETh. NK AlZE Axu IR
o thek APC-ATFAICIESE F-IFNy Al ]3| ‘”é*ﬁ%}‘%} doldE t& t A s FAakgint. o
toly = 37H4 NK Al3ze] -9 zhzho] 2= glol %A}% 9 [Ny AAS zt= Ao=2 #zsEm | REH A
of &g A= %o T HEAH= &4% HoZo, 2o Fd oo sty A== vkel Zo], NKG2D ZHA]
Eil AA Y NK AlEE s ME?P AEE o713 & ok, dAYolgE NK AE7) g
ﬂz(%—%&oﬂﬂ REH A| ) <] EXHE Aseta Aol g A 7N, o= [FNy A 2 T4
235 o3t X 7ad UrE}kH ulo}l Zro] | NKG2D-41BB-CD3 ¢ -2& NK Al E+& A=A REH A%

4 oEE o?::

L o 010 ﬂf{ﬂ Pﬁl i o< nE B o

r
=
Z

]
I

&3

of 7Z4&3 [FNy o AL HolFEt}, Piﬂlt, NKG2D-DAP10-CD3 ¢ —-2+& NK Al|Z+=
oA E3}ATE. o] REH A EZ9] Zh o] Adolgk o] NK A u IFNy 9 &
el lom; dHolEE Hl-tlE t A 93] AU FE dS5H

oo M\ Hl
2

3
o

=R
o

S 399 EUH FoA, n = 95 AFR3le] 3R 3l h. & 7bE NKG2D-DAP10-CD3 ¢ -+& NK x1]4 ] 4

IFNy Aol Reo-PA=Yge NK A2} fFoju|stA AolahA] eskaS HolFrt. x4 2= NKG2D-41BB-CD3
1-E NK HYe 2o-FAEYE NK Ao H]*S}O% IFNy A9 f9ns 2712 melth, 150 EYo
=9y wpel Zo], e A wkgEs 7)Y Aol ofg Mz dde] A mH Ao tidk AEEA
295 AAstEd 25420 dAYS YERY) Lﬂi%oﬂ, ol& dolEl= W RS Blolvk. ey, 2719 Aol
7let AR FAENE NK AE & BF7F A ow fAE AESAdS YeblAIRE ghgsts TNy A4
FEol EASHA 7] wiel, theket FAlEe] AadgslE v A2E EAGHA @tk wEbA, 4%

Aoflo] mah, GgHA NK Aol vlste], [Ny FiE o2 Wz Aol deH A4S S35t Ax



[0213]

[0214]

[0215]

[0216]

[0217]

[0218]

S55S0dl 10-2660336

4 AsE Gyt AARel ATEL. e, PR FANNA, FAE Ny el AR weA GysA
O RESEA wa, o8, ol A Al Sl ® e WA ARk ol8He], 4o AES
4 EE 94T+ A

A A]ef] 2 - (D16 % (D16-4-1BB $F3 NKG2D ZAE

b, Axsdd 2 Aol EF] AAS BIHEH %6}04 F7te] AAlES AT, Bl AlFE vket Zol,
Ho] Fdo= (D16 T 9/EE Msdd Edds AMEshe, ddd NKG2D(LF T oo~
stEHE XEsteE A Eol| Het ﬁO]Tﬂr. olgfgh Ay F7tE 95t AHE AAES & 2a E = 2bl
ko2 Jehg glon, ]% ) NKG2D-CD16 % b) NKG2D-CD16-41BB 7]HWg} S=&A¢ +X= ioﬂ%u}.
Wz} $£8&A BFE (D3 = FeRy 5 o= ahubel 3str] f1ske] (D169 9wk 4 <
AAEs A7) el AFSEE Eotan=s & 3bell vER k. A7) =olE biel o], RR o ?iﬂicﬂ
A, AHEEE FAES (D37 & FeRy 9 IHOW ol o EsAIRE, HHe] FRldelA, F]wet F&A
2uE(EE 8 Egav=)E NK Azl o3k (D37 9/HEE FeRy o HdS AJE5A1A,
o&l, Ao a¥€& FIANIE ?*é%ﬂr.

& B7keth. & 8av (3= i), NKG2D-DAP10-CD3 ¢ —#& NK ME(F

KG2D-CD16-4& NK AlZo] ofst x4 FAHXEAY o8 g A Aolth(golet 7|52 Y

25E 9 H]EE ARgEte] A3 S Aeith. diolBHE dE t A8l o3 +A35H%

e A Fo] MRS B3 Qo HolHE HolFETh, oAy E

3t T NKG2D 2HES =

= 1ES UeEh e, NKG2D-CD16-8 A = H

= }o] 35.8% £ 6.9% ©f 2 L¥S FA3GT. T3, WFlel ofs H7

HE vl Zol(X 8c), NKG2D-CDI6-FAZ=PE NK AlEE E£3, Z7le ZAAE9 43S Yeludnt. olE b
A=l NK A W2 g&%° ] )
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AZe] o] FPHAW, AX=A AHRE Uedes 259 598 Frledd. A7 =99 bke}t o], 39

b 37FA1 9] E:T Hlol| 4, REH A% 2 U-2 0S AlZoll th3t A E=A gafo] tish
3AE ylrl, n=3). T FAE, 2o NK AZol| nlste] AtE NKG2D-CD16 ZHA|
S 28 FAUTH (= 9A WA & 9C Fx, oaF W EF AAE vEh). o]
ool A ¢} 7+o], NKG2D-DAP10-CD3 ¢ -3 NK A E((a) FAHE ﬂ*‘ii YehhE S71E Al XEAS
VERA] eFstth, U-2 0S Al gk M5 del] #sbe], NKG2D-CD16((b) A ® SRR VER) S Dﬂ NK

A ((c) ¥AE shatxz yepd)ol viste] S7te MESAES YeEldA &tk (= 104 WA = 10C x). o
£ dlolE= 53% nz—OM 24 A=z °fﬂ°ﬂ ﬂ%?‘f& AEZ54 e A=7F AMHEEE NK A& Wﬂ ISasid]
F de AL Jeg, 45 Fddod, A FAES FaEA &S 5 IR, 2o FdooA, NK Al
Fo ek Zgo] Ate=E # Qow, s axE vepdo. oA 2, dE7F NKG2D-CD16S wrd st
A E-7} NKG2D-DAP10-CD3 ¢ & Hal st NK AlEe] Heh(FEE Edo /Ald ZAAE T d99 A gE x3hH
o] ol 3hife] k9 -Hehol| HlEte] o 7)x] Al FFE MESHS YR ¢ ).

o=, °1Eiﬁﬂi—y S F48te], EA=AAE NK HAx 28 wAYSS A58t ddst AAE
S 2d3k= NK AEZE REH M2 ofs) A=3tAY, A=38kA4 ke, [Ny o A4S SAHUY. ol b
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SEQUENCE LISTING

Inc

<110> National University of Singapore; Nkarta,

<120> TRUNCATED NKGZD CHIMERIC RECEPTORS AND USES THEREOF IN NATURAL

KILLER CELL IMMUNOTHERAPY

<130> 4459.1144002

<150> 62/477335

<151> 2017-03-27
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<150> 62/628774

<151> 2018-02-09

<160> 109

<170> PatentIn version 3.5

<210> 1

<211> 645

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> Full length NKG2D

<400> 1

gggtggattce

aacttggatc
gtcaaaagca
gccatgggaa
ttattcaacc
aactggatat
gagagccagg

gaccaggatt

acaaatggat
attgaaatgc
aactgttcaa
<210> 2

<211> 405

<212> DNA

gtggtcggag

tgaagaagag
aatgtagaga
tcegtttcat
aagaagttca
gttacaaaaa
cttcttgtat

tacttaaact

cttggcagtg
agaagggaga

ctccaaatac

<213> Homo sapiens

gtctcgacac

tgatttttca
aaatgcatct
tattatggta
aattcccttg
taactgctac
gtctcaaaat

ggtgaagtca

ggaagatggc
ctgtgcactc

gtacatctgc

<220><221> misc_feature

<223> Truncated NKG2D

<400> 2

agctgggaga

acacgatggce
ccattttttt
acaatatgga
accgaaagtt
caattttttg
gccagecttce

tatcattgga

tccattctct
tatgcctcga

atgcaaagga

tgagtgaatt

aaaagcaaag
tctgetgett
gtgctgtatt
actgtggccc
atgagagtaa
tgaaagtata

tgggactagt

cacccaacct
gctttaaagg

ctgtg

tcataattat

atgtccagta
catcgctgta
cctaaactca
atgtcctaaa
aaactggtat
cagcaaagag

acacattcca

actaacaata

ctatatagaa

ttattcaacc aagaagttca aattcccttg accgaaagtt actgtggccc atgtcctaaa

aactggatat gttacaaaaa taactgctac caattttttg atgagagtaa aaactggtat

gagagccagg cttcttgtat gtctcaaaat gccagecttc tgaaagtata cagcaaagag

_91_
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gaccaggatt tacttaaact ggtgaagtca tatcattgga

acaaatggat cttggcagtg ggaagatggce tccattctcet

attgaaatgc agaagggaga

ctgtgcactc tatgcctcga

aactgttcaa ctccaaatac gtacatctgc atgcaaagga

<210> 3
<211> 405
<212> DNA
<213> Homo sapiens
<220><221> misc_featu
<223> Codon Optimized
<400> 3

ctgttcaatc aggaagtcca

aactggatct gctacaagaa
gagtcccagg cctcttgceat
gaccaggatc tgctgaagct
acaaacggct cttggcagtg
atcgagatgc agaagggcga
aactgctcca cacccaatac
<210> 4

<211> 63

<212> DNA

<213> Homo sapiens

<220><221> misc_featu
<223> (D8 Signaling S

<400> 4

re

Truncated NKG2D

gatcccectg acagagtcett

caattgttat cagttctttg
gagccagaat gcctctcetge
ggtgaagtcc tatcactgga
ggaggacggce tccatcctgt
ttgcgeectg tacgccaget

ctacatctgt atgcagagga

re

equence

tgggactagt acacattcca
cacccaacct actaacaata
gctttaaagg ctatatagaa

ctgtg

actgcggccc atgtcccaag

acgagagcaa gaactggtat
tgaaggtgta cagcaaggag
tgggcctggt gcacatccect
ctccaaatct gctgaccatc
ccttcaaggg ctatatcgag

ccgtg

atggctctge ccgtcaccge actgetgetg cectetggete tgetgetgea cgecgcecacga

cca

<210> 5
<211> 135
<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> (D8 alpha hinge

_92_
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<400> 5
accacaaccc ctgcaccacg cccccctaca ccagcaccta ccatcgcaag ccagectetg 60
tccetgegge cagaggcatg tagaccagca gcaggaggag cagtgcacac aagaggectg 120

gacttcgect gegat 135

<210> 6

<211> 1722

<212> DNA

<213> Homo sapiens
<220><221> misc_feature
<223> (D8 beta
<220><221> misc_feature
<222> (674)..(773)
<223> nisa, c, g, ort
<220><221> misc_feature
<222> (859)..(958)

<223> nisa, c, g, or t

<400> 6

atctaggtct tgctgcaccc gcacaaccta caaacagegt cggggectte tctgecacctce 60
cagttcccag ctcacctcecce tcagtgtcac agecggttac ctttecttec tcecetggggg 120
agggcaagac ttggggcettg ctgactccag geccagecca geeeggggea cccaggagec 180
cctcaattgc tactcaaaca gacaagaagc ggcccgagtt agtggccage tccaccatgce 240
actacacatc ctgacctctc tgagcctcta ctgtcactcg gggtcacaac cctttectga 300
gcacctcecg gggcaggggg cgatgacaca catgcagetg cctgggggag geeggeggtg 360
tccectectt tectggaacge ggagggtcect ggtgggctct ggaaacgcag cccagacctt 420
tgcaatgcta ggaggatgag ggcggagacc tcgeggtccce caacaccaga ctcccgcecage 480
caccgegece ggtececgeee teeccactge ccecccaget ceccgacccea ggegeeecge 540
ccggecaget cctcacccac cccagecgeg actgtctecg ccgagecccece ggggecaggt 600
gtcecegggeg cgecacgatg cggecgegge tgtggetcect cctggeegeg cagetgacag 660
gtaaggcgge ggennnnnnn NNNNNNNnNn NNNNNNNNNN NMNNNNNNNN nnnnnnnnnn 720
nnnnnnnnnn NnNnnnnnnn NNNNNNNNnnn nnnnnnnnnn nnnnnnnnnn nnnttgettt 780
cctcttccag geecggeggag gagagececegg cttegtttca tgaaacagta agtgtataac 840
ctgggtgtgg ccttgggann nnnnnnnnnn NNNNNNNNNN NNNANNNNNN NNnnnnnnnn 900
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nnnnnnnnnn
tgctgttgtt

aaagacatcg

ctggagagtt
tgtgacgtgc
attgccccca
ccaccgcttc
caccatcttt
atggggtgat

cagagaggcc

aaggcatatc
gagttcactt
actctcccat
gtaaaaataa
<210> 7
<211> 2415
<212> DNA

<213> Homo

nnnnnnnnnn
ttcagatttt

gtcagtaacg

caatggctgce
atgggagcaa
gggcacttca
cggctectgt
gcaggttgct
gctgggetgg

aggtgcaggt

agtctctgag
catcttctca
ggcttaatge

agtcccaggt

sapiens

nnnnnnnnnn
acaaatgagc

agcacgatgt

tgaagctgcc
cttgttcgtg
cagagtgtgce
gcttteectg
ttgcectggt
ctceectgttg

tgggaatgag

ggctteettt
gctceccattt
ttctttcatt

taaagataac

<220><221> misc_feature

<223> (D16
<400> 7
attcttggtg

gggcacactc

agtaaagggg
atggtggggc
aaattggtgg
tctagtcggt
tggcatcatg
gcggactgaa

cgagaaggac

acagtggttt

alpha

ctgggtggat

tggcagattc

gcagacccac
tccettgeca
gtgacagaga
ttggtcectt
tggcagctgce
gatctcccaa

agtgtgactc

cacaatgaga

ccaaatccag

tgtgtgtgtc

ccaccttgcec
gacttcagac
tgggtggagg
tagggctccg
tceteccaac
aggctgtggt

tgaagtgcca

gcctceatcetce

nnnnnnnnnn
agagaatacg

ggaaaaatga

tgcttttcac
ggtcatcggg
tggaggactg
aactgggacc
agggcagtaa
gtcttcccag

gcttgctgag

ggggcregesa

ctactcttaa
ttctgtttgt

aaacgggtcc

gagatggggce

ctcagatgct

tccaggcetct
tgagaagtca
ggctggggaa
gatatctttg
tgctctgcta
gttcctggag

gggagcctac

aagccaggcc

nnnnnnnnnn
gttttggtgt

gagaagggac

tgctgcaagg
aatactaggg
agtaagaaat
tttagtggtg
cattgggtcc
gctggggcetg

aggggctgtce

acttgcgggt
gtttctcage

tttatacaaa

tg

aagcatcctg

cagccacaga

ttccttectg
gatgaagttt
aggctgttta
gtgacttgtc
cttctagttt
cctcaatggt

tccectgagg

tcgagctact

_94_

nnnnnnnnct
cctgctacaa

acattcaacc

cctttetgtg
agaaggtttc
gctgeccatg
gccatttage
tgggtctttc
accttccteg

cagttcccag

ttgaggatag
tcccatttcet

tgtcttagtt

ggatggctga

cctttgaggg

gtectgttcet
caagaaaagg
cttcctectg
cactccagtg
cagctggcat

acagggtgct

acaattccac

tcattgacgc

960
1020

1080

1140
1200
1260
1320
1380
1440

1500

1560
1620
1680

1722

60

120

180
240
300
360
420
480

540

600
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tgccacagtc
ccecggtgceag
caaggaggaa
ggtcacatat
cattccaaaa

taaaaatgtg

catctcatca
ttttgcagtg
agactggaag
ccatgggggt
cccatcatce
ttatccaact

gcagggaage

cactttttct
atcctttaaa
aaacaattat
agtgtgggaa
aatagcaggt
gtgtcttect

attgagtctt

cctcttaatg
gtggggtgga
acagaactat
acaggaagga
gttaatgcag
tgttcattgc

cgctgagtta

atggagaaga
taagcgcaac
gatagaagat

daaaaaaaaaa

gacgacagtg
ctagaagtcc
gaccctattce
ttacagaatg
gccacactca

tcttcagaga

ttctttecac
gacacaggac
gaccataaat
aataagagca
tcaggcctct
ctcgactttt

cccagtgagt

gtcccaaccg
catacaaaaa
tcctaaataa
ctgctgggga
agtccaggat
agaacattag

ccaggggact

ctaggagtag
aaagaaagta
ctcagcatca
aagcgcagga
ggactgtaaa
atttattaaa

agttatgaaa

caattgttgc
atttcttggt
gggaaaacca

aaaaa

gagagtacag
atatcggctg
acctgaggtg
gcaaaggcag
aagacagcgg

ctgtgaacat

ctgggtacca
tatatttctc
ttaaatggag
gtagcagcag
ctacaagcag
ccttggtctce

agctgcattc

ttcectcaca
ttgctcgtgt
atggataagt
tctagggaat
agtctaaggg
ccgtagtgga

ctatcagaac

aaaatggtcc
cagaacaaac
gaatgagaaa
ggtgaaaatg
accacctttt
caaatgttgt

ctttcaaatc

ttatgaaaga
tccaataaag

tggtaataaa

gtgccagaca
getgttgetce
tcacagctgg
gaagtatttt
ctcctactte

caccatcact

agtctctttc
tgtgaagaca
aaaggaccct
catctctgaa
caggaaacat
cagtggaagg

ctagaaattg

gcaaagcaac
tataaattac
agaattaatg
tcagtgggac
aggtgttccc
attaacagga

tggaccatct

taggaagggg
cctgtgtcac
gcctgagaag
ctttettggce
ctgcttcaat
ataaccaata

cttcatcatg

aagctttagce
cattttacaa

atatgaatga

aacctctcca
caggcccctce
aagaacactg
catcataatt
tgcagggggc

caaggtttgg

tgcttggtga
aacattcgaa
caagacaaat
catttctctg
agaactcaga
gaaaagccca

aagtttcaga

aatacaggct
ccagtttaga
gttgaggcag
caatgaaagc
atctgagccc
aatcatgagg

ccaagtatat

actgaggatt
tgtcccaagt
aaagaaccaa
cagggtagta
atctaattcc
ctaaatgtac

tcagttccaa

tgtctectgtt
gatcttgcat

taaaaaaaaa

_95_

ccctcagtga
ggtgggtgtt
ctctgcataa
ctgacttcta
tttttgggag

cagtgtcaac

tggtactcct
gctcaacaag
gacccccatce
gatttgcaac
gccagatccc
tgatcttcaa

gctacacaaa

agggatggta
ggggaaaaaa
gaccatacag
atggctgaga
agagataagg
gtgacgtaga

aacgatgagt

gcggtgggeg
tgctaagtga
ccacaagcac
agaattagag
tgtgtagcett
tactgagctt

tgaggtgggg

ttgtaagctt
gctactctta

daaaaaaaaa

660
720
780
840
900

960

1020
1080
1140
1200
1260
1320

1380

1440
1500
1560
1620
1680
1740

1800

1860
1920
1980
2040
2100
2160

2220

2280
2340
2400

2415
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<210> 8
<211> 2473
<212> DNA

<213> Homo

sapiens

<220><221> misc_feature

<223> (D16

beta

<220><221> misc_feature

<222> (211

)..(310)

<223> nisa, c, g, ort

<220><221> misc_feature

<222> (537

)..(636)

<223> nisa, c, g, or t

<220><221> misc_feature

<222> (968

)..(1067)

<223> nisa, c, g, ort

<400> 8

aaagatgggt
ccctttaggg
getgcetectce
aagtttgaga

nnnnnnnnnn

nnnnnnnnnn
agaaacatcc
taaactcact
cttttttett
nnnnnnnnnn

nnnnnnnnnn

tggggtgtct

ggaggaagac
cacatattta
tccaaaagcc

aaatgtgtct

ggagggactg
gtccggatat
ccaactgctc
tgccttgggt

nnnnnnnnnn

aagaggcatg
tgattcttgg
ctatgttcta
gcagtttcag
nnnnnnnnnn
nnnnnnnnnn

ctgtgtcttt

cctattcacc
cagaatggca
acactcaaag

tcagagactg

gggaaaggct
ctttggtgac
tgctacttct
tcagcagaga

nnnnnnnnnn

aacagtggaa
gaaaattggg
atcactctga
ctggcatgceg
nnnnnnnnnn

nnnnnnnnnn

caggctggct

tgaggtgtca
aagacaggaa
atagcggctc

tgaacatcac

gtttactccce
ttgtccactc
aggtaagtag
nnnnnnnnnn

nnnnnnnnnn

gaccagagag
ctcetgggge
tctctgecce
gactggtgag
nnnnnnnnnn
nnnnnncact

gttgctccag

cagctggaag
gtattttcat
ctacttctgc

catcactcaa

tcctgtctag
cagtgtggca
gatctcectg
nnnnnnnnnn

nnnnnnnnnn

caggtagcaa
agaggagegc
tactcaatat
tcagcttcat
nnnnnnnnnn
gagagctgag

gcececteggt

aacactgctc
cataattctg
agggggcttg

ggtgagacat

— 96 —

tcggettggt
tcatgtggca
gttgagggag
nnnnnnnnnn

nnnnnnnnnn

ggtttccacc
aggggagttt
ttgatttact
ggtcttnnnn
nnnnnnnnnn
ctceegggee

gggtgttcaa

tgcataaggt
acttccacat

ttgggagtaa

gtgccaccct

60
120
180
240

300

360
420
480
540
600
660

720

780
840
900

960
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ggaatgennn
nnnnnnnnnn

cacttctcect

aagtctcttt
ctgtgaagac
gaaaggaccc
gcatctctga
gcaggaaaca
ccagtggaag

cctagaaatt

agtaaaacaa
ttataaatta
agtagaatta
aattcagtgg
agggaggtgt
tggaattaac

gaactggacc

tcctaggaag
accctgtgtc
gaaagcctga
aatgctttct
ttttctgett
ttgtataacc

aatccttctt

aaaaaagctt
aaagcatttt
<210> 9

<211> 370

<212> PRT

nnnnnnnnnn
nnnnnnnnnn

aataggtttg

ctgcttggtg
aaacatttga
tcaagacaaa
acatttctct
tagaactcag
ggaaaagccce

gaagtttcag

caatacaggc
cccagtttag
atgattgagg
gaccaatgaa
tcccatctga
aggaaatcat

atttccaagt

gggactgagg
actgtcccaa
gaagaaagaa
tggccagggt
caatgtctag
aatactaaat

catgtcagtt

tagctgtctce

aca

<213> Homo sapiens

nnnnnnnnnn
nnnnnnnnnn

gcagtgtcaa

atggtactcc
agctcaacaa
tgacccccat
ggatttgcaa
agccagatcc
atgatcttca

agctacacaa

tagggatggt
accggaaaaa
caggacccta
agcatggctg
gcccagagat
gagggtgacg

atataacgat

attggggtgg
gttaagctaa
ccaaccacaa
agtaagaatt
ttcctgtata
gtactactga

ccaatgaggt

tgttttgtaa

<220><221> MISC_FEATURE

nnnnnnnnnn
nnnnnnnnnn

ccatctcatc

tttttgcagt
gagactggaa
cccatgggag
ccccatcatce
tttatccaac
agcagggaag

acactttttc

aatcctttaa
agaaaataat
cagagtgtgg
agaaatagca
aagggtgtct
tagaattgag

gagccctcta

gggtggggtyg
gtgaacagaa
gcacacagga
agaggttaat
getttgttca
gcttcactga

ggggatggag

gctttcagtg

nnnnnnnnnn
nnnnnnnttt

attctctcca

ggacacagga
ggaccataaa
taataagagc
ctcaggcctc
tctcgatttt
ccccagtgag

tgtcccaacc

acatacaaaa
tattcctaaa
gaactgctgg
gggtagtcca
tcctagaaca
tcttccaggg

atgctaggag

gaaaagaaag
ctatctcagc
aggaaagcgce
gcagggactg
ttgcatttat
gttacgetgt

aagacaattg

caacatttct

_97_

nnnnnnnnnn
ttcatctctc

cctgggtacc

ctatatttct
cttaaatgga
agtggcagca
tctacaagca
tcettggtcet
tagctgcatt

attccctcac

attgctcgta
caaatggata
ggatctagag
ggagagtcta
ttagccgtag
gactctatca

tagcaaatgg

tacagaacaa
atcagaatga
aggaggtgaa
taaaaccacc
taaacaaatg
gaaactttca

ttgcttatga

tggttccaat

1020
1080

1140

1200
1260
1320
1380
1440
1500

1560

1620
1680
1740
1800
1860
1920

1980

2040
2100
2160
2220
2280
2340

2400

2460

2473
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<223> 2B4

<400> 9

Met Leu Gly Gln Val Val Thr Leu Ile Leu Leu Leu Leu Leu Lys Val
1 5 10 15

Tyr Gln Gly Lys Gly Cys Gln Gly Ser Ala Asp His Val Val Ser Ile

20 25 30

Ser Gly Val Pro Leu Gln Leu Gln Pro Asn Ser Ile Gln Thr Lys Val
35 40 45
Asp Ser Ile Ala Trp Lys Lys Leu Leu Pro Ser Gln Asn Gly Phe His
50 55 60
His Ile Leu Lys Trp Glu Asn Gly Ser Leu Pro Ser Asn Thr Ser Asn
65 70 75 80
Asp Arg Phe Ser Phe Ile Val Lys Asn Leu Ser Leu Leu Ile Lys Ala

85 90 95

Ala Gln Gln Gln Asp Ser Gly Leu Tyr Cys Leu Glu Val Thr Ser Ile
100 105 110
Ser Gly Lys Val Gln Thr Ala Thr Phe Gln Val Phe Val Phe Glu Ser
115 120 125
Leu Leu Pro Asp Lys Val Glu Lys Pro Arg Leu Gln Gly GIn Gly Lys
130 135 140
Ile Leu Asp Arg Gly Arg Cys Gln Val Ala Leu Ser Cys Leu Val Ser

145 150 155 160

Arg Asp Gly Asn Val Ser Tyr Ala Trp Tyr Arg Gly Ser Lys Leu Ile
165 170 175
GIn Thr Ala Gly Asn Leu Thr Tyr Leu Asp Glu Glu Val Asp Ile Asn
180 185 190
Gly Thr His Thr Tyr Thr Cys Asn Val Ser Asn Pro Val Ser Trp Glu
195 200 205
Ser His Thr Leu Asn Leu Thr Gln Asp Cys GIn Asn Ala His GIn Glu

210 215 220

Phe Arg Phe Trp Pro Phe Leu Val Ile Ile Val Ile Leu Ser Ala Leu

_98_



225 230 235 240
Phe Leu Gly Thr Leu Ala Cys Phe Cys Val Trp Arg Arg Lys Arg Lys
245 250 255
Glu Lys Gln Ser Glu Thr Ser Pro Lys Glu Phe Leu Thr Ile Tyr Glu
260 265 270
Asp Val Lys Asp Leu Lys Thr Arg Arg Asn His Glu GIn Glu Gln Thr

275 280 285

Phe Pro Gly Gly Gly Ser Thr Ile Tyr Ser Met Ile GIn Ser Gln Ser
290 295 300
Ser Ala Pro Thr Ser Gln Glu Pro Ala Tyr Thr Leu Tyr Ser Leu Ile
305 310 315 320
Gln Pro Ser Arg Lys Ser Gly Ser Arg Lys Arg Asn His Ser Pro Ser
325 330 335
Phe Asn Ser Thr Ile Tyr Glu Val Ile Gly Lys Ser Gln Pro Lys Ala

340 345 350

GIn Asn Pro Ala Arg Leu Ser Arg Lys Glu Leu Glu Asn Phe Asp Val
355 360 365
Tyr Ser
370
<210> 10
<211> 279
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> DAP10
<400> 10
atgatccatc tgggtcacat cctcttcctg cttttgetee cagtggetge agctcagacg
actccaggag agagatcatc actccctgece ttttaccectg gecacttcagg ctettgttec
ggatgtgggt ccctctetet gecgetectg gecaggectcg tggetgetga tgeggtggea

tcgctgetca tecgtggggge ggtgttectg tgcgecacgece cacgecgcag ccccgeccaa

gatggcaaag tctacatcaa catgccaggc aggggetga

<210> 11

_99_
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120

180

240

279
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<211> 575

<212> DNA

<213> Homo sapiens
<220><221> misc_feature

<223> DAP12

<400> 11

agacttcctc cttcacttge ctggacgetg cgceccacatcc caccggecct tacactgtgg 60
tgtccagcag catccggett catgggggga cttgaaccct gcagcaggcet cctgetectg 120
cctctectge tggetgtaag tgattgcagt tgcetctacgg tgagcecccggg cgtgetggcea 180
gggatcgtga tgggagacct ggtgctgaca gtgctcattg ccctggeegt gtacttectg 240
ggccggetgg teectegggg gegaggggcet geggaggceag cgacccggaa acagegtatce 300
actgagaccg agtcgcectta tcaggagctc cagggtcaga ggtcggatgt ctacagcgac 360
ctcaacacac agaggccgta ttacaaatga gcccgaatca tgacagtcag caacatgata 420
cctggatcca gcecattcectg aagcccaccce tgcacctcat tccaactcct accgegatac 480
agacccacag agtgccatcc ctgagagacc agaccgctcc ccaatactct cctaaaataa 540
acatgaagca caaaaacaaa aaaaaaaaaa aaaaa 575
<210> 12

<211> 126

<212> DNA

<213> Homo sapiens
<220><221> misc_feature
<223> 4-1BB

<400> 12

aaacggggca gaaagaaact cctgtatata ttcaaacaac catttatgag accagtacaa 60

actactcaag aggaagatgg ctgtagctgc cgatttccag aagaagaaga aggaggatgt 120
gaactg 126
<210> 13

<211> 339

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> (D3-zeta

<400> 13

- 100 -



agagtgaagt tcagcaggag cgcagacgcc
tataacgagc tcaatctagg acgaagagag

cgggaccetg agatgggggg aaagecgaga

gaactgcaga aagataagat ggcggaggcc

cggaggggca aggggcacga tggectttac
tacgacgccc ttcacatgca ggecctgecce
<210> 14

<211> 6

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Canonical hemi-tam
<220><221> MISC_FEATURE

<222> (4)..(5)

<223> X = any amino acid

<400> 14

Asp Gly Tyr Xaa Xaa Leu

1 5

<210> 15

<211> 6

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> ITSM Motif
<220

><221> MISC_FEATURE
<222> (1)..(1)

<223> N=SorT
<220><221> MISC_FEATURE
<222> (2)..(2)

<223> x = any amino acid
<220><221> MISC_FEATURE
<222> (4)..(5)

<223> x = any amino acid

ccecgegtacce agcagggceca gaaccagcetce
gagtacgatg ttttggacaa gagacgtggce
aggaagaacc ctcaggaagg cctgtacaat

tacagtgaga ttgggatgaa aggcgagcge

cagggtctca gtacagccac caaggacacc

cctcgctaa

- 101 -

60
120
180

240

300

339
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<220><221> MISC_FEATURE
<222> (6)..(6)

<223> N=Lor I

<400> 15

Asn Xaa Tyr Xaa Xaa Asn
1 5

<210> 16

<211> 614

<212> DNA

<213> Homo sapiens
<220><221> misc_feature
<223> Membrane-bound IL15
<400> 16

atggccttac cagtgaccgce cttgctectg

ccgaactggg tgaatgtaat aagtgatttg
catattgatg ctactttata tacggaaagt
atgaagtgct ttctcttgga gttacaagtt
catgatacag tagaaaatct gatcatccta
gtaacagaat ctggatgcaa agaatgtgag
ttgcagagtt ttgtacatat tgtccaaatg

ccgegaccac caacaccgge geccaccatce

gcgtgeegge cageggeggg gggegeagtyg
atctacatct gggcgecctt ggccgggact
ccctttactg ctaa

<210> 17

<211> 204

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Membrane-bound IL15

<400> 17

ccgetggect

aaaaaaattg
gatgttcacc
atttcacttg
gcaaacaaca
gaactggagg
ttcatcaaca

gcgtcgeage

cacacgaggg

tgtggggtcc

tgctgctcca

aagatcttat
ccagttgcaa
agtccggaga
gtttgtctte
aaaaaaatat
cttctaccac

ccetgtecct

ggctggactt

ttcteectgte

cgcegecagg

tcaatctatg
agtaacagca
tgcaagtatt
taatgggaat
taaagaattt
gacgccageg

gcgeccagag

cgcectgtgat

actggtatca

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5

10

15

- 102 -
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120
180
240
300
360
420

480

540
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His Ala Ala Arg Pro Asn Trp Val Asn Val Ile Ser Asp Leu Lys

20 25 30
Ile Glu Asp Leu Ile Gln Ser Met His Ile Asp Ala Thr Leu Tyr
35 40 45
Glu Ser Asp Val His Pro Ser Cys Lys Val Thr Ala Met Lys Cys
50 55 60
Leu Leu Glu Leu GIn Val Ile Ser Leu Glu Ser Gly Asp Ala Ser
65 70 75

His Asp Thr Val Glu Asn Leu Ile Ile Leu Ala Asn Asn Ser Leu

85 90 95
Ser Asn Gly Asn Val Thr Glu Ser Gly Cys Lys Glu Cys Glu Glu
100 105 110
Glu Glu Lys Asn Ile Lys Glu Phe Leu Gln Ser Phe Val His Ile
115 120 125
GIn Met Phe Ile Asn Thr Ser Thr Thr Thr Pro Ala Pro Arg Pro
130 135 140

Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu Ser Leu Arg Pro

145 150 155
Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His Thr Arg Gly Leu
165 170 175
Phe Ala Cys Asp Ile Tyr Ile Trp Ala Pro Leu Ala Gly Thr Cys
180 185 190

Val Leu Leu Leu Ser Leu Val I

@

Thr Leu Tyr Cys
195 200

<210> 18

<211> 1140

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> NKG2D/CD8a/4-1BB/CD3z

<220><221> misc_feature

- 103 -

Lys

Thr

Phe

80

Ser

Leu

Val

Pro

160

Asp

S50l 10-2660336



S50l 10-2660336

<223> NKG2D/CD8a/4-1BB/CD3z (aka NK16)

<400> 18

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg 60
ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect 120
aaaaactgga tatgttacaa aaataactgc taccaatttt ttgatgagag taaaaactgg 180
tatgagagcc aggcttcttg tatgtctcaa aatgccagec ttctgaaagt atacagcaaa 240
gaggaccagg atttacttaa actggtgaag tcatatcatt ggatgggact agtacacatt 300
ccaacaaatg gatcttggca gtgggaagat ggctccattc tctcacccaa cctactaaca 360
ataattgaaa tgcagaaggg agactgtgca ctctatgect cgagctttaa aggctatata 420
gaaaactgtt caactccaaa tacatacatc tgcatgcaaa ggactgtgac cacgacgcca 480
gcgcecgegac caccaacacce ggegeccacce atcgegtcecge ageccectgtce cctgegecca 540
gaggcegtgcec ggcecagegge ggggggcgcea gtgcacacga gggggetgga cttegeetgt 600
gatatctaca tctgggcgece cttggecggg acttgtgggg tecttetect gtcactggtt 660
atcacccttt actgcaaacg gggcagaaag aaactcctgt atatattcaa acaaccattt 720
atgagaccag tacaaactac tcaagaggaa gatggctgta gctgceccgatt tccagaagaa 780
gaagaaggag gatgtgaact gagagtgaag ttcagcagga gcgcagacgce ccccgegtac 840
cagcagggcec agaaccagct ctataacgag ctcaatctag gacgaagaga ggagtacgat 900
gttttggaca agagacgtgg ccgggaccct gagatggggg gaaagcecgag aaggaagaac 960
cctcaggaag gcectgtacaa tgaactgcag aaagataaga tggcggagge ctacagtgag 1020
attgggatga aaggcgagcg ccggaggggc aaggggceacg atggecttta ccagggtcetce 1080
agtacagcca ccaaggacac ctacgacgcc cttcacatgce aggecctgec ccctegcetaa 1140
<210> 19

<211> 379

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino acid sequence of NKG2D/CD8a/4-1BB/CD3z

<220><221> MISC_FEATURE

<223> Amino acid sequence of NKG2D/CD8a/4-1BB/CD3z (aka NK16)
<400> 19

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5 10 15

- 104 -



His

Asn

Leu

Cys

Thr

145

Ser

Thr

Cys

225

Met

Phe

Ala Ala Arg Pro Leu Phe Asn Gln Glu Val

Ser

Cys

50

Ser

Asp

Val

Leu

130

Pro

Pro

Leu

Arg

210

Lys

Arg

20

Tyr Cys

35

Tyr Gln

Cys Met

Gln Asp

His Ile

100
Ser Pro
115

Leu Tyr

Asn Thr

Arg Pro

Arg Pro

180
Gly Leu
195

Thr Cys

Arg Gly

Pro Val

Gly Pro Cys

Phe Phe Asp
55
Ser Gln Asn
70
Leu Leu Lys
85

Pro Thr Asn

Asn Leu Leu

Ala Ser Ser

135

Tyr Ile Cys
150

Pro Thr Pro

165

Glu Ala Cys

Asp Phe Ala

Gly Val Leu
215

Arg Lys Lys

230
GIn Thr Thr

245

25

Pro Lys

40

Glu Ser

Ala Ser

Leu Val

Thr Ile
120

Phe Lys

Met Gln

Ala Pro

Arg Pro

185
Cys Asp
200

Leu Leu

Leu Leu

Gln Glu

Pro Glu Glu Glu Glu Gly Gly Cys

Asn

Lys

Leu

Lys

90

Trp

Arg

Thr

170

Ser

Tyr

Trp

Asn

Leu

75

Ser

Tyr

Thr

155

Tyr

Leu

235

Trp

60

Lys

Tyr

Trp

Met

140

Val

Val
220

Phe

Ile Pro
30

Cys Tyr

45

Tyr Glu

Val Tyr

His Trp

Glu Asp

110

Gln Lys

Glu Asn

Thr Thr

Ser Gln

Trp Ala
205

[le Thr

Lys Gln

Glu Asp Gly Cys Ser

250

Glu Leu Arg Val Lys

- 105 -

Leu

Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Pro

Leu

Pro

Cys
255

Phe

Thr

Asn

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Tyr

Phe

240

Arg

Ser

S=50dl 10-2660336



Arg Ser Ala
275

Asn Glu Leu

290

260

265 270

Asp Ala Pro Ala Tyr Gln Gln Gly Gln Asn Gln Leu Tyr

280 285

Asn Leu Gly Arg Arg Glu Glu Tyr Asp Val Leu Asp Lys

295

300

Arg Arg Gly Arg Asp Pro Glu Met Gly Gly Lys Pro Arg Arg Lys Asn

305

Pro Gln Glu

Ala Tyr Ser

His Asp Gly

355
Asp Ala Leu
370
<210> 20
<211> 46
<212> PRT

<213> Homo

310

315 320

Gly Leu Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala Glu

325

330 335

Glu Ile Gly Met Lys Gly Glu Arg Arg Arg Gly Lys Gly

340

Leu Tyr

His Met

sapiens

Gln Gly

Gln Ala

375

<220><221> MISC_FEATURE

345 350

Leu Ser Thr Ala Thr Lys Asp Thr Tyr

360 365

Leu Pro Pro Arg

<223> Amino acid for NCR1 TM/IC

<400> 20

Met Gly Leu Ala Phe Leu Val Leu Val Ala Leu Val Trp Phe Leu Val

1

5

10 15

Glu Asp Trp Leu Ser Arg Lys Arg Thr Arg Glu Arg Ala Ser Arg Ala

20

25 30

Ser Thr Trp Glu Gly Arg Arg Arg Leu Asn Thr Gln Thr Leu

35
<210> 21
<211> 276
<212> PRT

<213> Homo

sapiens

40 45

- 106 -
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<220><221>
<223> Full
<400> 21
Met Ala Trp
1

Pro Gly Ser

Gly Gln Thr

35
Tyr Glu Lys
50
Arg Leu Val
65

Phe Thr Ile

Thr Asp Leu

Arg Pro Ser
115
Val Ser Pro
130
Leu Val Ser
145

Gly Ala Arg

GIn Pro Gln

Leu Val Pro
195
Ser Ala Leu

210

MISC_FEATURE

length NCR2

Arg Ala Leu
5

GIn Ala Gln

20

Leu Thr Val

Lys Gly Trp

Thr Ser Ser

70

Trp Asp Asp
85

Arg Glu Glu

100

Asp Asn Ser

Ala Ser Ala

Ser Gln Thr
150

Gln Ala Pro

165
Asn Ser Thr
180

Val Phe Cys

Leu Val Trp

His Pro Leu

Ser Lys Ala

Arg Cys Gln

40
Cys Lys Glu
55

Lys Pro Arg

Pro Asp Ala

Asp Ser Gly

105
Val Ser Lys
120
Ser Thr Gln
135

Gln Thr Gln

Glu Ser Pro

Leu Arg Pro

185

Gly Leu Leu
200

Trp Gly Asp

215

Leu Leu Leu Leu Leu Leu Phe

10

Gln Val

Tyr Pro

Ala Ser

Thr Met

75

Gly Phe

His Tyr

Ser Val

Thr Ser

Ser Cys

155

Ser Thr

170

Gly Pro

Val Ala

Ile Trp

Leu Gln Ser
30

Pro Thr Gly

45
Ala Leu Val
60

Ala Trp Thr

Phe Thr Val

Trp Cys Arg

110
Arg Phe Tyr
125
Trp Thr Pro
140

Val Pro Pro

Ile Pro Val

Ala Ala Pro

190

Lys Ser Leu
205

Trp Lys Thr

220

- 107 -

15

Val

Ser

Cys

Ser

Thr

95

Leu

Arg

Thr

Pro

175

Val

Met

Leu

Arg
80

Met

Tyr

Val

Asp

160

Ser

Leu

Met

S50l 10-2660336



Glu Leu Arg

225

Val Thr Asp

Ile Leu Tyr

Glu His Thr
275
<210> 22
<211> 66
<212> PRT
<213> Homo
<220><221>
<223> NCR3
<400> 22

Ala Gly Thr

1

Leu Ser Val

Thr Trp Lys
35
Leu Pro Pro

50

<210> 23

<211> 741
<
212> DNA

<213> Homo

<220><221>

Ser Leu Asp Thr Gln Lys Ala Thr Cys His Leu Gln Gln

230 235 240
Leu Pro Trp Thr Ser Val Ser Ser Pro Val Glu Arg Glu
245 250 255
His Thr Val Ala Arg Thr Lys Ile Ser Asp Asp Asp Asp
260 265 270

Leu

sapiens
MISC_FEATURE

TM/IC domains

Val Leu Leu Leu Arg Ala Gly Phe Tyr Ala Val Ser Phe

5 10 15
Ala Val Gly Ser Thr Val Tyr Tyr Gln Gly Lys Cys Leu
20 25 30
Gly Pro Arg Arg Gln Leu Pro Ala Val Val Pro Ala Pro
40 45
Pro Cys Gly Ser Ser Ala His Leu Leu Pro Pro Val Pro

55 60

sapiens

misc_feature

<223> NKG2D/CD16

<400> 23

- 108 -
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atggccttac cagtgaccgc
ccectgttca accaggaagt
aagaattgga tttgctataa
tatgagtccc aggcctecttg
gaggaccagg atctgctgaa

cccacaaacg gcetcttggea

atcatcgaga tgcagaaggg
gagaactgca gcacacccaa
gcacccagge cccctacacc
gaggcatgta ggccagcagce
gatgtgagcet tttgtctggt
tccgtgaaga caaatatccg

aggaaggacc cacaggacaa

<210> 24
<211> 247
<212> PRT

<213> Homo sapiens

cttgctectg
gcagatcccce
aaacaactgc
tatgagccag
gctggtgaag

gtgggaggac

cgattgcgcec
tacctacatc
tgcaccaacc
aggaggagca
catggtgctg
gtctagcacc

g

<220><221> MISC_FEATURE

<223> NKG2D/CD16

<400> 24

ccgetggect
ctgaccgagt
taccagttct
aacgcctctce
tcctatcact

ggctccatcce

ctgtacgcca
tgtatgcagc
atcgcaagcc
gtgcacacac
ctgttcgecg

agagactgga

tgctgctcca
cctattgtgg
ttgacgagtc
tgctgaaggt
ggatgggcct

tgtctcctaa

gctcecttcaa
ggacagtgac
agccactgtc
ggggeetgga
tggataccgg

aggatcacaa

cgcegeeege
ccettgeect
taagaattgg
gtacagcaag
ggtgcacatc

tctgctgacc

gggctatatc
cacaacccca
cctgaggcect
cttcgectgce
cctgtatttt

gttcaaatgg

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5

10

15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20

25

30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35

40

45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50

55

60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys

65 70

75

80

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly

85

90

95

- 109 -

60
120
180
240
300

360

420
480
540
600
660
720

741
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Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser

100 105 110

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp
115 120 125
Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser
130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro
145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu

165 170 175

Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Val Ser Phe Cys Leu Val Met
195 200 205
Val Leu Leu Phe Ala Val Asp Thr Gly Leu Tyr Phe Ser Val Lys Thr
210 215 220
Asn Ile Arg Ser Ser Thr Arg Asp Trp Lys Asp His Lys Phe Lys Trp

225 230 235 240

Arg Lys Asp Pro Gln Asp Lys
245
<210> 25
<211> 870
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> (D8/NKG2DOpt /CD8a/CD16 TM/IC/4-1BB
<400> 25
atggctctge ccgtcaccge actgetgetg cectetggete tgetgetgea cgecgeacga
ccactgttca atcaggaagt ccagatcccc ctgacagagt cttactgegg cccatgtccec
aagaactgga tctgctacaa gaacaattgt tatcagttct ttgacgagag caagaactgg

tatgagtccc aggcctcttg catgagccag aatgectctce tgctgaaggt gtacagcaag

- 110 -

60

120

180

240
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gaggaccagg atctgctgaa gectggtgaag tcctatcact

cctacaaacg gctcttggeca gtgggaggac ggctccatcece
atcatcgaga tgcagaaggg cgattgcegec ctgtacgceca
gagaactgct ccacacccaa tacctacatc tgtatgcaga
gcaccacgcc cccctacacc agcacctacc atcgcaagcec
gaggcatgta gaccagcagc aggaggagca gtgcacacaa
gatgtgagcet tttgtctggt catggtgetg ctgttcecgecg

tccgtgaaga caaatatcag gtctagcacc cgcecgactgga

cggaaggacc ctcaggataa gaagcgggge agaaagaage
cccttecatge ggeccgtgeca gacaacccag gaggaagacg
gaagaagaag aagggggctg tgaactgtaa

<210> 26

<211> 289

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> (CD8/NKG2DOpt/CD8a/CD16 TM/IC/4-1BB
<400> 26

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro
1 5 10

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val

20 25
Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp
35 40
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn
50 55
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu
65 70 75

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser

85 90

Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln

ggatgggect ggtgcacatc

tgtctccaaa tctgctgacce
gctcecttcaa gggcetatatce
ggaccgtgac cacaacccct
agcctctgtce cctgeggeca
gaggcctgga cttecgectge
tggataccgg cctgtacttt

aggatcacaa gtttaagtgg

tgctgtatat cttcaagcag

gctgctcatg tagatttcect

Leu Ala Leu Leu Leu
15

Gln Ile Pro Leu Thr

30
Ile Cys Tyr Lys Asn
45
Trp Tyr Glu Ser Gln
60
Lys Val Tyr Ser Lys
80

Tyr His Trp Met Gly

95

Trp Glu Asp Gly Ser

-111 -

300

360
420
480
540
600
660

720

780
840

870
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100 105

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met

115 120

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile

130

135 140

Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val

145

150 155

Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala

165 170

110

Gln Lys Gly Asp

125

Glu Asn

Thr Thr

Cys

Thr

Ser

Pro

160

Ser Gln Pro Leu

175

Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val

180 185

Thr Arg Gly Leu Asp Phe Ala Cys Asp Val Ser Phe

195 200

Val Leu Leu Phe Ala Val Asp Thr Gly Leu Tyr Phe

210

215 220

Asn Ile Arg Ser Ser Thr Arg Asp Trp Lys Asp His

225

230 235

Arg Lys Asp Pro Gln Asp Lys Lys Arg Gly Arg Lys

245 250

Ile Phe Lys Gln Pro Phe Met Arg Pro Val Gln Thr

260 265

190
Cys Leu
205

Ser Val

Lys Phe

Val

Lys

Lys

His

Met

Thr

Trp

240

Lys Leu Leu Tyr

255

Thr Gln Glu Glu

270

Asp Gly Cys Ser Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys

Leu

<210>
<211>
<212>

<213>

275 280

27
741
DNA

Homo sapiens

<220><221> misc_feature

<223>

<400>

NKG2D/NCR1

27

285

- 112 -
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atggccttac cagtgaccgc
cctctgttca accaggaagt
aagaattgga tttgctataa
tatgagtctc aggccagctg

gaggaccagg atctgctgaa

cccacaaacg gcetcttggea
atcatcgaga tgcagaaggg
gagaactgca gcacacccaa
gcacccegee ccectacace
gaggcctgea gaccagcage
gatatgggcc tggectttcet

ctgtcccgga agagaacaag

agactgaaca cccagacact
<210> 28

<211> 247

<212> PRT

<213> Homo sapiens

cttgctectg
gcagatccct
aaacaactgc
tatgtcccag

gctggtgaag

gtgggaggac
cgattgcgcec
tacctacatc
tgcaccaacc
aggaggagca
ggtgetggtg

ggagaggegce

g

<220><221> MISC_FEATURE

<223> NKG2D/NCR1

<400> 28

ccgetggect
ctgaccgaaa
taccagttct
aacgcctctce

tcctatcact

ggctctatcce
ctgtacgcca
tgtatgcaga
atcgcaagcc
gtgcacaccc
geectggtgt

tccegggect

tgctgctcca
gctattgegg
ttgacgagtc
tgctgaaggt

ggatgggcect

tgagccctaa
gctcecttcaa
ggacagtgac
agccactgtc
ggggeetgga
ggtttctggt

ctacctggga

cgcegeeege
accttgccct
taagaattgg
gtacagcaag

ggtgcacatc

tctgctgacc
gggctatatc
cacaacccca
cctgeggect
cttcgectgt
ggaggattgg

aggaagaagg

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5

10

15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20

25

30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35

40

45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50

55

60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys

65 70

75

80

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly

85

90

95

- 113 -

60
120
180
240

300

360
420
480
540
600
660

720

741
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Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser

100 105 110
Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp
115 120 125
Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser
130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro
145 150 155 160

Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu

165 170 175
Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Met Gly Leu Ala Phe Leu Val
195 200 205
Leu Val Ala Leu Val Trp Phe Leu Val Glu Asp Trp Leu Ser Arg Lys
210 215 220

Arg Thr Arg Glu Arg Ala Ser Arg Ala Ser Thr Trp Glu Gly Arg Arg

225 230 235 240
Arg Leu Asn Thr GIn Thr Leu
245
<210> 29
<211> 801
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> NKG2D/NCR3
<400> 29
atggccttac cagtgaccge cttgetectg cecgetggect tgetgetcca cgecgecaga
ccectgttca accaggaggt gcagattccc ctgacagaaa getattgtgg cccttgecct
aaaaattgga tttgctataa aaacaactgc taccagttct ttgacgagtc taagaattgg

tatgagtctc aggccagctg tatgtcccag aacgectctce tgctgaaggt gtacagcaag

- 114 -

60

120

180

240
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gaggaccagg atctgctgaa gectggtgaag tcctatcact
cctacaaacg gctcttggeca gtgggaggac ggctctatcece
atcatcgaga tgcagaaggg cgattgcgec ctgtacgeca
gagaactgca gcacacccaa tacctacatc tgtatgcagce
gcacccagac cccctacacc tgcaccaacc atcgecagcec
gaggcatgca ggcctgcage aggaggcegec gtgcacacaa

gatgcaggaa ccgtgctget gectgagageca ggcttctatg

gcegtggget ccacagtgta ctatcaggge aagtgectga
cagctgceccg ccgtggtgee cgeccctetg ccacccecectt
ctgccacccg tgeccggagg a

<210> 30

<211> 267

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> NKG2D/NCR3

<400> 30

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro
1 5 10

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val

20 25
Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp
35 40
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn

50 55

ggatgggcect

tgagcccaaa

gctcecttcaa

ggacagtgac

agccactgtc

ggggectgga

ccgtgtcectt

cctggaaggg

gtggcagtag

Leu Ala Leu

Gln Ile Pro

30

Ile Cys Tyr

45

Trp Tyr Glu

60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr

65 70 75

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp

85 90

Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp

100 105

110

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys

- 115 -

ggtgcacatc
tctgctgacc
gggctatatc
cacaacccca
cctgaggccc
ctttgectgt

tctgtctgtg

cccacggaga

cgcccacctg

Leu Leu
15

Leu Thr

Lys Asn

Ser Gln

Ser Lys

80

Met Gly

95

Gly Ser

Gly Asp

300
360
420
480
540
600

660

720
780

801

S=50dl 10-2660336



115 120 125
Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser
130 135 140

Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro

145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu
165 170 175
Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Ala Gly Thr Val Leu Leu Leu
195 200 205

Arg Ala Gly Phe Tyr Ala Val Ser Phe Leu Ser Val Ala Val Gly Ser

210 215 220
Thr Val Tyr Tyr Gln Gly Lys Cys Leu Thr Trp Lys Gly Pro Arg Arg
225 230 235 240
Gln Leu Pro Ala Val Val Pro Ala Pro Leu Pro Pro Pro Cys Gly Ser
245 250 255
Ser Ala His Leu Leu Pro Pro Val Pro Gly Gly
260 265
<210> 31
<211> 6
<212> PRT
<213> Homo sapiens
<220><221> MISC_FEATURE
<222
> (6)..(6)
<223> N is an integer indicating the number of GGGGS repeated
<400> 31
Gly Gly Gly Gly Ser Asn
1 5
<210> 32
<211> 60

<212> PRT

- 116 -
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oin
]
Jm
el

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> (S3/CD8a

<400> 32

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Thr
1 5 10 15

Thr Thr Pro Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser

20 25 30

Gln Pro Leu Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly
35 40 45
Ala Val His Thr Arg Gly Leu Asp Phe Ala Cys Asp
50 55 60
<210> 33
<211> 45
<212> PRT
<213> Homo sapiens
<220><221> MISC_FEATURE
<223> GS9
<400> 33
Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
1 5 10 15

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

20 25 30

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

35 40 45
<210> 34
<211> 15
<212> PRT
<213> Homo sapiens
<220><221> MISC_FEATURE
<223> GS3
<400> 34

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

- 117 -
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1

<210>
<211>
<212>

<213>

35
120
PRT

Homo sapiens

<220><221> MISC_FEATURE

<223>

<400>

2B4 ICR

35

Trp Arg Arg Lys Arg Lys Glu Lys Gln Ser Glu Thr Ser Pro Lys Glu

1

5 10 15

Phe Leu Thr Ile Tyr Glu Asp Val Lys Asp Leu Lys Thr Arg Arg Asn

20 25 30

His Glu Gln Glu GIn Thr Phe Pro Gly Gly Gly Ser Thr Ile Tyr Ser

35 40 45

Met Ile Gln Ser Gln Ser Ser Ala Pro Thr Ser Gln Glu Pro Ala Tyr

50

55 60

Thr Leu Tyr Ser Leu Ile Gln Pro Ser Arg Lys Ser Gly Ser Arg Lys

65

70 75 80

Arg Asn His Ser Pro Ser Phe Asn Ser Thr Ile Tyr Glu Val Ile Gly

85 90 95

Lys Ser Gln Pro Lys Ala Gln Asn Pro Ala Arg Leu Ser Arg Lys Glu

100 105 110

Leu Glu Asn Phe Asp Val Tyr Ser

<210>

<211>

<212>

<213>

115 120
36
360
DNA

Homo sapiens

<220><221> misc_feature

<223>

<400>

tggaggagga aaaggaagga gaaacagagc gagacctccc ctaaggagtt cctgaccatc

2B4 ICR

36

- 118 -

60
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tacgaggacg tgaaggacct gaagaccagg
ggcggaggcea gcaccatcta cagcatgatc
gagcctgect acaccctgta cagectgatc
aggaaccaca gccccagett caacagcacc

aaggcccaga accctgecag getgtccagg

<210>
<211>
<212>

<213>

<220><221> MISC_FEATURE

<223>

<400>

37
38
PRT

Homo sapiens

NKp80 ICR

37

aggaaccacg agcaggaaca gacctttcect
cagagccaga gcagcgceccc taccagcecaa
cagcccagca ggaaaagegg ctccaggaag
atctatgagg tgatcggcaa gagccagecc

aaggagctgg agaacttcga cgtgtacage

Met Gln Asp Glu Asp Gly Tyr Met Thr Leu Asn Val Gln Ser Lys Lys

1

5

10 15

Arg Ser Ser Ala Gln Thr Ser Gln Leu Thr Phe Lys Asp Tyr Ser Val

20

Thr Leu His Trp Tyr Lys

<210>

<211>

<212>

<213>

<220><221> misc_feature

<223>

<400>

35
38
114
DNA

Homo sapiens

NKp80 ICR
38

25 30

atgcaggatg aggacggcta tatgaccctg aacgtccagt ccaagaagag gtccagcgcet

cagaccagcc agctgacctt caaggactac tccgtgaccc tgcactggta caag

<210>

<211>

<212>

<213>

<220><221> MISC_FEATURE

<223>

39
30
PRT

Homo sapiens

B2Ad N-term ECD

- 119 -

120
180
240
300

360

60

114
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<400> 39

Met Gly Gln Pro Gly Asn Gly Ser Ala Phe Leu Leu Ala Pro Asn Arg
1 5 10 15

Ser His Ala Pro Asp His Asp Val Thr Gln Gln Arg Asp Glu

20 25 30

<210> 40

<211> 90

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> B2 AdR N-term ECD

<400> 40

atggggcaac ccgggaacgg cagcgecttce ttgetggecac ccaatagaag ccatgegecg 60
gaccacgacg tcacgcagca aagggacgag 90
<210> 41

<211> 33

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> B2 AdR TM helix

<400> 41

Val Trp Val Val Gly Met Gly Ile Val Met Ser Leu Ile Val Leu Ala

1 5 10 15

Ile Val Phe Gly Asn Val Leu Val Ile Thr Ala Ile Ala Lys Phe Glu
20 25 30

Arg

<210> 42

<211> 99

<212> DNA

<213> Homo sapiens
<220><221> misc_feature

<223> B2AdR TM helix
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<400> 42

gtgtgggtgg tgggcatggg catcgtcatg tctctcatcg tcecctggecat cgtgtttgge 60
aatgtgctgg tcatcacagc cattgccaag ttcgagcegt 99
<210> 43

<211> 924

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223

> NK15_1

<400> 43

gccgecacca tggetctgece cgtcaccgea ctgetgetge ctetggetcet getgetgeac 60
gccgceacgac cactgttcaa tcaggaagtc cagatccccce tgacagagtc ttactgegge 120
ccatgtccca agaactggat ctgctacaag aacaattgtt atcagttctt tgacgagagc 180
aagaactggt atgagtccca ggcctcttge atgagccaga atgectctct gectgaaggtg 240
tacagcaagg aggaccagga tctgctgaag ctggtgaagt cctatcactg gatgggectg 300
gtgcacatcc ctacaaacgg ctcttggcag tgggaggacg gctccatcct gtctccaaat 360
ctgctgacca tcatcgagat gcagaagggce gattgcgecce tgtacgceccag ctccttcaag 420
ggctatatcg agaactgctc cacacccaat acctacatct gtatgcagag gaccgtgggt 480
ggeggtgget cgggeggtgg tgggtcegggt ggeggeggat ctaccacaac ccctgceacca 540
cgccecccta caccagcecacce taccatcgceca agcecagectce tgtecctgeg geccagaggcea 600
tgtagaccag cagcaggagg agcagtgcac acaagaggcc tggacttcge ctgcgatgtg 660
agcttttgtc tggtcatggt getgetgttc geecgtggata ccggectgta ctttteegtg 720
aagacaaata tcaggtctag cacccgcgac tggaaggatc acaagtttaa gtggcggaag 780
gaccctcagg ataagaagcg gggcagaaag aagcetgetgt atatcttcaa gcagceccttce 840
atgcggceccg tgcagacaac ccaggaggaa gacggetget catgtagatt tcctgaagaa 900
gaagaagggg gctgtgaact gtaa 924
<210> 44

<211> 789

<212> DNA

<213> Homo sapiens
<220><221> misc_feature

<223> NK15_2
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<400> 44
gcecgecacca
gcecgceacgac
ccatgtccca

aagaactggt

tacagcaagg
gtgcacatcc
ctgctgacca
ggctatatcg
ggeggtggcet
atggtgctge

tctagcaccc

aagcgggeca
acaacccagg
gaactgtaa
<210> 45
<211> 744

<212> DNA

tggctctgcec
cactgttcaa
agaactggat

atgagtccca

aggaccagga
ctacaaacgg
tcatcgagat
agaactgctc
cgggeggtgg
tgttcgecegt

gcgactggaa

gaaagaagct

aggaagacgsg

<213> Homo sapiens

cgtcaccgca
tcaggaagtc
ctgctacaag

ggcctettge

tctgctgaag
ctcttggcag
gcagaagggc
cacacccaat
tgggtcgggt
ggataccggc

ggatcacaag

gctgtatatce

ctgctcatgt

<220><221> misc_feature

<223> NK15_3

<400> 45
gcegecaccea
geegeacgac

ccatgtccca

aagaactggt
tacagcaagg
gtgcacatcc
ctgctgacca
ggctatatcg

agcttttgte

tggctctgee
cactgttcaa

agaactggat

atgagtccca
aggaccagga
ctacaaacgg
tcatcgagat
agaactgctc

tggtcatggt

cgtcaccgca
tcaggaagtc

ctgctacaag

ggcctettge
tctgctgaag
ctcttggcag
gcagaagggc
cacacccaat

getgetgttce

ctgctgcetgce
cagatccccc
aacaattgtt

atgagccaga

ctggtgaagt
tgggaggacg
gattgcgecc
acctacatct
ggcggeggat
ctgtactttt

tttaagtggc

ttcaagcagc

agatttcctg

ctgctgcetgce
cagatccccc

aacaattgtt

atgagccaga
ctggtgaagt
tgggaggacg
gattgcgecc
acctacatct

gccegtggata

ctctggctct
tgacagagtc
atcagttctt

atgcctctct

cctatcactg
gctccatcect
tgtacgccag
gtatgcagag
ctgtgagctt
ccgtgaagac

ggaaggaccce

ccttcatgceg

aagaagaaga

ctctggctct
tgacagagtc

atcagttctt

atgcctctct
cctatcactg
gctccatcect
tgtacgccag
gtatgcagag

ccggectgta

gctgcetgeac
ttactgcggc
tgacgagagc

gctgaaggtg

gatgggcectg
gtctccaaat
ctccttcaag
gaccgtgggt
ttgtctggtce
aaatatcagg

tcaggataag

gcecgtgeag

agggggcetgt

gctgcetgeac
ttactgecggce

tgacgagagc

gctgaaggtg
gatgggcectg
gtctccaaat
ctccttcaag
gaccgtggtg

cttttcegtg
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aagacaaata tcaggtctag cacccgcgac tggaaggatc acaagtttaa gtggcggaag

gaccctcagg ataagaagcg gggcagaaag aagcetgetgt atatcttcaa gcagcecctte

atgcggceccg tgcagacaac ccaggaggaa gacggetget catgtagatt tcctgaagaa

gaagaagggg gctgtgaact gtaa

<210> 46

<211> 1164

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> NK15_4

<400> 46
gcegecacca
gctgccagac

ccatgtccta

aaaaactggt
tacagcaaag
gtacacattc
ctactaacaa
ggctatatag
acaacccccg

ctgagacccg

ttcgeetgeg
agcctggtga
atgaggcccg
gaggagegcy
cctaaggagt
gagcaggaac

agcagcgccce

aggaaaagcg
gtgatcggca

gagaacttcg

tggcectgec
ccttattcaa

aaaactggat

atgagagcca
aggaccagga
caacaaatgg
taattgaaat
aaaactgttc
ctcccagacc

aagcctgtag

atatctatat
ttaccaagag
tgcaaaccac
gatgcgagct
tcctgaccat
agacctttcc

ctaccagcca

gctccaggaa
agagccagcc

acgtgtacag

tgtgacagcc
ccaagaagtt

atgttacaaa

ggcttettgt
tttacttaaa
atcttggcag
gcagaaggga
aactccaaat
tcctacccect

acctgectgcec

ctgggcccct
gggcaggaag
CCaggaggag
gtggaggagg
ctacgaggac
tggcggaggce

agagcctgcec

gaggaaccac
caaggcccag

ctga

ctgctgcetgce
caaattccct

aataactgct

atgtctcaaa
ctggtgaagt
tgggaagatg
gactgtgcac
acgtacatct
gccecctacaa

ggaggegcetg

ctggectggaa
aagctgctgt
gacggctgca
aaaaggaagg
gtgaaggacc
agcaccatct

tacaccctgt

agccccagct

aaccctgcca

ctctggctct
tgaccgaaag

accaattttt

atgccagcct
catatcattg
gctcecattcet
tctatgcctc
gcatgcaaag
tcgccageca

tgcacacaag

cctgtggegt
acatcttcaa
gctgcagatt
agaaacagag
tgaagaccag
acagcatgat

acagcctgat

tcaacagcac

ggctgtccag

gctgcetgeac
ttactgtggc

tgatgagagt

tctgaaagta
gatgggacta
ctcacccaac
gagctttaaa
gactgtgacc
gccecctgage

aggcctggac

gctgetgetg
gcagcectttce
ccctgaggag
cgagacctcc
gaggaaccac
ccagagccag

ccagcccage

catctatgag

gaaggagctg
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<210> 47
<211> 1155
<212> DNA

<213> Homo

sapiens

<220><221> misc_feature

<223> NK15
<400> 47
gcegecacca
gctgccagac

ccatgtccta

aaaaactggt
tacagcaaag
gtacacattc
ctactaacaa
ggctatatag
ggacagcctg

cacgatgtga

ctgatcgtgc
gagaggaaga
gtgcagacca
ggctgtgage
ttcctgacca
cagaccttcc

CCcacaagcc

ggcagcagega
aagagccagc
gacgtgtaca
<210> 48
<211> 1349
<212> DNA

<213> Homo

_5

tggcectgec
ccttattcaa

aaaactggat

atgagagcca
aggaccagga
caacaaatgg
taattgaaat
aaaactgttc
gaaacggcag

CcCcagcagag

tggctatcgt
ggggcaggaa
cccaggaaga
tgtggaggag
tctacgagga
€ccggcgegagg

aggaacccgce

agaggaacca
ccaaggctca

gctga

sapiens

tgtgacagcc
ccaagaagtt

atgttacaaa

ggcttettgt
tttacttaaa
atcttggcag
gcagaaggga
aactccaaat
cgecttectg

ggacgaggtg

gttcggcaac
aaagctgctc
ggatggctge
aaaaaggaag
cgtgaaggac
cagcaccatc

ctacacactg

cagccccage

gaacccegec

<220><221> misc_feature

ctgctgcetgce
caaattccct

aataactgct

atgtctcaaa
ctggtgaagt
tgggaagatg
gactgtgcac
acgtacatct
ctggccccta

tgggtggtgg

gtgctggtga
tacatcttca
tcctgtaggt
gagaagcaga
ctgaagacca
tacagcatga

tatagcctga

ttcaacagca

aggctgagca

ctctggctct
tgaccgaaag

accaattttt

atgccagcct
catatcattg
gctcecattcet
tctatgcectc
gcatgcaaag
acagaagcca

gcatgggcat

tcaccgccat
agcagccctt
ttccegagga
gcgagaccag
ggaggaacca
tccagagcca

tccagcecectce

ccatttacga

ggaaggagct

gctgcetgeac
ttactgtggc

tgatgagagt

tctgaaagta
gatgggacta
ctcacccaac
gagctttaaa
gactgtgatg
cgcceccgat

cgtgatgagc

cgccaagttc
catgaggccc
ggaggaggec
ccccaaggag
cgagcaggaa
gtccagegcece

caggaagagc

ggtgatcgga

cgaaaacttc
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<223> NK15_6

<400> 48

ggatccgaat tcgccgecac catggcecctg cctgtgacag ccctgetget gectetgget 60
ctgctgcetge acgetgecag acccttattc aaccaagaag ttcaaattcc cttgaccgaa 120
agttactgtg gcccatgtcc taaaaactgg atatgttaca aaaataactg ctaccaattt 180
tttgatgaga gtaaaaactg gtatgagagc caggcttctt gtatgtctca aaatgccagce 240
cttctgaaag tatacagcaa agaggaccag gatttactta aactggtgaa gtcatatcat 300
tggatgggac tagtacacat tccaacaaat ggatcttggc agtgggaaga tggctccatt 360
ctctcaccca acctactaac aataattgaa atgcagaagg gagactgtgce actctatgcec 420
tcgagcttta aaggctatat agaaaactgt tcaactccaa atacgtacat ctgcatgcaa 480
aggactgtga ccacaacccc tgctcccaga cctcccacac ccgeccctac aatcgectcec 540
cagcctctga gectgagace cgaagectgt agacctgecg ccggeggage tgtgcataca 600
agaggcctgg acttcgectg cgacatctac atctgggecce ctectggetgg cacatgegga 660
gtcctgetge tgagectggt gatcaccaag aggggcagga agaagcetget gtacatcttce 720
aagcagccct tcatgaggcec tgtgcagacc acacaggagg aggacggcetg ctcctgecagg 780
ttccctgagg aggaggaggg aggcetgcegag ctgtggagga ggaagagaaa ggagaagceag 840
tccgagacct cccccaagga gttcctcace atttacgagg acgtgaagga cctgaagacc 900
aggagaaacc acgagcagga acaaaccttc cccggeggeg gcagcaccat ctacagcatg 960
atccagagcc agtcctccge ccctacaage caggagectg cctacacccet gtacagectg 1020
atccagccta gcaggaagag cggctccagg aagaggaacc actcccccag cttcaacagce 1080
accatttatg aggtgatcgg caagtcccag cccaaggcecc agaaccctge cagactgtcce 1140
aggaaggagce tggagaactt cgacgtctac tccggeggeg geggceagegg cggaggaggce 1200
tccggaggag geggcagecat gcaggatgag gacggcectata tgaccctgaa cgtccagtcec 1260
aagaagaggt ccagcgctca gaccagccag ctgaccttca aggactactc cgtgaccctg 1320
cactggtaca agtgagcggce cgegtcgac 1349
<210> 49

<211> 989

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> NK15_7
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<400> 49
ggatccgaat
ctgctgcetgce
agttactgtg
tttgatgaga
cttctgaaag

tggatgggac

ctctcaccca
tcgagcttta
aggactgtga
cagcccctga
aggggecteg
gtgctgetge

aagcagccct

ttccecgagg
agcggegecy
aagaagagga
cactggtaca
<210> 50

<211> 1430
<212> DNA

<213> Homo

tcgeegecac
atgccgccag
gcccatgtcec
gtaaaaactg
tatacagcaa

tagtacacat

acctactaac
aaggctatat
ccaccacccce
gcctgagacce
acttcgcectg
tgtcectggt

tcatgaggcc

aggaggaggg
gcggcagceat
gcagcgcecca

agtgagcggc

sapiens

catggccctg
acccttattc
taaaaactgg
gtatgagagc
agaggaccag

tccaacaaat

aataattgaa
agaaaactgt
tgctcccaga
tgaggcctgce
cgacatctac
gatcaccaag

cgtgcagacc

cggatgtgaa
gcaggatgag
gaccagccag

cgcgtcegac

<220><221> misc_feature

<223> NK15
<400> 50
ggatccgaat

ctgctgcetgce

agctactgceg
ttcgacgaga
ctgctgaaag
tggatgggcce

ctgagcccca

_8

tcgccegecac

atgccgctag

gcecectgece
gcaagaactg
tgtatagcaa
tggtgcacat

acctgctgac

catggccctg

acccctgttce

caagaactgg
gtacgagagc
ggaggaccag
ccccaccaac

catcatcgag

cctgtgacag
aaccaagaag
atatgttaca
caggcttctt
gatttactta

ggatcttggce

atgcagaagg
tcaactccaa
cccectacac
agacctgctg
atctgggcce
aggggcagga

acccaggagg

ctgggcggag
gacggctaca

ctgaccttca

cccgtgacag

aaccaggagg

atctgttaca
caggccagct
gacctgctga
ggaagctggce

atgcagaagg

ccetgetget
ttcaaattcc
aaaataactg
gtatgtctca
aactggtgaa

agtgggaaga

gagactgtgc
atacgtacat
ctgcccectac
ctggaggegc
ctctggeegg
agaagctgct

aggacggctg

gaggcagegg
tgaccctgaa

aggactacag

ctctgetget

tgcagatccc

agaacaactg
gtatgagcca
agctggtgaa
agtgggagga

gcgactgege

gectetgget
cttgaccgaa
ctaccaattt
aaatgccagc
gtcatatcat

tggctccatt

actctatgcc
ctgcatgcaa
aatcgccagc
tgtgcacaca
cacatgtgga
gtacatcttc

ctcctgcaga

cggcggeggc
cgtgcagagc

cgtgaccctg

gectetggee

cctgaccgaa

ctatcagttc
gaacgccagce
gagctaccac
cggcagcatc

cctgtatgcec
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agcagcttca

aggaccgtgg

aaccaagaag
atatgttaca
caggcttctt
gatttactta
ggatcttggce
atgcagaagg

tcaactccaa

agcgcectttce
agggacgagg
gtgttcggca
aagaagctgc
gaggacggct
ggaggaageg

atgaccctga

aaggactact
<210> 51
<211> 1439
<212> DNA

<213> Homo

agggctacat

g€ggrgacss

ttcaaattcc
aaaataactg
gtatgtctca
aactggtgaa
agtgggaaga
gagactgtgc

atacgtacat

tgctggeccc
tgtgggtagt
acgtgcetggt
tgtacatctt
gcagctgcag
gaggaggage

acgtccagag

ccgtgaccct

sapiens

cgagaactgt

cagcggegga

cttgaccgaa
ctaccaattt
aaatgccagc
gtcatatcat
tggctccatt
actctatgcc

ctgcatgcaa

caacaggagc
gggcatgggce
gatcaccgcc
caagcagccc
gtttccecgag
atccggagga

Caagaagagg

gcactggtac

<220><221> misc_feature

<223> NK15
<400> 51
ggatccgaat
ctgctgcetgce
agctactgceg
ttcgacgaga

ctgctgaaag

tggatgggcc

ctgagcccca

_9

tcgccgecac
atgccgctag
gcecectgece
gcaagaactg

tgtatagcaa

tggtgcacat

acctgctgac

catggccctg
acccctgttce
caagaactgg
gtacgagagc

ggaggaccag

CCccaccaac

catcatcgag

agcacccccea

ggecggcetecg

agttactgtg
tttgatgaga
cttctgaaag
tggatgggac
ctctcaccca
tcgagcttta

aggactgtga

catgcccectg
atcgtgatga
atcgccaagt
ttcatgagac
gaggaggage
ggcggaagea

agcagcgccce

aagtgagcgg

cccgtgacag
aaccaggagg
atctgttaca
caggccagct

gacctgctga

ggaagctggce

atgcagaagg

acacctacat

g€ggrgacsy

gcccatgtcece
gtaaaaactg
tatacagcaa
tagtacacat
acctactaac
aaggctatat

tgggccagcec

accacgacgt
gcctgatcegt
tcgagaggaa
ccgtgcaaac
gcggatgega
tgcaggacga

agacctccca

ccgegtcegac

ctctgetgcet
tgcagatccc
agaacaactg
gtatgagcca

agctggtgaa

agtgggagga

gcgactgege

ctgcatgcag

cagcttattc

taaaaactgg
gtatgagagc
agaggaccag
tccaacaaat
aataattgaa
agaaaactgt

tggcaacggc

gacccagcag
gctggcecatce
gaggggcagg
cacccaggag
actgggaggc
ggacggctac

gctgaccttce

gecetetggee
cctgaccgaa
ctatcagttc
gaacgccagce

gagctaccac

cggcagcatc

cctgtatgcec
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agcagcttca
aggaccgtgg
aaccaagaag
atatgttaca

caggcttctt

gatttactta
ggatcttggce
atgcagaagg
tcaactccaa
cccectacac
agacctgctg

atctgggccc

aggggcagga
acccaggagg
ctgggeggag
gacggctaca
ctgaccttca
<210> 52

<211> 1329
<212> DNA

<213> Homo

agggctacat
gCggergacegg
ttcaaattcc
aaaataactg

gtatgtctca

aactggtgaa
agtgggaaga
gagactgtgc
atacgtacat
ctgcccectac
ctggaggegc

ctctggecegg

agaagctgct
aggacggctg
gaggecagegg
tgaccctgaa

aggactacag

sapiens

cgagaactgt
cagcggegga
cttgaccgaa
ctaccaattt

aaatgccagc

gtcatatcat
tggctccatt
actctatgcc
ctgcatgcaa
aatcgccagc
tgtgcacaca

cacatgtgga

gtacatcttc
ctcctgcaga
cggcggegec
cgtgcagagc

cgtgaccctg

<220><221> misc_feature

<223> NK15
<400> 52

gcegecacaa

gctgccagge
ccctgececca
aagaactggt
tatagcaagg
gtgcacatcc

ctgctgacca

_10

tggccctgee

ctctgttcaa
agaactggat
acgagagcca
aggaccagga
ccaccaacgg

tcatcgagat

tgtgacagcc

ccaggaggtg
ctgctacaag
ggccagetge
cctgctgaag
ctcctggeag

gcagaaggga

agcaccccca
ggeggeteeg
agttactgtg
tttgatgaga

cttctgaaag

tggatgggac

ctctcaccca
tcgagcttta
aggactgtga
cagcccctga
aggggecteg

gtgctgetge

aagcagccct
ttccecgagg
agcggegecg
aagaagagga

cactggtaca

ctgctgcetgce

cagatccctc
aacaactgct
atgtcccaga
ctggtgaaga
tgggaggacg

gactgcgcecce

acacctacat
gCggergacgg
gccecatgtcec
gtaaaaactg

tatacagcaa

tagtacacat
acctactaac
aaggctatat
ccaccacccce
gcctgagacce
acttcgcectg

tgtcectggt

tcatgaggcc
aggaggages
gcggceagceat
gcagcgecca

agtgagcggc

ctctggecct

tgaccgagag
accagttctt
acgctagcct
gctaccactg
gcagcatcct

tgtacgccag

ctgcatgcag
cagcttattc
taaaaactgg
gtatgagagc

agaggaccag

tccaacaaat
aataattgaa
agaaaactgt
tgctcccaga
tgaggcctgce
cgacatctac

gatcaccaag

cgtgcagacc
cggatgtgaa
gcaggatgag
gaccagccag

cgcgtcegac

gctgcetgeat

ctactgcgge
cgacgagagce
gctgaaggtg
gatgggcectg
gagccctaac

ctcctttaag
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ggctacatcg

ggcegegeggea
caaattccct
aataactgct
atgtctcaaa
ctggtgaagt
tgggaagatg

gactgtgcac

acgtacatct
gccecectacca
ggaggageceg
atggtgctge
agcagcacca
aagaggggca

accacccagg

gagctgtga
<210> 53
<211> 1239
<212> DNA

<213> Homo

agaactgcag

gecggergacgg
tgaccgaaag
accaattttt
atgccagcct
catatcattg
gctcecattcet

tctatgcectc

gcatgcaaag
tcgccagceca
tgcacacaag
tgttcgecegt
gggactggaa
ggaagaagct

aggaggacgs

sapiens

caccccecaac

cggcagcggc
ttactgtgge
tgatgagagt
tctgaaagta
gatgggacta
ctcacccaac

gagctttaaa

gactgtgacc
gcctetgage
aggcctggac
ggacaccgge
ggaccacaaa
gctgtacatce

ctgcagctgc

<220><221> misc_feature

<223> NK15
<400> 53
gcegecacca
gcecgceacgac
ccatgtccca
aagaactggt

tacagcaagg

gtgcacatcc
ctgctgacca

ggctatatcg

_11

tggctctgee
cactgttcaa
agaactggat
atgagtccca

aggaccagga

ctacaaacgg
tcatcgagat

agaactgctc

cgtcaccgca
tcaggaagtc
ctgctacaag
ggcctettge

tctgctgaag

ctcttggcag

gcagaaggsce

cacacccaat

acctacatct

ggcgegeggea
ccatgtccta
aaaaactggt
tacagcaaag
gtacacattc
ctactaacaa

ggctatatag

accacccctg
ctgagacccg
ttcgeetgeg
ctgtacttca
ttcaagtgga
ttcaagcagc

aggttccctg

ctgctgcetgce
cagatccccc
aacaattgtt
atgagccaga

ctggtgaagt

tgggaggacg
gattgcgecc

acctacatct

gtatgcagag

gcttattcaa
aaaactggat
atgagagcca
aggaccagga
caacaaatgg
taattgaaat

aaaactgttc

cccctagacce
aggcctgtag
acgtgagctt
gcgtgaagac
ggaaggaccce
ccttcatgag

aggaggaaga

ctctggctct
tgacagagtc
atcagttctt
atgcctctct

cctatcactg

gctccatcect
tgtacgccag

gtatgcagag

gaccgtggga

ccaagaagtt
atgttacaaa
ggcttettgt
tttacttaaa
atcttggcag
gcagaaggga

aactccaaat

ccctacacct
acctgectgcec
ctgeetggtg
caacatcagg
ccaggacaag
gcctgtgeag

gggeggetge

gctgcetgeac
ttactgcggc
tgacgagagc
gctgaaggtg

gatgggectg

gtctccaaat
ctccttcaag

gaccgtgacc
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acaacccctg
ctgcggccag
ttcgectgeg

ctgtactttt

tttaagtggce
ttcaagcagc
agatttcctg
cagagcgaga
accaggagga
atgatccaga

ctgatccagc

agcaccatct
tccaggaagg
<210> 54
<211> 1064
<212> DNA

<213> Homo

caccacgcecc
aggcatgtag
atgtgagctt

ccgtgaagac

ggaaggaccce
ccttcatgceg
aagaagaaga
ccteeectaa
accacgagca
gccagagcag

CcCagcaggaa

atgaggtgat

agctggagaa

sapiens

ccctacacca
accagcagca
ttgtctggtce

aaatatcagg

tcaggataag
gcecgtgeag
agggggcetgt
ggagttcctg
ggaacagacc
cgcccectacc

aagcggctcc

cggcaagage

cttcgacgtg

<220><221> misc_feature

<223> NK15_12

<400> 54
ggatccgaat
ctgctgcetgce
tcttactgcg

tttgacgaga

ctgctgaagg
tggatgggcece
ctgtctccaa
agctccttca
aggaccgtga
cagcctctgt

agaggcctgg

tcgccegecac
acgccgceacg
gcccatgtcec

gcaagaactg

tgtacagcaa
tggtgcacat
atctgctgac
agggctatat
ccacaacccce
ccetgeggee

acttcgcctg

catggctctg
accactgttc
caagaactgg

gtatgagtcc

ggaggaccag

ccctacaaac
catcatcgag
cgagaactgc
tgcaccacgc
agaggcatgt

cgatgtgagc

gcacctacca
ggaggagcag
atggtgctgc

tctagcaccc

aagcggggca
acaacccagg
gaactgtgga
accatctacg
tttcetggeg
agccaagagce

aggaagagga

cagcccaagg

tacagctga

ccegtceacceg
aatcaggaag
atctgctaca

caggcctctt

gatctgctga
ggctcttgge
atgcagaagg
tccacaccca
cccectacac
agaccagcag

ttttgtetgg

tcgcaagcca
tgcacacaag
tgttcgecegt

gcgactggaa

gaaagaagct
aggaagacgg
ggaggaaaag
aggacgtgaa
gaggcagcac
ctgcctacac

accacagccce

CCcagaaccc

cactgctgct
tccagatccce
agaacaattg

gcatgagcca

agctggtgaa
agtgggagga
gcgattgege
atacctacat
cagcacctac
Ccaggaggagc

tcatggtgct

gectetgtcee
aggcctggac

ggataccggc

ggatcacaag

gctgtatatce
ctgctcatgt
gaaggagaaa
ggacctgaag
catctacagc
cctgtacagc

cagcttcaac

tgccaggctg

gecetetgget
cctgacagag
ttatcagttc

gaatgcctct

gtcctatcac
cggctcecatce
cctgtacgcec
ctgtatgcag
catcgcaagc
agtgcacaca

getgttegee
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gtggataccg gectgtactt ttccgtgaag
aaggatcaca agtttaagtg gcggaaggac
ctgctgtata tcttcaagca gececttcatg
ggctgctcat gtagatttcc tgaagaagaa
agCggcrgecyg gcggragegeg Cggrgecgsc
ctgaacgtgc agagcaagaa gaggagcage

tacagcgtga ccctgcactg gtacaagtga

<210> 55

<211> 8

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE
<223> FLAG tag

<400> 55

Asp Tyr Lys Asp Asp Asp Asp Lys
1 5

<210> 56

<211> 6

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE
<223> His tag

<400> 56

His His His His His His
1 5

<210> 57

<211> 10

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE
<223> Myc tag

<400> 57

acaaatatca
cctcaggata
cggceegtge
gaagggggct
agcatgcagg
gcccagacca

geggecegegt

Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu

ggtctagcac ccgcecgactgg
agaagcgggg cagaaagaag
agacaaccca ggaggaagac
gtgaactggg cggaggaggc
atgaggacgg ctacatgacc
gccagctgac cttcaaggac

cgac
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<210>
<211>
<212>

<213>

58
1499
DNA

Homo sapiens

<220><221> misc_feature

<223>

<400>

DNA Sequence for Variant 13

58

atggccttac cagtgaccge cttgctectg cecgetggect

ccgttattca accaagaagt tcaaattccc ttgaccgaaa

aaaaactgga tatgttacaa aaataactgc taccaatttt

tatgagagcc aggcttcttg tatgtctcaa aatgccagec

gaggaccagg atttacttaa actggtgaag tcatatcatt

ccaacaaatg gatcttggca gtgggaagat ggctccattc

ataattgaaa tgcagaaggg agactgtgca ctctatgect

gaaaactgtt caactccaaa tacgtacatc tgcatgcaaa

gegeegegac caccaacace ggegeccace atcgegtege

gaggcegtgcc ggccagcegge ggggggcgca gtgcacacga

gatatctaca tctgggcgece cttggecggg acttgtgggg

atcacccttt actgcaaacg gggcagaaag aaactcctgt

atgagaccag tacaaactac tcaagaggaa gatggctgta

gaagaaggag gatgtgaact gtggaggagg aaaaggaagg

cctaaggagt tcctgaccat ctacgaggac gtgaaggacc

gagcaggaac agacctttcc tggcecggagge agcaccatct

agcagcgccc ctaccagcca agagcectgec tacaccctgt

aggaaaagcg gctccaggaa gaggaaccac agecccaget

gtgatcggca agagccagcec caaggcccag aaccctgceca

gagaacttcg acgtgtacag cagagtgaag ttcagcagga

cagcagggcec agaaccagct ctataacgag ctcaatctag

gttttggaca agagacgtgg ccgggaccct gagatggggg

cctcaggaag gcctgtacaa tgaactgcag aaagataaga

tgctgctcca
gttactgtgg
ttgatgagag
ttctgaaagt

ggatgggact

tctcacccaa
cgagctttaa
ggactgtgac
agcccectgtce
gggggcetgga
tecttetect

atatattcaa

gctgecgatt
agaaacagag
tgaagaccag
acagcatgat
acagcctgat
tcaacagcac

ggctgtccag

gcgeagacge
gacgaagaga
gaaagccgag

tggcggaggce

cgcecgecagg
cccatgtcct
taaaaactgg
atacagcaaa

agtacacatt

cctactaaca
aggctatata
cacgacgcca
cctgegecca
cttcgectgt
gtcactggtt

acaaccattt

tccagaagaa
cgagacctcc
gaggaaccac
ccagagccag
ccagcccage
catctatgag

gaaggagctg

cceegegtac
ggagtacgat
aaggaagaac

ctacagtgag
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attgggatga aaggcgagcg ccggaggggc aaggggeacg atggecttta ccagggtcetce 1440
agtacagcca ccaaggacac ctacgacgcc cttcacatge aggecctgec ccctegeta 1499
<210> 59

<211> 499

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence for Variant 13

<400> 59

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20 25 30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35 40 45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50 95 60
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys
65 70 75 80
Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly
85 90 95
Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser
100 105 110

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp

115 120 125

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser

o

130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro
145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu

165 170 175
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Ser

Thr

Cys
225

Met

Phe

Lys

Thr

305

Ser

Ser

Val
385

Gln

Leu Arg Pro Glu Ala Cys Arg

180
Arg Gly Leu
195
Gly Thr Cys
210

Lys Arg Gly

Arg Pro Val

Pro Glu Glu
260
Glu Lys Gln
275
Asp Val Lys
290

Phe Pro Gly

Ser Ala Pro

GIn Pro Ser

340

Phe Asn Ser
355

GIn Asn Pro

370

Tyr Ser Arg

Gln Gly GIn

Asp

Gly

Arg

Ser

Asp

Thr
325

Arg

Thr

Val

Asn

405

Glu Glu Tyr Asp Val

Phe Ala Cys
200
Val Leu Leu
215
Lys Lys Leu
230

Thr Thr Gln

Glu Thr Ser
280

Leu Lys Thr

Gly Ser Thr

310

Ser Gln Glu

Lys Ser Gly

Ile Tyr Glu
360

Arg Leu Ser

375
Lys Phe Ser
390

Gln Leu Tyr

Leu Asp Lys

Pro Ala Ala Gly Gly Ala Val His

185

Asp Ile

Leu Ser

Leu Tyr

Cys Glu
265

Pro Lys

Arg Arg

Ile Tyr

Pro Ala

330
Ser Arg
345

Val Ile

Arg Lys

Arg Ser

Tyr

Leu

235

Asp

Leu

Asn

Ser

315

Tyr

Lys

Gly

Glu

395

190
Ile Trp Ala
205
Val Ile Thr
220

Phe Lys Gln

Gly Cys Ser

Trp Arg Arg
270

Phe Leu Thr

His Glu Gln
300

Met Ile Gln

Thr Leu Tyr

Arg Asn His

350

Lys Ser Gln
365

Leu Glu Asn

380

Asp Ala Pro

Asn Glu Leu Asn Leu Gly

410

Pro Leu

Leu Tyr

Pro Phe
240

Cys Arg

255

Lys Arg

Ile Tyr

Ser Gln

320
Ser Leu
335

Ser Pro

Pro Lys

Phe Asp

Ala Tyr
400
Arg Arg

415

Arg Arg Gly Arg Asp Pro Glu Met

- 134 -
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420

425

430

Gly Gly Lys Pro Arg Arg Lys Asn Pro Gln Glu Gly Leu Tyr Asn Glu

435

440

445

Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile Gly Met Lys

450

455

460

Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln Gly Leu

465 470

475

480

Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln Ala Leu

485

Pro Pro Arg

<210> 60

<211> 870

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> DNA Sequence Variant 14

<400> 60

atggccttac cagtgaccgce
ccgttattca accaagaagt
aaaaactgga tatgttacaa
tatgagagcc aggcttcttg
gaggaccagg atttacttaa

ccaacaaatg gatcttggca

ataattgaaa tgcagaaggg
gaaaactgtt caactccaaa
gcgecgegac caccaacace
gaggegtgee ggecagegge
gatatctaca tctgggcgcce
atcacccttt actgcaaacg

atgagaccag tacaaactac

cttgctcectg
tcaaattccc
aaataactgc
tatgtctcaa
actggtgaag

gtgggaagat

agactgtgca
tacgtacatc
ggcgceecacce
ggggegecgcea
cttggeeggg
gggcagaaag

tcaagaggaa

490

ccgetggect
ttgaccgaaa
taccaatttt
aatgccagcc
tcatatcatt

ggctccattce

ctctatgcct
tgcatgcaaa
atcgecgtcgce
gtgcacacga
acttgtgggg
aaactcctgt

gatggctgta

tgctgctcca
gttactgtgg
ttgatgagag
ttctgaaagt

ggatgggact

tctcacccaa

cgagctttaa
ggactgtgac
agccectgtce
gggggctgga
tcettetect
atatattcaa

gctgecgatt

495

cgcecgecagg
cccatgtcct
taaaaactgg
atacagcaaa
agtacacatt

cctactaaca

aggctatata
cacgacgcca
cctgegecca
cttcgectgt
gtcactggtt
acaaccattt

tccagaagaa
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gaagaaggag gatgtgaact gctgtgcgca cgcccacgcece gcagecccge ccaagatgge 840
aaagtctaca tcaacatgcc aggcaggggce 870
<210> 61

<211> 290

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence Variant 14

<400> 61

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20 25 30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn
35 40 45
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln
50 95 60
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys
65 70 75 80
Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly

85 90 95

Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser
100 105 110
Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp
115 120 125

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser

Qo

130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro

145 150 155 160

Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu
165 170 175

Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
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180

185

Thr Arg Gly Leu Asp Phe Ala Cys Asp Ile Tyr

195 200

Ala Gly Thr Cys Gly Val Leu Leu Leu Ser Leu

210 215

Cys Lys Arg Gly Arg Lys Lys Leu Leu Tyr Ile

225 230

235

Met Arg Pro Val Gln Thr Thr Gln Glu Glu Asp

245

250

Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu

260

265

Arg Arg Ser Pro Ala Gln Asp Gly Lys Val Tyr

275 280

Arg Gly

290
<210> 62
<211> 1230
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> DNA Sequence Variant 15
<400> 62
atggccttac cagtgaccgce cttgctectg
ccgttattca accaagaagt tcaaattccc
aaaaactgga tatgttacaa aaataactgc
tatgagagcc aggcttcttg tatgtctcaa

gaggaccagg atttacttaa actggtgaag

ccaacaaatg gatcttggca gtgggaagat
ataattgaaa tgcagaaggg agactgtgca
gaaaactgtt caactccaaa tacgtacatc
gcgecgegac caccaacacc ggegeccacce

gaggegtgee ggecagegge ggggggegea

ccgetggect
ttgaccgaaa
taccaatttt
aatgccagcc

tcatatcatt

ggctccattce
ctctatgcct
tgcatgcaaa
atcgecgtcgce

gtgcacacga

190

Ile Trp Ala
205

Val Ile Thr

220

Phe Lys Gln

Gly Cys Ser

Leu Cys Ala
270
Ile Asn Met

285

tgctgctcca
gttactgtgg
ttgatgagag
ttctgaaagt

ggatgggact

tctcacccaa
cgagctttaa
ggactgtgac
agccectgtce

gggggetgga
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Pro Leu

Leu Tyr

Pro Phe

240
Cys Arg
255

Arg Pro

Pro Gly

cgcegecagg
cccatgtcct
taaaaactgg
atacagcaaa
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cacgacgcca
cctgegecca
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gatatctaca tctgggcgece cttggecggg acttgtgggg

atcacccttt actgcaaacg gggcagaaag aaactcctgt

atgagaccag tacaaactac tcaagaggaa gatggctgta

gaagaaggag gatgtgaact gctgtgcgeca cgeccacgcec

aaagtctaca tcaacatgcc aggcaggggc tggaggagga

gagacctccce ctaaggagtt cctgaccatc tacgaggacg

aggaaccacg agcaggaaca gacctttcct ggecggaggcea

cagagccaga gcagcgceccce taccagccaa gagectgect

cagcccagea ggaaaagegg ctccaggaag aggaaccaca

atctatgagg tgatcggcaa gagccagcecc aaggcccaga

aaggagctgg agaacttcga cgtgtacagce
<210> 63

<211> 410

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence Variant 15

<400> 63

Met Ala Leu Pro Val Thr Ala Leu Leu
1 5

His Ala Ala Arg Pro Leu Phe Asn Gln

20 25

Glu Ser Tyr Cys Gly Pro Cys Pro Lys
35 40
Asn Cys Tyr Gln Phe Phe Asp Glu Ser
50 95
Ala Ser Cys Met Ser GIln Asn Ala Ser
65 70
Glu Asp Gln Asp Leu Leu Lys Leu Val

85

Leu Val His Ile Pro Thr Asn Gly Ser

Leu Pro
10

Glu Val

Asn Trp

Lys Asn

Leu Leu

75

Lys Ser

90

Trp Gln

tccettetect gtcactggtt

atatattcaa acaaccattt

gctgecgatt tccagaagaa
gcagcccecge ccaagatgge
aaaggaagga gaaacagagce
tgaaggacct gaagaccagg
gcaccatcta cagcatgatc
acaccctgta cagcctgatc

gcceccagett caacagcacc

accctgceccag getgtccagg

Leu Ala Leu Leu Leu
15
GIn Ile Pro Leu Thr
30

[le Cys Tyr Lys Asn
45
Trp Tyr Glu Ser Gln
60
Lys Val Tyr Ser Lys
80
Tyr His Trp Met Gly

95

Trp Glu Asp Gly Ser
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Ile

Cys

Thr

145

Ser

Thr

Cys

225

Met

Phe

Arg

Arg

Lys

305

Arg

Tyr

100
Leu Ser Pro
115
Ala Leu Tyr
130

Pro Asn Thr

Pro Arg Pro

Leu Arg Pro

180

Arg Gly Leu
195

Gly Thr Cys

210

Lys Arg Gly

Arg Pro Val

Asn Leu Leu

Ala Ser Ser
135
Tyr Ile Cys

150

Pro Thr Pro
165

Glu Ala Cys

Asp Phe Ala

Gly Val Leu

215

Arg Lys Lys
230
GIn Thr Thr

245

105
Thr Ile
120

Phe Lys

Met Gln

Ala Pro

Arg Pro

185
Cys Asp
200

Leu Leu

Leu Leu

Gln Glu

Pro Glu Glu Glu Glu Gly Gly Cys

260
Arg Ser Pro

275

Gly Trp Arg

290

Ala Gln Asp

Arg Lys Arg

295

265
Gly Lys
280

Lys Glu

Glu Phe Leu Thr Ile Tyr Glu Asp

310

Asn His Glu Gln Glu GIn Thr Phe

Ser Met Ile

340

325

GIn Ser Gln

Ser Ser

345

Ile

Gly

Arg

Thr

170

Ser

Tyr

Val

Lys

Val

Pro

330

Ala

Glu Met Gln

Tyr Ile Glu
140
Thr Val Thr

155

Ile Ala Ser

Tyr Ile Trp

Leu Val Ile

220

Ile Phe Lys
235

Asp Gly Cys

Leu Leu Cys

Tyr Ile Asn

285

Gln Ser Glu
300

Lys Asp Leu

315

Gly Gly Gly

Pro Thr Ser

110

Lys

Asn

Thr

Thr

Ser

270

Met

Thr

Lys

Ser

Gln

350

- 139 -

Gly

Cys

Thr

Pro

175

Val

Pro

Leu

Pro

Cys

255

Arg

Pro

Ser

Thr

Thr

335

Glu

Asp

Ser

Pro

160

Leu

His

Leu

Tyr

Phe
240

Arg

Pro

Pro

Arg

320

Pro
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Ala Tyr Thr

355

Arg Lys Arg Asn His Ser Pro Ser Phe Asn

370

Ile Gly Lys
385
Lys Glu Leu
<210> 64
<211> 1232
<212>

DNA
<213> Homo
<220><221>

Leu Tyr Ser Leu Ile Gln Pro

Ser Gln Pro Lys Ala Gln Asn

360

375

390

395

Glu Asn Phe Asp Val Tyr Ser

405

sapiens

misc_feature

<223> DNA Sequence Variant 16

<400> 64
atggccttac
ccgttattca
aaaaactgga
tatgagagcc
gaggaccagg

ccaacaaatg

ataattgaaa
gaaaactgtt
gcgecgegac
gaggcegtgcec
gatatctaca
atcacccttt

atgagaccag

gaagaaggag
cctaaggagt
gagcaggaac

agcagcgecce

cagtgaccgc
accaagaagt
tatgttacaa
aggcttcttg
atttacttaa

gatcttggca

tgcagaaggg
caactccaaa
caccaacacc
ggccagegge
tctgggegee
actgcaaacg

tacaaactac

gatgtgaact
tcctgaccat
agacctttcc

ctaccagcca

cttgctcectg
tcaaattccc
aaataactgc
tatgtctcaa
actggtgaag

gtgggaagat

agactgtgca
tacgtacatc
ggcgceecacce
ggggegecgcea
cttggeeggg
gggcagaaag

tcaagaggaa

gtggaggagg
ctacgaggac
tggcggaggc

agagcctgcec

410

ccgetggect
ttgaccgaaa
taccaatttt
aatgccagcc
tcatatcatt

ggctccattce

ctctatgcct
tgcatgcaaa
atcgecgtcgce
gtgcacacga
acttgtgggg
aaactcctgt

gatggctgta

aaaaggaagg
gtgaaggacc
agcaccatct

tacaccctgt

365

380

tgctgctcca
gttactgtgg
ttgatgagag
ttctgaaagt

ggatgggact

tctcacccaa

cgagctttaa
ggactgtgac
agcccectgtce
gggggctgga
tcettetect
atatattcaa

gctgecgatt

agaaacagag
tgaagaccag
acagcatgat

acagcctgat

Ser Arg Lys Ser Gly Ser

Ser Thr Ile Tyr Glu Val

Pro Ala Arg Leu Ser Arg

400

cgcecgecagg
cccatgtcct
taaaaactgg
atacagcaaa
agtacacatt

cctactaaca

aggctatata
cacgacgcca
cctgegecca
cttcgectgt
gtcactggtt
acaaccattt

tccagaagaa

cgagacctcc
gaggaaccac
ccagagccag

ccagcccage
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60
120
180
240
300

360

420
480
540
600
660
720

780

840
900
960

1020
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aggaaaagcg gcetccaggaa gaggaaccac agccccaget tcaacagcac catctatgag
gtgatcggca agagccagcec caaggceccag aaccctgeca ggetgtccag gaaggagetg

gagaacttcg acgtgtacag cctgtgcgeca cgcccacgcece gcagecccge ccaagatgge

aaagtctaca tcaacatgcc aggcagggge tg
<210> 65

<211> 410

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence Variant 16

<400> 65

Met Ala Leu Pro Val Thr Ala Leu Leu Leu
1 5 10

His Ala Ala Arg Pro Leu Phe Asn Gln Glu

20 25

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn

35 40

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys

50 55

Pro Leu Ala Leu Leu

15

Val Gln Ile Pro Leu
30

Trp Ile Cys Tyr Lys

45
Asn Trp Tyr Glu Ser

60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser

65 70

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys
85 90

Leu Val His Ile Pro Thr Asn Gly Ser Trp

100 105

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met

115 120

75
Ser Tyr His Trp Met

95

Leu

Thr

Asn

Gln Trp Glu Asp Gly Ser

110

125

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys

130 135

140

Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr

145 150

155

- 141 -

GIn Lys Gly Asp

Ser

Pro

160

1080
1140

1200

1232
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Ala Pro Arg Pro Pro

Ser

Thr

Cys

225

Met

Phe

Lys

Thr
305

Ser

Ser

Val
385

Lys

Leu Arg Pro
180
Arg Gly Leu
195
Gly Thr Cys
210

Lys Arg Gly

Arg Pro Val

Pro Glu Glu

Glu Lys Gln
275

Asp Val Lys

290

Phe Pro Gly

Ser Ala Pro

Gln Pro Ser
340

Phe Asn Ser

355
GIn Asn Pro
370

Tyr Ser Leu

Val Tyr Ile

165

Asp

Arg

Ser

Asp

Thr
325

Arg

Thr

Cys

Asn

Thr Pro

Ala Cys

Phe Ala

Val Leu

215

Lys Lys

230

Thr Thr

Glu Thr

Leu Lys

295
Gly Ser
310

Ser Gln

Lys Ser

Ile Tyr

Arg Leu

375

Ala Pro

Arg Pro

185
Cys Asp
200

Leu Leu

Leu Leu

Gly Cys

265
Ser Pro
280

Thr Arg

Thr Ile

Glu Pro

Gly Ser

345

Glu Val

360

Ser Arg

Thr

170

Ser

Tyr

Lys

Arg

Tyr

330

Arg

Lys

Ala Arg Pro Arg Arg

390

Met Pro Gly Arg Gly

Ile Ala Ser Gln

Ala Gly Gly Ala
190
Tyr Ile Trp Ala
205
Leu Val Ile Thr
220

Ile Phe Lys Gln

235

Asp Gly Cys Ser

Leu Trp Arg Arg

270

Glu Phe Leu Thr
285

Asn His Glu Gln

300
Ser Met Ile Gln
315

Tyr Thr Leu Tyr

Lys Arg Asn His
350

Gly Lys Ser Gln

365
Glu Leu Glu Asn
380
Ser Pro Ala Gln

395

- 142 -

Pro

175

Val

Pro

Leu

Pro

Cys
255

Lys

Ser

Ser

335

Ser

Pro

Phe

Asp

Leu

His

Leu

Tyr

Phe

240

Arg

Arg

Tyr

320

Leu

Pro

Lys

Asp

Gly
400
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<210>
<211>
<212>

<213>

405 410
66
1587
DNA

Homo sapiens

<220><221> misc_feature

<223>

<400>

DNA Sequence Variant 17

66

atggccctge ccgtgacage tcectgetgetg cctetggecce

ccectgttca accaggaggt gcagatcccc ctgaccgaaa

aagaactgga tctgttacaa gaacaactgc tatcagttct

tacgagagcc aggccagcetg tatgagccag aacgccagec

gaggaccagg acctgctgaa gectggtgaag agctaccact

cccaccaacg gaagctggceca gtgggaggac ggcagcatcce

atcatcgaga tgcagaaggg cgactgcgec ctgtatgeca

gagaactgta gcacccccaa cacctacatc tgcatgcaga

agcggeggag geggetecgg cggeggegge agettattcea

ttgaccgaaa gttactgtgg cccatgtcct aaaaactgga

taccaatttt ttgatgagag taaaaactgg tatgagagcc

aatgccagcc ttctgaaagt atacagcaaa gaggaccagg

tcatatcatt ggatgggact agtacacatt ccaacaaatg

ggctccattc tctcacccaa cctactaaca ataattgaaa

ctctatgcct cgagctttaa aggctatata gaaaactgtt

tgcatgcaaa ggactgtgac cacgacgcca gcgecgcegac

atcgegtcge agcccctgte cctgegecca gaggegtgec

gtgcacacga gggggctgga cttegectgt gatatctaca

acttgtgggg tccttetect gtcactggtt atcacccettt

aaactcctgt atatattcaa acaaccattt atgagaccag

gatggctgta gectgccgatt tccagaagaa gaagaaggag

ttcagcagga gcgcagacgce ccccgegtac cagcagggcec

ctcaatctag gacgaagaga ggagtacgat gttttggaca

tgctgcetgcea
gctactgegg
tcgacgagag
tgctgaaagt
ggatgggcct
tgagccccaa

gcagcttcaa

ggaccgtggg
accaagaagt
tatgttacaa
aggcttcttg
atttacttaa
gatcttggca

tgcagaaggg

caactccaaa
caccaacacc
ggccagegge
tctgggegec
actgcaaacg
tacaaactac

gatgtgaact

agaaccagct

agagacgtgg

tgccgcetaga
cceetgeccc
caagaactgg
gtatagcaag
ggtgcacatc
cctgetgacc

gggctacatc

cggcggegec
tcaaattccc
aaataactgc
tatgtctcaa
actggtgaag
gtgggaagat

agactgtgca

tacgtacatc
ggcgceccacce
ggggegecgcea
cttggeeggg
gggcagaaag
tcaagaggaa

gagagtgaag

ctataacgag

ccgggaccct
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420

480
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840

900
960
1020
1080
1140
1200

1260

1320

1380
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gagatggggg gaaagccgag aaggaagaac cctcaggaag gectgtacaa tgaactgcag

aaagataaga tggcggaggce ctacagtgag attgggatga aaggcecgageg ccggaggggc

aaggggcacg atggcecttta ccagggtctc agtacagcca ccaaggacac ctacgacgcc

cttcacatgc aggccctgece cectege

<210> 67
<211> 529
<212> PRT

<213> Homo

<220><221> MISC_FEATURE

sapiens

<223> Amino Acid Sequence Variant 17

<400> 67
Met Ala Leu
1

His Ala Ala

Glu Ser Tyr
35

Asn Cys Tyr

50
Ala Ser Cys
65

Glu Asp Gln

Leu Val His

Ile Leu Ser

115
Cys Ala Leu
130
Thr Pro Asn
145

Ser Gly Gly

Pro Val Thr
5

Arg Pro Leu

20

Cys Gly Pro

Gln Phe Phe

Met Ser Gln
70
Asp Leu Leu
85
Ile Pro Thr
100

Pro Asn Leu

Tyr Ala Ser

Thr Tyr Ile
150

Gly Gly Ser

Ala

Phe

Cys

Asp

55

Asn

Lys

Asn

Leu

Ser
135

Cys

Gly

Leu Leu Leu Pro Leu Ala Leu Leu Leu
10 15
Asn Gln Glu Val Gln Ile Pro Leu Thr
25 30
Pro Lys Asn Trp Ile Cys Tyr Lys Asn
40 45

Glu Ser Lys Asn Trp Tyr Glu Ser Gln

60
Ala Ser Leu Leu Lys Val Tyr Ser Lys
75 80
Leu Val Lys Ser Tyr His Trp Met Gly
90 95
Gly Ser Trp Gln Trp Glu Asp Gly Ser
105 110

Thr Ile Ile Glu Met Gln Lys Gly Asp

120 125
Phe Lys Gly Tyr Ile Glu Asn Cys Ser
140
Met Gln Arg Thr Val Gly Gly Gly Gly
155 160

Gly Gly Gly Ser Leu Phe Asn Gln Glu

- 144 -

1440
1500
1560

1587
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Val

Trp

Asn

Leu

225

Ser

Tyr

Thr

305

Tyr

Leu

385

Trp
210

Lys

Tyr

Trp

Met

290

Val

Val

370

Phe

Ile

Cys
195

Tyr

Val

His

Thr

Ser

Trp

355

Lys

Asp Gly Cys

Pro

180

Tyr

Tyr

Trp

Asp

260

Lys

Asn

Thr

Thr

Ser

165

Leu

Lys

Ser

Ser

Met

245

Cys

Thr

Pro

325

Val

Pro

Leu

Pro

Cys

405

Thr Glu

Asn Asn

Lys Glu
230

Gly Leu

Ser Ile

Asp Cys

Ser Thr

295

Pro Ala

310

Leu Ser

His Thr

Leu Ala

Tyr Cys

375
Phe Met
390

Arg Phe

170

Ser Tyr Cys Gly Pro Cys

185
Cys Tyr Gln Phe Phe Asp
200 205
Ser Cys Met Ser Gln Asn
220
Asp Gln Asp Leu Leu Lys
235

Val His Ile Pro Thr Asn

250
Leu Ser Pro Asn Leu Leu
265
Ala Leu Tyr Ala Ser Ser
280 285
Pro Asn Thr Tyr Ile Cys
300

Pro Arg Pro Pro Thr Pro

315
Leu Arg Pro Glu Ala Cys
330
Arg Gly Leu Asp Phe Ala
345
Gly Thr Cys Gly Val Leu
360 365

Lys Arg Gly Arg Lys Lys

380
Arg Pro Val GIn Thr Thr

395

175

Pro Lys

190

Glu Ser

Ala Ser

Leu Val

Thr Ile
270

Phe Lys

Met Gln

Ala Pro

Arg Pro

335
Cys Asp
350

Leu Leu

Leu Leu

Gln Glu

Asn

Lys

Leu

Lys

240

Trp

Arg

Thr

320

Ser

Tyr

400

Pro Glu Glu Glu Glu Gly Gly Cys Glu

410

415

- 145 -
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Leu Arg Val Lys Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr Gln Gln

420

425 430

Gly Gln Asn Gln Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu

435

440

445

Tyr Asp Val Leu Asp Lys Arg Arg Gly Arg Asp Pro Glu Met Gly Gly

450

455

460

Lys Pro Arg Arg Lys Asn Pro Gln Glu Gly Leu Tyr Asn Glu Leu Gln

465

470

475 480

Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile Gly Met Lys Gly Glu

485

490 495

Arg Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln Gly Leu Ser Thr

500

505 510

Ala Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln Ala Leu Pro Pro

515

Arg

<210> 68
<211> 405
<212> DNA

<213> Homo

sapiens

520

<220><221> misc_feature

<223> DNA Sequence for alternative NKGZD codon-optimized extracellular

doma
<400> 68
ctgttcaacc

aactggatct

gagagccagg
gaccaggacc
accaacggaa
atcgagatgc
aactgtagca

<210> 69

in

aggaggtgca

gttacaagaa

ccagctgtat
tgctgaagct
gctggeagtg
agaagggcga

CCcccaacac

gatcccectg

caactgctat

gagccagaac
ggtgaagagc
ggaggacggc
ctgcgecectg

ctacatctgc

525

accgaaagct actgeggecce ctgcecccaag

cagttcttcg acgagagcaa gaactggtac

gccagectge tgaaagtgta tagcaaggag
taccactgga tgggcctggt gcacatccce
agcatcctga gccccaacct getgaccatce
tatgccagca gcttcaaggg ctacatcgag

atgcagagga ccgtg
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180
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360
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<211> 21

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE

<223> Amino Acid Sequence CD3zeta transmembrane

<400> 69
Leu Cys Tyr Leu Leu Asp Gly Ile Leu Phe Ile Tyr Gly Val Ile Leu
1 5 10 15
Thr Ala Leu Phe Leu
20
<210> 70
<211> 876
<212> DNA
<213> Homo sapiens
<220><221> misc_feature

<223> DNA Sequence Variant 18 (NK39)

<400> 70

atggctctge ccgtcaccge actgetgetg cetetggete tgetgetgea cgecgecacga 60
ccactgttca atcaggaagt ccagatcccc ctgacagagt cttactgegg cccatgtccec 120
aagaactgga tctgctacaa gaacaattgt tatcagttct ttgacgagag caagaactgg 180
tatgagtccc aggcctcttg catgagccag aatgectctce tgctgaaggt gtacagcaag 240
gaggaccagg atctgctgaa gectggtgaag tcctatcact ggatgggect ggtgcacatce 300
cctacaaacg gctcttggca gtgggaggac ggctccatcece tgtctccaaa tctgetgacce 360
atcatcgaga tgcagaaggg cgattgcgec ctgtacgeca getecttcaa gggetatatce 420
gagaactgct ccacacccaa tacctacatc tgtatgcaga ggaccgtgac cacaacccct 480
gcaccacgcc cccctacacc agcacctacc atcgcaagec agcectctgtc cctgeggeca 540
gaggcatgta gaccagcagc aggaggagca gtgcacacaa gaggectgga cttcecgectge 600
gatcccaaac tctgctacct gectggatgga atcctcttca tctatggtgt cattctcact 660
gecettgttcee tgaagacaaa tatcaggtct agcacccgeg actggaagga tcacaagttt 720
aagtggcgga aggaccctca ggataagaag cggggcagaa agaagcetget gtatatcttce 780
aagcagccct tcatgeggece cgtgcagaca acccaggagg aagacggetg ctcatgtaga 840
tttcctgaag aagaagaagg gggctgtgaa ctgtaa 876
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<210> 71

<211> 291

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE

<223> Amino Acid Sequence Variant 18 (NK39)

<400> 71

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20 25 30
Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn
35 40 45
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50 95 60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys
65 70 75 80
Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly
85 90 95
Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser
100 105 110
Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp

115 120 125

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser

o

130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro
145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu
165 170 175
Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His

180 185 190
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Thr Arg Gly Leu Asp Phe Ala Cys
195 200
Asp Gly Ile Leu Phe Ile Tyr Gly
210 215
Lys Thr Asn Ile Arg Ser Ser Thr
225 230
Lys Trp Arg Lys Asp Pro Gln Asp

245

Leu Tyr Ile Phe Lys Gln Pro Phe
260

Glu Glu Asp Gly Cys Ser Cys Arg
275 280

Cys Glu Leu

290

<210> 72

<211> 1323

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> DNA Sequence NK39_1

<400> 72

atggccctge ccgtgacage tctgetgetg

ccectgttca accaggaggt gcagatcccc

aagaactgga tctgttacaa gaacaactgc
tacgagagcc aggccagctg tatgagccag
gaggaccagg acctgctgaa gectggtgaag
cccaccaacg gaagctggea gtgggaggac
atcatcgaga tgcagaaggg cgactgcgcec
gagaactgta gcacccccaa cacctacatc

agcggeggag geggeteegg cggeggegge

ttgaccgaaa gttactgtgg cccatgtcct

taccaatttt ttgatgagag taaaaactgg

Asp Pro Lys

Val Ile Leu

Arg Asp Trp
235
Lys Lys Arg

250

Met Arg Pro
265

Phe Pro Glu

cctetggecc

ctgaccgaaa

tatcagttct
aacgccagcece
agctaccact
ggcagcatcc
ctgtatgcca
tgcatgcaga

agcttattca

aaaaactgga

tatgagagcc

Leu Cys Tyr Leu Leu
205
Thr Ala Leu Phe Leu
220
Lys Asp His Lys Phe
240
Gly Arg Lys Lys Leu

255

Val Gln Thr Thr Gln
270
Glu Glu Glu Gly Gly

285

tgctgctgea tgecgcetaga

gctactgegg ccectgecce

tcgacgagag caagaactgg
tgctgaaagt gtatagcaag
ggatgggcect ggtgcacatce
tgagccccaa cctgcectgacce
gcagcttcaa gggctacatc
ggaccgtggg cggeggegge

accaagaagt tcaaattccc

tatgttacaa aaataactgc

aggcttcttg tatgtctcaa
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aatgccagcc ttctgaaagt at
tcatatcatt ggatgggact ag

ggctccattc tctcacccaa cc

acagcaaa gaggaccagg
tacacatt ccaacaaatg

tactaaca ataattgaaa

ctctatgcct cgagctttaa aggctatata gaaaactgtt

tgcatgcaaa ggactgtgac ca

atcgccagec agcccctgag cc
gtgcacacaa ggggcctcega ct
atcctcttca tctatggtgt ca
agcacccgeg actggaagga tc
cggggcagaa agaagctgcet gt
acccaggagg aagacggcetg ct

ctg

<210> 73

<211> 441

<212> PRT

<213> Homo sapiens
<220><221> MISC_FEATURE
<223> Amino Acid Sequen

<400> 73

ccacccct getcccagac

tgagacct gaggcctgca
tcgeetge gaccccaaac
ttctcact gecttgttee
acaagttt aagtggcgga
atatcttc aagcagccct

catgtaga tttcctgaag

ce NK39_1

atttacttaa actggtgaag
gatcttggca gtgggaagat
tgcagaaggg agactgtgca
caactccaaa tacgtacatc

cccctacacce tgeccectaca

gacctgetge tggaggcegcet
tctgctacct gectggatgga
tgaagacaaa tatcaggtct
aggaccctca ggataagaag
tcatgcggec cgtgcagaca

aagaagaagg gggctgtgaa

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5

10

15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20

25

30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35

40

45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50

55

60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys

65 70

75

80

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly

85

90

95

Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser
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Ile

Cys

Thr

145

Ser

Val

Trp

Asn

Leu

225

Ser

Tyr

Thr

305

Leu

Trp
210

Lys

Tyr

Trp

Met

290

Val

Ser
115

Leu

Asn

Cys
195

Tyr

Val

His

Thr

Ser

Ala Gly Gly

100

Pro Asn Leu Leu Thr

Tyr Ala

Thr Tyr

Pro Leu
180

Tyr Lys

Glu Ser

Tyr Ser

Trp Met

245
Asp Gly
260

Lys Gly

Asn Cys

Thr Thr

Gln Pro
325
Ala Val

340

Ser

150

Ser

Thr

Asn

Lys

230

Ser

Asp

Ser

Pro
310

Leu

His

Ser
135

Cys

Asn

Leu

Cys

Thr

295

Ser

Thr

120

Phe

Met

Ser

Cys

200

Ser

Asp

Val

Leu

280

Pro

Pro

Leu

Arg

105

Ile Tle Glu Met

Lys Gly

Gln Arg

Gly Gly

170

Tyr Cys
185

Tyr Gln

Cys Met

Gln Asp

His Ile

250
Ser Pro
265

Leu Tyr

Asn Thr

Arg Pro

Arg Pro
330
Gly Leu

345

Tyr

Thr

155

Ser

Phe

Ser

Leu

235

Pro

Asn

Tyr

Pro

315

Asp

140

Val

Leu

Pro

Phe

220

Leu

Thr

Leu

Ser

300

Thr

Phe

110

Gln Lys

Glu Asn

Phe Asn

Cys Pro

190
Asp Glu
205

Asn Ala

Lys Leu

Asn Gly

Leu Thr

270
Ser Phe
285

Cys Met

Pro Ala

Cys Arg

Ala Cys

350

- 151 -

Gly

Cys

175

Lys

Ser

Ser

Val

Ser

255

Lys

Pro

Pro
335

Asp

Asp

Ser

Asn

Lys

Leu

Lys

240

Trp

Arg

Thr
320

Pro

S=50dl 10-2660336



Lys Leu Cys Tyr Leu Leu Asp Gly Ile Leu Phe Ile Tyr Gly

355 360

365

Leu Thr Ala Leu Phe Leu Lys Thr Asn Ile Arg Ser Ser Thr

370 375

380

Trp Lys Asp His Lys Phe Lys Trp Arg Lys Asp Pro Gln Asp

385 390

395

Arg Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe

405

410

Pro Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg

420

Glu Glu Glu Glu Gly Gly Cys Glu
435 440

<210> 74

<211> 1032

<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> DNA Sequence NK39_2

<400> 74

atggccctge ccgtgacage tctgetgetg
cccttattca accaagaagt tcaaattccc
aaaaactgga tatgttacaa aaataactgc

tatgagagcc aggcttcttg tatgtctcaa

gaggaccagg atttacttaa actggtgaag
ccaacaaatg gatcttggca gtgggaagat
ataattgaaa tgcagaaggg agactgtgca
gaaaactgtt caactccaaa tacgtacatc
gctcccagac cccectacacc tgeccectaca
gaggcctgceca gacctgetge tggaggegcet

gaccccaaac tctgctacct getggatgga

gecettgttece tgaagacaaa tatcaggtct

425

Leu

cctetggecc
ttgaccgaaa
taccaatttt

aatgccagcc

tcatatcatt
ggctccattce
ctctatgcct
tgcatgcaaa
atcgccagcc
gtgcacacaa

atcctcttca

agcacccgeg

430

tgctgctgea
gttactgtgg
ttgatgagag

ttctgaaagt

ggatgggact

tctcacccaa
cgagctttaa
ggactgtgac
agcccctgag
ggggeetcega

tctatggtgt

actggaagga

- 152 -

Val Ile

Arg Asp

Lys Lys

400
Met Arg
415

Phe Pro

tgccgctaga
cccatgtcct
taaaaactgg

atacagcaaa

agtacacatt
cctactaaca
aggctatata
caccacccct
cctgagacct
cttcgectgce

cattctcact

tcacaagttt

60
120
180

240

300
360
420
480
540
600

660

720
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aagtggcgga aggaccctca ggataagaag cggggcagaa agaagcetget gtatatcttce
aagcagccct tcatgeggec cgtgcagaca acccaggagg aagacggetg ctcatgtaga
tttcctgaag aagaagaagg gggctgtgaa ctgggeggag gaggcagegg cggeggeggce
agcggeggeg geggcageat gcaggatgag gacggcetaca tgaccctgaa cgtgcagage
aagaagagga gcagcgcecca gaccagecag ctgaccttca aggactacag cgtgaccctg

cactggtaca ag

<210> 75

<211> 344

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NK39_2

<400> 75

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr
20 25 30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35 40 45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln
50 55 60
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys
65 70 75 80
Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly
85 90 95
Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser

100 105 110

Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp
115 120 125
Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser
130 135 140

Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro

- 153 -

780
840
900
960
1020

1032

S=50dl 10-2660336



S=50ol 10-2660336

145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu

165 170 175

Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Pro Lys Leu Cys Tyr Leu Leu
195 200 205
Asp Gly Ile Leu Phe Ile Tyr Gly Val Ile Leu Thr Ala Leu Phe Leu
210 215 220
Lys Thr Asn Ile Arg Ser Ser Thr Arg Asp Trp Lys Asp His Lys Phe

225 230 235 240

Lys Trp Arg Lys Asp Pro Gln Asp Lys Lys Arg Gly Arg Lys Lys Leu
245 250 255
Leu Tyr Ile Phe Lys Gln Pro Phe Met Arg Pro Val Gln Thr Thr Gln
260 265 270
Glu Glu Asp Gly Cys Ser Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly
275 280 285
Cys Glu Leu Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly
290 295 300

Gly Ser Met Gln Asp Glu Asp Gly Tyr Met Thr Leu Asn Val Gln Ser
305 310 315 320
Lys Lys Arg Ser Ser Ala Gln Thr Ser Gln Leu Thr Phe Lys Asp Tyr
325 330 335
Ser Val Thr Leu His Trp Tyr Lys
340
<210> 76
<211> 1416
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> DNA Sequence NK39_3

<400> 76

- 154 -



atggccctgce

ccectgttcea
aagaactgga
tacgagagcc
gaggaccagg
cccaccaacg
atcatcgaga

gagaactgta

agcggegegag
ttgaccgaaa
taccaatttt
aatgccagcc
tcatatcatt
ggctccattce

ctctatgcct

tgcatgcaaa
atcgccagcc
gtgcacacaa
atcctcttca
agaaagaagc
gaggaagacg

ggaggaggca

tacatgaccc
ttcaaggact
<210> 77
<211> 472

<212> PRT

ccgtgacagce

accaggaggt
tctgttacaa
aggccagctg
acctgctgaa
gaagctggca
tgcagaaggg

gcacccccaa

geggetecegg
gttactgtgg
ttgatgagag
ttctgaaagt
ggatgggact
tctcacccaa

cgagctttaa

ggactgtgac
agcccctgag
ggggeetcega
tctatggtgt
tgctgtatat
gctgctcatg

gCggrescsy

tgaacgtgca

acagcgtgac

<213> Homo sapiens

tctgetgctg

gcagatcccce
gaacaactgc
tatgagccag
gctggtgaag
gtgggaggac
cgactgcgcec

cacctacatc

cggcggegec
cccatgtcct
taaaaactgg
atacagcaaa
agtacacatt
cctactaaca

aggctatata

caccacccct
cctgagacct
cttcgectgce
cattctcact
cttcaagcag
tagatttcct

cggcageggc

gagcaagaag

cctgcactgg

<220><221> MISC_FEATURE

cctetggecc

ctgaccgaaa
tatcagttct
aacgccagcece
agctaccact
ggcagcatcc
ctgtatgcca

tgcatgcaga

agcttattca
aaaaactgga
tatgagagcc
gaggaccagg
ccaacaaatg
ataattgaaa

gaaaactgtt

gctcccagac
gaggcctgea
gaccccaaac
geettgttee
cccttecatge
gaagaagaag

ggcrggegegca

aggagcagcg

tacaag

<223> Amino Acid Sequence NK39_3

<400> 77

tgctgctgcea

gctactgegg
tcgacgagag
tgctgaaagt
ggatgggcct
tgagccccaa
gcagcttcaa

ggaccgtggg

accaagaagt
tatgttacaa
aggcttcttg
atttacttaa
gatcttggca
tgcagaaggg

caactccaaa

ccectacacce
gacctgetge
tctgctacct
tgctttactg
ggccecegtgea
aagggggctg

gcatgcagga

cccagaccag

tgccgcetaga

cceetgeccc
caagaactgg
gtatagcaag
ggtgcacatc
cctgetgacc
gggctacatc

cggcggcegec

tcaaattccc
aaataactgc
tatgtctcaa
actggtgaag
gtgggaagat
agactgtgca

tacgtacatc

tgccectaca
tggaggcgct
gctggatgga
Ccaagcggeec
gacaacccag
tgaactgggc

tgaggacggc

ccagctgacc

- 155 -

60

120
180
240
300
360
420

480

540
600
660
720
780
840

900

960
1020
1080
1140
1200
1260

1320

1380

1416
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Met Ala Leu Pro Val

5

His Ala Ala Arg Pro

Glu Ser

Asn Cys

50

Ala Ser

Glu Asp

Leu Val

Ile Leu

Cys Ala

130

Thr Pro

145

Ser Gly

Val Gln

Trp Ile

Asn Trp

210

Leu Lys
225

Ser Tyr

Tyr
35

Tyr

Cys

His

Ser

115

Leu

Asn

Cys
195

Tyr

Val

His

20

Cys Gly

Gln Phe

Met Ser

Asp Leu

85

Ile Pro

100

Pro Asn

Tyr Ala

Thr Tyr

Tyr Lys

Glu Ser

Tyr Ser

Trp Met

Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

Leu Phe Asn

Pro Cys Pro
40
Phe Asp Glu
55
GIn Asn Ala
70

Leu Lys Leu

Thr Asn Gly

Leu Leu Thr

120

Ser Ser Phe
135

Ile Cys Met

150

Ser Gly Gly

Thr Glu Ser

Asn Asn Cys
200

Gln Ala Ser

Lys Glu Asp
230

Gly Leu Val

Gln

25

Lys

Ser

Ser

Val

Lys

Tyr
185

Tyr

Cys

Gln

His

10 15
Glu Val GIn Ile Pro Leu

30

Asn Trp Ile Cys Tyr Lys
45
Lys Asn Trp Tyr Glu Ser
60
Leu Leu Lys Val Tyr Ser
75
Lys Ser Tyr His Trp Met

90 95

Trp Gln Trp Glu Asp Gly
110
Ile Glu Met Gln Lys Gly
125
Gly Tyr Ile Glu Asn Cys
140
Arg Thr Val Gly Gly Gly

155

Gly Ser Leu Phe Asn Gln
170 175
Cys Gly Pro Cys Pro Lys
190
Gln Phe Phe Asp Glu Ser
205
Met Ser Gln Asn Ala Ser

220

Asp Leu Leu Lys Leu Val
235

Ile Pro Thr Asn Gly Ser

- 156 -

Thr

Asn

Ser

Asp

Ser

Asn

Lys

Leu

Lys
240

Trp
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Tyr

Thr

305

Lys

Leu

Leu

385

Cys

Lys

Ser

465

245

Trp Glu Asp Gly Ser Ile Leu

Met

290

Val

Leu

Thr
370

Tyr

Ser

Lys
450

Val

260
Gln Lys Gly

275

Glu Asn Cys

Thr Thr Thr

Ser Gln Pro
325
Gly Ala Val

340

Cys Tyr Leu
355

Ala Leu Phe

Ile Phe Lys

Asp Gly Cys

405

Leu Gly Gly
420

Met Gln Asp

435

Arg Ser Ser

Thr Leu His

<210> 78

<211> 807

<212> DNA

Asp Cys Ala

280

Ser Thr Pro
295

Pro Ala Pro

310

Leu Ser Leu

His Thr Arg

Leu Asp Gly
360
Leu Leu Tyr
375
GIn Pro Phe
390

Ser Cys Arg

Gly Gly Ser

Glu Asp Gly

440

Ala GIn Thr
455

Trp Tyr Lys

470

250
Ser Pro Asn Leu
265

Leu Tyr Ala Ser

Asn Thr Tyr Ile
300
Arg Pro Pro Thr
315
Arg Pro Glu Ala
330
Gly Leu Asp Phe

345

Ile Leu Phe Ile

Cys Lys Arg Gly
380
Met Arg Pro Val

395

Leu Thr
270
Ser Phe

285

Cys Met

Pro Ala

Cys Arg

Ala Cys

350

Tyr Gly
365

Arg Lys

Gln Thr

Lys Gly

Gln Arg

Pro Thr

320
Pro Ala
335

Asp Pro

Val Ile

Lys Leu

Thr Gln
400

Phe Pro Glu Glu Glu Glu Gly Gly

410

Gly Gly Gly Gly
425

Tyr Met Thr Leu

Ser Gln Leu Thr

460

Ser Gly

430
Asn Val
445

Phe Lys

- 157 -

415

Gly Gly

Gln Ser

Asp Tyr
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<213> Homo sapiens

<220><221> misc_feature

<223> DNA Sequence NK39_4

<400> 78

atggctctge ccgtcaccge actgetgetg cectetggete tgetgetgea cgecgecacga 60
ccactgttca atcaggaagt ccagatcccc ctgacagagt cttactgegg cccatgtccec 120
aagaactgga tctgctacaa gaacaattgt tatcagttct ttgacgagag caagaactgg 180
tatgagtccc aggcctcttg catgagccag aatgectctce tgctgaaggt gtacagcaag 240
gaggaccagg atctgctgaa gectggtgaag tcctatcact ggatgggect ggtgcacatce 300
cctacaaacg gcectcttggeca gtgggaggac ggctccatcece tgtctccaaa tctgetgacce 360
atcatcgaga tgcagaaggg cgattgcgec ctgtacgeca getecttcaa gggetatatce 420
gagaactgct ccacacccaa tacctacatc tgtatgcaga ggaccgtgac cacaacccct 480
gcaccacgcc cccctacacc agcacctacc atcgcaagcec agectctgtce cctgeggeca 540
gaggcatgta gaccagcagc aggaggagca gtgcacacaa gaggectgga cttcecgectge 600
gatcccaaac tctgctacct gectggatgga atcctcttca tctatggtgt cattctcact 660
geettgttee tgetttactg caagegggge agaaagaage tgcectgtatat cttcaagcag 720
cccttcatge ggeccgtgeca gacaacccag gaggaagacg getgetcatg tagatttcect 780
gaagaagaag aagggggctg tgaactg 807
<210> 79

<211> 269

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NK39_4

<400> 79

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val Gln Ile Pro Leu Thr
20 25 30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35 40 45

- 158 -



Asn

Leu

Cys

Thr

145

Ser

Thr

Asp

Leu

225

Pro

Cys

Cys Tyr

50

Ser Cys

Asp Gln

Val His

Leu Ser

115
Ala Leu
130

Pro Asn

Pro Arg

Leu Arg

Arg Gly

210

Tyr Cys

Phe Met

Arg Phe

<210> 80

<211> 1143

<212> DNA

<213> Homo

Gln Phe Phe Asp Glu Ser
55
Met Ser Gln Asn Ala Ser
70
Asp Leu Leu Lys Leu Val
85

Ile Pro Thr Asn Gly Ser

100 105
Pro Asn Leu Leu Thr Ile
120
Tyr Ala Ser Ser Phe Lys
135
Thr Tyr Ile Cys Met Gln
150

Pro Pro Thr Pro Ala Pro

165
Pro Glu Ala Cys Arg Pro
180 185
Leu Asp Phe Ala Cys Asp
200
Leu Phe Ile Tyr Gly Val
215

Lys Arg Gly Arg Lys Lys

230
Arg Pro Val GIn Thr Thr
245
Pro Glu Glu Glu Glu Gly

260 265

sapiens

Lys Asn

Leu Leu

75
Lys Ser
90

Trp Gln

Gly Tyr

Arg Thr

155

Thr Ile

170

Pro Lys

Ile Leu

Leu Leu

235
Gln Glu
250

Gly Cys

Trp Tyr Glu
60

Lys Val Tyr

Tyr His Trp

Trp Glu Asp

110

Met Gln Lys

Ile Glu Asn
140

Val Thr Thr

Ala Ser Gln

Gly Gly Ala
190
Leu Cys Tyr
205
Thr Ala Leu
220

Tyr Ile Phe

Glu Asp Gly

Glu Leu

- 159 -

Ser

Ser

Met

95

Gly

Gly

Cys

Thr

Pro

175

Val

Leu

Phe

Lys

Cys

255

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Leu

240

Ser
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<220><221>
<223> DNA
<400> 80

atggctctgce

ccactgttca
aagaactgga
tatgagtccc
gaggaccagg
cctacaaacg
atcatcgaga

gagaactgct

gcaccacgcc
gaggcatgta
gatcccaaac
geettgttee
cccttecatge
gaagaagaag

gcgtaccage

tacgatgttt
aagaaccctc
agtgagattg
ggtctcagta
cgc

<210> 81

<211> 381

<212> PRT

misc_feature

Sequence NK39_5

ccgtcaccgce

atcaggaagt
tctgctacaa
aggcctcttg
atctgctgaa
gctcttggea
tgcagaaggg

ccacacccaa

ccectacace
gaccagcagc
tctgctacct
tgctttactg
ggcccegtgea
aagggggctg

agggccagaa

tggacaagag
aggaaggcct
ggatgaaagg

cagccaccaa

<213> Homo sapiens

actgctgctg

ccagatcccc
gaacaattgt
catgagccag
gctggtgaag
gtgggaggac
cgattgcgcec

tacctacatc

agcacctacc
aggaggagca
gctggatgga
Caagcggeec
gacaacccag
tgaactgaga

ccagctctat

acgtggceegg
gtacaatgaa
cgagcgceegg

ggacacctac

<220><221> MISC_FEATURE

cctetggctce

ctgacagagt
tatcagttct
aatgcctctce
tcctatcact
ggctccatcce
ctgtacgcca

tgtatgcaga

atcgcaagcc
gtgcacacaa
atcctcttca
agaaagaagc
gaggaagacg
gtgaagttca

aacgagctca

gaccctgaga
ctgcagaaag
aggggcaagg

gacgccecttce

<223> Amino Acid Sequence NK39_5

<400>

81

tgctgcetgcea

cttactgcgg
ttgacgagag
tgctgaaggt
ggatgggcct
tgtctccaaa
gctcecttcaa

ggaccgtgac

agcctcetgtce
gaggcctgga
tctatggtgt
tgctgtatat
gctgctcatg
gcaggagege

atctaggacg

tggggggaaa
ataagatggc
ggcacgatgg

acatgcaggc

cgcegeacga

cccatgtccc
caagaactgg
gtacagcaag
ggtgcacatc
tctgctgacc
gggctatatc

cacaacccct

cctgeggceca
cttcgectgce
cattctcact
cttcaagcag
tagatttcct
agacgccccce

aagagaggag

gccgagaagg
ggaggcctac
cctttaccag

cctgecccct

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

- 160 -

60

120
180
240
300
360
420

480

540
600
660
720
780
840

900

960
1020
1080
1140

1143
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Asn

Leu

Cys

Thr

145

Ser

Thr

Asp

Leu

225

Pro

5

Ala Ala Arg Pro Leu Phe Asn Gln

Ser

Cys

50

Ser

Asp

Val

Leu

130

Pro

Pro

Leu

Arg

210

Tyr

Phe

20
Tyr Cys Gly
35

Tyr Gln Phe

Cys Met Ser

Gln Asp Leu

85

His Ile Pro
100

Ser Pro Asn

115

Leu Tyr Ala

Asn Thr Tyr

Arg Pro Pro

165

Arg Pro Glu
180

Gly Leu Asp
195

Ile Leu Phe

Cys Lys Arg

Met Arg Pro

245

25

Pro Cys Pro Lys
40

Phe Asp Glu Ser

55

Gln Asn Ala Ser
70

Leu Lys Leu Val

Thr Asn Gly Ser

Leu Leu Thr Ile

120

Ser Ser Phe Lys
135

Ile Cys Met Gln

150

Thr Pro Ala Pro

Ala Cys Arg Pro

185

Phe Ala Cys Asp
200
Ile Tyr Gly Val
215
Gly Arg Lys Lys
230

Val Gln Thr Thr

10

Glu Val

Asn Trp

Lys Asn

Leu Leu

75
Lys Ser
90

Trp Gln

Gly Tyr

Arg Thr

155

Thr Ile

170

Pro Lys

Ile Leu

Leu Leu

235

Gln Ile

Ile Cys

45

Trp Tyr

60

Lys Val

Tyr His

Trp Glu

Met Gln

140

Val Thr

Ala Ser

Leu Cys

205
Thr Ala
220

Tyr Ile

Pro
30

Tyr

Tyr

Trp

Asp

110

Lys

Asn

Thr

190

Tyr

Leu

Phe

Gln Glu Glu Asp Gly

250

- 161 -

15

Leu

Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Leu

Phe

Lys

Cys

255

Thr

Asn

Lys

80

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Leu

240

Ser

S=50dl 10-2660336



Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu Arg Val Lys

260

265

Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr Gln

275

Leu Tyr Asn Glu Leu Asn

290

280

295

Asp Lys Arg Arg Gly Arg Asp Pro

305 310

Lys Asn Pro Gln Glu Gly Leu Tyr

325

Ala Glu Ala Tyr Ser Glu Ile Gly

340

Lys Gly His Asp Gly Leu Tyr Gln

355

360

Thr Tyr Asp Ala Leu His Met Gln

370
<210>
82
<211> 965
<212> DNA

<213> Homo sapiens

375

<220><221> misc_feature

<223> DNA Sequence NK39_6

<400> 82

atggctctge ccgtcaccge
ccactgttca atcaggaagt
aagaactgga tctgctacaa
tatgagtccc aggcectcttg
gaggaccagg atctgctgaa

cctacaaacg gctcttggea

atcatcgaga tgcagaaggg
gagaactgct ccacacccaa

gcaccacgcc cccctacacce

actgctgctg
ccagatcccc
gaacaattgt
catgagccag
gctggtgaag

gtgggaggac

cgattgcgcec
tacctacatc

agcacctacc

Glu Met Gly

315

Asn Glu Leu

330
Met Lys
345

Gly Leu Ser

Ala Leu Pro

cctetggcetce
ctgacagagt
tatcagttct
aatgcctctc
tcctatcact

ggctccatcce

ctgtacgcca
tgtatgcaga

atcgcaagcc

270
GIn Gly Gln

285

Leu Gly Arg Arg Glu Glu Tyr Asp

300

Gly Lys Pro

Gln Lys Asp

350

Thr Ala Thr
365
Pro Arg

380

tgctgctgca
cttactgcgg
ttgacgagag
tgctgaaggt
ggatgggcct

tgtctccaaa

gctcecttcaa
ggaccgtgac

agcctctgtce

Asn Gln

Val Leu

Arg Arg

320

Lys Met

335

Gly Glu Arg Arg Arg Gly

Lys Asp

cgcecgeacga
cccatgtccc
caagaactgg
gtacagcaag
ggtgcacatc

tctgctgacce

gggctatatc
cacaacccct

cctgeggceca

- 162 -

60

120

180

240

300

360

420

480

540

S550ol 10-2660336



gaggcatgta gaccagcagc aggaggagca gtgcacacaa
gatcccaaac tctgctacct gectggatgga atcctcttca
geettgttee tgetttactg caagegggge agaaagaagce

cccttcatge ggeccgtgeca gacaacccag gaggaagacg

gaagaagaag aagggggctg tgaactggge ggaggaggca
ggcggeggca gcecatgcagga tgaggacgge tacatgaccc
aggagcagcg cccagaccag ccagctgacc ttcaaggact
tacaa

<210> 83

<211> 322

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NK39_6

<400> 83

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro

1 5 10

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val
20 25
Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp
35 40
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn
50 95
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu

65 70 75

Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser
85 90
Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln
100 105
Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu
115 120

Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr

gaggcetgga
tctatggtgt
tgctgtatat

gctgctcatg

gcggegacgg
tgaacgtgca

acagcgtgac

Leu Ala Leu

GIn Ile Pro
30
Ile Cys Tyr
45
Trp Tyr Glu
60

Lys Val Tyr

Tyr His Trp

Trp Glu Asp

110

Met Gln Lys
125

Ile Glu Asn

cttcgectgce
cattctcact
cttcaagcag

tagatttcct

cggcagcggce
gagcaagaag

cctgcactgg

Leu Leu

15

Leu Thr

Lys Asn

Ser Gln

Ser Lys

80

Met Gly

95

Gly Ser

Gly Asp

Cys Ser
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130 135 140

Thr Pro Asn Thr Tyr Ile Cys Met Gln Arg Thr Val Thr Thr Thr Pro
145 150 155 160
Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala Ser Gln Pro Leu
165 170 175
Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val His
180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Pro Lys Leu Cys Tyr Leu Leu

195 200 205

Asp Gly Ile Leu Phe Ile Tyr Gly Val Ile Leu Thr Ala Leu Phe Leu
210 215 220
Leu Tyr Cys Lys Arg Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln
225 230 235 240
Pro Phe Met Arg Pro Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser
245 250 255
Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu Gly Gly Gly

260 265 270

Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Met Gln Asp Glu
275 280 285
Asp Gly Tyr Met Thr Leu Asn Val Gln Ser Lys Lys Arg Ser Ser Ala
290 295 300
Gln Thr Ser Gln Leu Thr Phe Lys Asp Tyr Ser Val Thr Leu His Trp
305 310 315 320

Tyr Lys

<210> 84

<211> 927

<212> DNA

<213> Homo sapiens
<220><221> misc_feature

<223> DNA Sequence NK39_7
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<400> 84
atggctctgce
ccactgttca
aagaactgga
tatgagtccc
gaggaccagg
cctacaaacg

atcatcgaga

gagaactgct
gcaccacgcc
gaggcatgta
gatcccaaac
geettgttee
cccttecatge

gaagaagaag

ggcggegegca
aagtggcgga
<210> 85
<211> 309

<212> PRT

ccgtcaccgce
atcaggaagt
tctgctacaa
aggcctcttg
atctgctgaa
gctcttggea

tgcagaaggg

ccacacccaa
ccectacacce
gaccagcagc
tctgctacct
tgctttactg
ggcccegtgea

aagggggctg

gcaagacaaa

aggaccctca

<213> Homo sapiens

actgctgctg
ccagatcccc
gaacaattgt
catgagccag
gctggtgaag
gtgggaggac

cgattgcgcec

tacctacatc
agcacctacc
aggaggagca
gctggatgga
Ccaagcggegec
gacaacccag

tgaactgggc

tatcaggtct

ggataag

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NK39_7

<400> 85

cctetggcetce
ctgacagagt
tatcagttct
aatgcctctc
tcctatcact
ggctccatcce

ctgtacgcca

tgtatgcaga
atcgcaagcc
gtgcacacaa
atcctcttca
agaaagaagc
gaggaagacg

ggaggaggca

agcacccgeg

tgctgcetgcea
cttactgcgg
ttgacgagag
tgctgaaggt
ggatgggcct
tgtctccaaa

gctcecttcaa

ggaccgtgac
agcctetgtce
gaggcctgga
tctatggtgt
tgctgtatat
gctgctcatg

gCggregacsy

actggaagga

cgccgeacga
cccatgtccc
caagaactgg
gtacagcaag
ggtgcacatc
tctgctgacc

gggctatatc

cacaacccct
cctgeggceca
cttcgectgce
cattctcact
cttcaagcag
tagatttcct

cggcagceggc

tcacaagttt

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1

5

10

15

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val Gln Ile Pro Leu Thr

20

25

30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35

40

45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50

55

60
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Leu

Cys

Thr

145

Ser

Thr

Asp

Leu
225

Pro

Cys

Arg

Ser

Asp

Val

Leu

130

Pro

Pro

Leu

Arg

210

Tyr

Phe

Arg

Ser

Ser

290

Cys

His

Ser

115

Leu

Asn

Arg

Arg

Cys

Met

Phe

275

Ser

Met

Asp

100

Pro

Tyr

Thr

Pro

Pro

180

Leu

Leu

Lys

Arg

Pro

260

Thr

Asp Pro GIn Asp

Ser Gln Asn
70
Leu Leu Lys

85

Pro Thr Asn

Asn Leu Leu

Ala Ser Ser
135
Tyr Ile Cys

150

Pro Thr Pro
165

Glu Ala Cys

Asp Phe Ala

Phe Ile Tyr

215

Arg Gly Arg
230

Pro Val Gln

245

Glu Glu Glu

Gly Gly Ser

Arg Asp Trp
295

Lys

Ala Ser

Leu Val

Thr Ile
120

Phe Lys

Met Gln

Ala Pro

Arg Pro

185

Cys Asp

200

Gly Val

Lys Lys

Thr Thr

Glu Gly

265

Lys Asp

Leu Leu
75
Lys Ser

90

Trp Gln

Gly Tyr

Arg Thr

155

Thr Ile

170

Pro Lys

Ile Leu

Leu Leu

235
Gln Glu
250

Gly Cys

His Lys

Lys

Tyr

Trp

Met

140

Val

Leu

Thr
220

Tyr

Ser

Phe

300

Val

His

Thr

Ser

Cys

205

Asp

Leu

Lys

285

Lys

Tyr Ser

Trp Met

95

Asp Gly

110

Lys Gly

Asn Cys

Thr Thr

Gln Pro

175

190

Tyr Leu

Leu Phe

Phe Lys

Gly Cys

255

270

Thr Asn

Trp Arg

- 166 -
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80

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Leu

240

Ser

Lys
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305
<210> 86
<211> 933

<212> DNA

<213> Homo sapiens

<220><221>
<223> DNA
<400> 86

atggccctgce
cccttattca

aaaaactgga

tatgagagcc
gaggaccagg
ccaacaaatg
ataattgaaa
gaaaactgtt
gctcccagac

gaggcctgea

gaccccaaac
geettgttee
cccttecatge
gaagaagaag
accagctatg
tacgagactc
<210> 87

<211> 311

<212> PRT

misc_feature

Sequence NK39_8

ccgtgacagc
accaagaagt

tatgttacaa

aggcttcttg
atttacttaa
gatcttggca
tgcagaaggg
caactccaaa
ccectacacce

gacctgetge

tctgctacct
tgctttactg
ggccecegtgea
aagggggctg
agaaatcaga

tgaagcatga

<213> Homo sapiens

tctgetgctg
tcaaattccc

aaataactgc

tatgtctcaa
actggtgaag
gtgggaagat
agactgtgca
tacgtacatc
tgccectaca

tggaggcgct

gctggatgga
Ccaagcggeec
gacaacccag
tgaactgcga
tggtgtttac

gaaaccacca

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NK39_8

<400> 87

cctetggecc
ttgaccgaaa

taccaatttt

aatgccagcc
tcatatcatt
ggctccattce
ctctatgcct
tgcatgcaaa
atcgccagcc

gtgcacacaa

atcctcttca
agaaagaagc
gaggaagacg
ctgaagatcc
acgggcctga

cag

tgctgcetgcea

gttactgtgg

ttgatgagag

ttctgaaagt
ggatgggact
tctcacccaa
cgagctttaa
ggactgtgac
agcccctgag

ggggectcega

tctatggtgt
tgctgtatat
gctgctcatg
aagtgcgaaa

gcaccaggaa

tgccgcetaga
cccatgtcct

taaaaactgg

atacagcaaa
agtacacatt
cctactaaca
aggctatata
caccacccct
cctgagacct

cttcgectgce

cattctcact
cttcaagcag
tagatttcct
ggcagctata

ccaggagact

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
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Asn

Leu

Cys

Thr

145

Ser

Thr

Asp

Leu

225

Pro

5

Ala Ala Arg Pro Leu Phe Asn Gln

Ser

Cys

50

Ser

Asp

Val

Leu

130

Pro

Pro

Leu

Arg

210

Tyr

Phe

20
Tyr Cys Gly
35

Tyr Gln Phe

Cys Met Ser

Gln Asp Leu

85

His Ile Pro
100

Ser Pro Asn

115

Leu Tyr Ala

Asn Thr Tyr

Arg Pro Pro

165

Arg Pro Glu

180

Gly Leu Asp

195

Ile Leu Phe

Cys Lys Arg

Met Arg Pro

245

25
Pro Cys Pro Lys
40

Phe Asp Glu Ser

55
Gln Asn Ala Ser
70

Leu Lys Leu Val

Thr Asn Gly Ser

Leu Leu Thr Ile

120
Ser Ser Phe Lys
135
Ile Cys Met Gln
150

Thr Pro Ala Pro

Ala Cys Arg Pro

185
Phe Ala Cys Asp
200
Ile Tyr Gly Val
215
Gly Arg Lys Lys
230

Val Gln Thr Thr

10

Glu Val

Asn Trp

Lys Asn

Leu Leu

75
Lys Ser
90

Trp Gln

Gly Tyr

Arg Thr

155

Thr Ile

170

Pro Lys

Ile Leu

Leu Leu

235

Gln Glu

250

GIn Ile Pro

30

Ile Cys Tyr
45

Trp Tyr Glu

60

Lys Val Tyr

Tyr His Trp

Trp Glu Asp
110

Met Gln Lys

Ile Glu Asn
140

Val Thr Thr

Ala Ser Gln

190
Leu Cys Tyr
205
Thr Ala Leu
220

Tyr Ile Phe

Glu Asp Gly

- 168 -

15

Leu

Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Leu

Phe

Lys

Cys

255

Thr

Asn

Lys

80

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Leu

240

Ser
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Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu Arg Leu Lys

260

265

270

Ile Gln Val Arg Lys Ala Ala Ile Thr Ser Tyr Glu Lys Ser Asp Gly

275

280

285

Val Tyr Thr Gly Leu Ser Thr Arg Asn Gln Glu Thr Tyr Glu Thr Leu

290

295

Lys His Glu Lys Pro Pro Gln

305

<210> 88
<211> 1605
<212> DNA
<213> Homo
<220><221>
<223> DNA
<400> 88
atgagaattt
ctaaacagtc
gcagggcettce
gaggacctta

ccgtectgta

gagtctgggg
tctetetceat
gaaaaaaaca
acgtccggceg
caagaagttc
tgttacaaaa

gcttettgta

ttacttaaac
tcttggcagt
Cagaagggag
actccaaata

ccaacaccgg

310

sapiens

misc_feature

Sequence NK39_9

cgaaaccaca
attttctaac
ctaaaacaga
tacagtctat

aggtaacggc

acgcaagcat
ctaatggaaa
tcaaagaatt
gaggaggcag
aaattccctt
ataactgcta

tgtctcaaaa

tggtgaagtc
gggaagatgg
actgtgcact
cgtacatctg

cgcccaccat

tttgagaagt
tgaagctggc
agccaactgg
gcatattgac

catgaaatgc

ccacgatacg
cgttacagag
tcttcaatcce
cggcggegec
gaccgaaagt
ccaatttttt

tgccagectt

atatcattgg
ctccattcte
ctatgcctcg
catgcaaagg

cgcgtcgcecag

atttccatcc
attcatgtct
gtcaacgtga
gctacactgt

tttcttetgg

gttgaaaacc
agtgggtgta
ttcgttcaca
ggcageggcg
tactgtggcc
gatgagagta

ctgaaagtat

atgggactag

tcacccaacc
agctttaaag
actgtgacca

ccectgtecc

300

agtgctactt
tcattttggg
ttagcgattt
atactgagag

agctccaggt

tcatcatcct
aggagtgcga
tagtgcaaat
gcggeggcag
catgtcctaa
aaaactggta

acagcaaaga

tacacattcc
tactaacaat
gctatataga
cgacgccage

tgcgcccaga

gtgtttactt
ctgtttcagt
gaagaaaatc
tgatgtacac

catcagcttg

tgcgaacaac
agagttggaa
gttcattaac
cttattcaac
aaactggata
tgagagccag

ggaccaggat

aacaaatgga
aattgaaatg
aaactgttca
gcegegaccea

ggcgtgecegg
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ccagegegees

tgggcgecct

tgcaaacggg
caaactactc
tgtgaactga
aaccagctct
agacgtggcec
ctgtacaatg

ggcgagegcec

aaggacacct
<210> 89
<211> 535

<212> PRT

ggggegeagt gcacacgagg gggetggact

tggccgggac ttgtggggte cttctectgt

gcagaaagaa actcctgtat atattcaaac
aagaggaaga tggctgtagce tgcecgatttce
gagtgaagtt cagcaggagc gcagacgccce
ataacgagct caatctagga cgaagagagg
gggaccctga gatgggggga aagccgagaa
aactgcagaa agataagatg gcggaggect

ggaggggcaa ggggcacgat ggectttacce

acgacgccct tcacatgcag gecctgeccce

<213> Homo sapiens

<220><221>

MISC_FEATURE

<223> Amino Acid Sequence NK39_9

<400> 89

Met Arg Ile Ser Lys Pro His Leu Arg Ser Ile

1

5 10

Leu Cys Leu Leu Leu Asn Ser His Phe Leu Thr

20 25

Val Phe Ile Leu Gly Cys Phe Ser Ala Gly Leu

35

40

Asn Trp Val Asn Val Ile Ser Asp Leu Lys Lys

50

55

GIn Ser Met His Ile Asp Ala Thr Leu Tyr Thr

65

70 75

Pro Ser Cys Lys Val Thr Ala Met Lys Cys Phe

85 90

Val Ile Ser Leu Glu Ser Gly Asp Ala Ser Ile

100 105

tcgeetgtga tatctacatc 1080
cactggttat caccctttac 1140
aaccatttat gagaccagta 1200
cagaagaaga agaaggagga 1260
ccgegtacca gcagggcecag 1320
agtacgatgt tttggacaag 1380
ggaagaaccc tcaggaaggce 1440
acagtgagat tgggatgaaa 1500
agggtctcag tacagccacc 1560
ctege 1605

Ser Ile Gln Cys Tyr
15
Glu Ala Gly Ile His
30

Pro Lys Thr Glu Ala

45
Ile Glu Asp Leu Ile
60
Glu Ser Asp Val His
80
Leu Leu Glu Leu Gln
95

His Asp Thr Val Glu

110

- 170 -
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Asn

Thr

Lys

145

Thr

Ser

Phe

Ser

225

Leu

Pro

Asn

Tyr

305

Pro

Glu

Asp

Leu Ile Ile Leu Ala Asn Asn

115

Glu Ser Gly

Glu Phe Leu

Ser Gly Gly

Leu Phe Asn
180
Pro Cys Pro
195
Phe Asp Glu
210

Gln Asn Ala

Leu Lys Leu

Thr Asn Gly

260

Leu Leu Thr
275

Ser Ser Phe

290

Ile Cys Met

Thr Pro Ala

Ala Cys Arg

340

Phe Ala Cys

Cys

Gln

Lys

Ser

Ser

Val
245

Ser

Lys

Pro
325

Pro

Asp

Lys Glu

135
Ser Phe
150

Gly Ser

Asn Trp

Lys Asn

215

Leu Leu

230

Lys Ser

Trp Gln

Gly Tyr

295
Arg Thr
310

Thr Ile

Ala Ala

Ile Tyr

120

Cys

Val

200

Trp

Lys

Tyr

Trp

Met

280

Val

Gly

Ile

Ser

His

185

Cys

Tyr

Val

His

Thr

Ser

Gly

345

Trp

Leu

170

Pro

Tyr

Tyr

Trp

250

Asp

Lys

Asn

Thr

330

Ala

Ala

Ser

Leu

Val

155

Leu

Lys

Ser

Ser

235

Met

Cys

Thr

315

Pro

Val

Pro

Ser

Ser

Thr

Asn

220

Lys

Gly

Ser

Asp

Ser

300

Pro

Leu

His

Asn Gly
125

Glu Lys

Met Phe

Glu Ser

190
Asn Cys
205

Ala Ser

Glu Asp

Leu Val

Ile Leu

270
Cys Ala
285

Thr Pro

Ala Pro

Ser Leu

Thr Arg

350

Asn Val

Asn Ile

175

Tyr Cys

Tyr Gln

Cys Met

Gln Asp

240
His Ile
255

Ser Pro

Leu Tyr

Asn Thr

Arg Pro

320
Arg Pro
335

Gly Leu

Leu Ala Gly Thr Cys

- 171 -
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355
Gly Val Leu
370
Arg Lys Lys
385

GIn Thr Thr

Glu Glu Gly

Ala Pro Ala
435
Leu Gly Arg
450
Asp Pro Glu
465

Leu Tyr Asn

Ile Gly Met

Tyr Gln Gly
515
Met Gln Ala
530
<210> 90
<211> 1122
<212> DNA

<213> Homo

Leu

Leu

Gly

420

Tyr

Arg

Met

Lys
500

Leu

Leu

Leu Ser Leu

375

360

Val

Ile

Leu Tyr Ile Phe Lys

390

Glu Glu Asp Gly Cys

405

Cys Glu Leu Arg Val

425

Gln Gln Gly Gln Asn

440

Glu Glu Tyr Asp Val

455

Thr

Ser
410

Lys

Leu

365
Leu Tyr Cys
380
Pro Phe Met
395

Cys Arg Phe

Phe Ser Arg

Leu Tyr Asn
445
Asp Lys Arg

460

Gly Gly Lys Pro Arg Arg Lys Asn Pro

470

Leu Gln Lys Asp Lys

485

Met

490

475

Ala Glu Ala

Gly Glu Arg Arg Arg Gly Lys Gly His

505

Ser Thr Ala Thr Lys Asp

Pro Pro Arg

535

sapiens

<220><221> misc_feature

<223> DNA Sequence NKG2D-0x40-CD3z

<400> 90

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg

ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect

520

Thr Tyr Asp

525

Lys Arg Gly

Arg Pro Val

400

Pro Glu Glu
415

Ser Ala Asp

430

Glu Leu Asn

Arg Gly Arg

Gln Glu Gly
480

Tyr Ser Glu

495
Asp Gly Leu
510

Ala Leu His

- 172 -
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aaaaactgga
tatgagagcc
gaggaccagg
ccaacaaatg

ataattgaaa

gaaaactgtt
gcgecgegac
gaggcegtgcece
gatatctaca
atcacccttt
ggaggcagtt

aagatcagag

cagctctata
cgtggeeggg
tacaatgaac
gagcgeegga
gacacctacg
<210> 91

<211> 341

<212> PRT

tatgttacaa
aggcttcttg
atttacttaa
gatcttggca

tgcagaaggg

caactccaaa
caccaacacc
ggccagegge
tctgggcegee
actgccggag
tccggacccec

tgaagttcag

acgagctcaa
accctgagat
tgcagaaaga
g8ggCaagegg

acgcccttca

<213> Homo sapiens

aaataactgc
tatgtctcaa
actggtgaag
gtgggaagat

agactgtgca

tacgtacatc
ggcgcececacce
ggggeggcgcea
cttggeeggg
ggaccagagg
catccaagag

caggagcgca

tctaggacga
ggggggaaag
taagatggcg
gcacgatggc

catgcaggcc

<220><221> MISC_FEATURE

taccaatttt
aatgccagcc
tcatatcatt
ggctccattce

ctctatgcct

tgcatgcaaa
atcgegtcge
gtgcacacga
acttgtgggg
ctgceccececeg
gagcaggccg

gacgeeeccg

agagaggagt
ccgagaagga
gaggcctaca
ctttaccagg

ctgccccectce

<223> Amino Acid Sequence NKGZ2D-0X40-CD3z

<400> 91

ttgatgagag
ttctgaaagt
ggatgggact
tctcacccaa

cgagctttaa

ggactgtgac
agccectgtce
gggggctgga
tecttetect
atgcccacaa
acgcccactc

cgtaccagca

acgatgtttt
agaaccctca
gtgagattgg
gtctcagtac

gac

taaaaactgg
atacagcaaa
agtacacatt
cctactaaca

aggctatata

cacgacgcca
cctgegecca
cttcgectgt
gtcactggtt
geceeectggg
caccctggec

gggccagaac

ggacaagaga
ggaaggcctg
gatgaaaggc

agccaccaag

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1

5

10

15

His Ala Ala Arg Pro Leu Phe Asn Gln Glu Val Gln Ile Pro Leu Thr

20

25

30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn

35

40

45

Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln
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50

Ala Ser
65

Glu Asp

Leu Val

Ile Leu

Cys Ala

130
Thr Pro
145

Gly Pro

Gly Thr

Arg Arg

Gly Ser

210
Thr Leu
225

Ala Tyr

Arg Arg

Glu Met

Asn Glu

290

Cys Met Ser

Gln Asp Leu

85

His Ile Pro
100

Ser Pro Asn

115

Leu Tyr Ala

Asn Thr Tyr

Pro Cys Pro
165
Cys Gly Val

180

Asp Gln Arg
195

Phe Arg Thr

Ala Lys Ile

Gln Gln Gly

245

Glu Glu Tyr

260
Gly Gly Lys
275

Leu Gln Lys

55

Gln Asn Ala Ser
70

Leu Lys Leu Val

Thr Asn Gly Ser
105
Leu Leu Thr Ile

120

Ser Ser Phe Lys
135

Ile Cys Met Gln

150

Ser Cys Pro Ile

Leu Leu Leu Ser

185

Leu Pro Pro Asp
200
Pro Ile Gln Glu
215
Arg Val Lys Phe
230

Gln Asn GIn Leu

Asp Val Leu Asp
265
Pro Arg Arg Lys

280

Leu

Lys

90

Trp

Arg

Tyr

170

Leu

Ser

Tyr

250

Lys

Asn

Leu
75

Ser

Tyr

Thr

155

Val

His

Arg
235

Asn

Arg

Pro

Asp Lys Met Ala Glu Ala

295

60

Lys Val Tyr Ser

Tyr His Trp Met
95
Trp Glu Asp Gly
110
Met Gln Lys Gly

125

Ile Glu Asn Cys
140

Val Glu Ser Lys

Trp Ala Pro Leu
175
Ile Thr Leu Tyr

190

Lys Pro Pro Gly
205

Ala Asp Ala His

220

Ser Ala Asp Ala

Glu Leu Asn Leu

255

Arg Gly Arg Asp
270
Gln Glu Gly Leu
285
Tyr Ser Glu Ile

300

~174 -

Lys

80

Ser

Asp

Ser

Tyr

160

Cys

Ser

Pro

240

Pro

Tyr

Gly
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Met Lys Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln

305 310 315 320

Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln
325 330 335
Ala Leu Pro Pro Arg
340
<210> 92
<211> 1143
<212> DNA
<213> Homo sapiens
<220><221> misc_feature

<223> DNA Sequence NKG2D-CD28 - CD3z

<400> 92

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg 60
ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect 120
aaaaactgga tatgttacaa aaataactgc taccaatttt ttgatgagag taaaaactgg 180
tatgagagcc aggcttcttg tatgtctcaa aatgccagec ttctgaaagt atacagcaaa 240
gaggaccagg atttacttaa actggtgaag tcatatcatt ggatgggact agtacacatt 300
ccaacaaatg gatcttggca gtgggaagat ggctccattc tctcacccaa cctactaaca 360
ataattgaaa tgcagaaggg agactgtgca ctctatgect cgagctttaa aggctatata 420
gaaaactgtt caactccaaa tacgtacatc tgcatgcaaa ggactgtgac cacgacgcca 480
gcgcecgegac caccaacacce ggegeccacce atcgegtcege ageccctgtce cctgegecca 540
gaggcegtgcec ggcecagegge ggggggcegcea gtgcacacga gggggetgga cttegeetgt 600
gatttttggg tgctggtggt ggttggtgga gtcctggett getatagett getagtaaca 660
gtggecttta ttattttctg ggtgaggagt aagaggagca ggctcctgcea cagtgactac 720
atgaacatga ctcccegecg ccccgggecce acccgcaage attaccagec ctatgeccca 780
ccacgcgact tcgcagecta tcgctccaga gtgaagttca gcaggagege agacgcecccece 840
gcgtaccagc agggccagaa ccagctctat aacgagctca atctaggacg aagagaggag 900
tacgatgttt tggacaagag acgtggccgg gaccctgaga tggggggaaa gccgagaagg 960
aagaaccctc aggaaggcct gtacaatgaa ctgcagaaag ataagatggce ggaggcectac 1020
agtgagattg ggatgaaagg cgagcgcecgg aggggcaagg ggcacgatgg cctttaccag 1080

- 175 -



ggtctcagta cagccaccaa ggacacctac gacgceccttc acatgcagge cctgecccect

cgc
<210> 93
<211> 381

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NKGZ2D-CD28 - CD3z

<400> 93

Met Ala Leu Pro Val Thr Ala Leu Leu Leu

1

5

His Ala Ala Arg Pro Leu Phe Asn Gln

20
Glu Ser Tyr Cys
35
Asn Cys Tyr Gln
50
Ala Ser Cys Met
65

Glu Asp Gln Asp

Leu Val His Ile
100
Ile Leu Ser Pro
115
Cys Ala Leu Tyr
130

Thr Pro Asn Thr

145

Ala Pro Arg Pro

Gly

Phe

Ser

Leu

85

Pro

Asn

Tyr

Pro

165

25
Pro Cys Pro Lys
40
Phe Asp Glu Ser
95
GIn Asn Ala Ser
70

Leu Lys Leu Val

Thr Asn Gly Ser
105
Leu Leu Thr Ile
120
Ser Ser Phe Lys
135

Ile Cys Met Gln

150

Thr Pro Ala Pro

10

Glu Val

Asn Trp

Lys Asn

Leu Leu

75

Lys Ser

90

Trp Gln

Ile Glu

Gly Tyr

Arg Thr

155
Thr Ile

170

15

Gln Ile Pro Leu

30
Ile Cys Tyr Lys
45
Trp Tyr Glu Ser
60

Lys Val Tyr Ser

Tyr His Trp Met

95
Trp Glu Asp Gly
110
Met Gln Lys Gly
125
Ile Glu Asn Cys
140

Val Thr Thr Thr

Ala Ser Gln Pro

175

Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly Gly Ala Val

- 176 -

Pro Leu Ala Leu Leu Leu

Thr

Asn

Ser

Asp

Ser

Pro

160

Leu

His

1140

1143
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180 185 190
Thr Arg Gly Leu Asp Phe Ala Cys Asp Phe Trp Val Leu Val Val
195 200 205

Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe

210 215 220
Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Leu Leu His Ser Asp
225 230 235
Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr
245 250 255
Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser Arg Val
260 265 270

Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr Gln Gln Gly Gln Asn

275 280 285
Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu Tyr Asp Val
290 295 300
Asp Lys Arg Arg Gly Arg Asp Pro Glu Met Gly Gly Lys Pro Arg
305 310 315
Lys Asn Pro Gln Glu Gly Leu Tyr Asn Glu Leu Gln Lys Asp Lys
325 330 335

Ala Glu Ala Tyr Ser Glu Ile Gly Met Lys Gly Glu Arg Arg Arg

340 345 350

Lys Gly His Asp Gly Leu Tyr Gln Gly Leu Ser Thr Ala Thr Lys

355 360 365
Thr Tyr Asp Ala Leu His Met Gln Ala Leu Pro Pro Arg

370 375 380

<210> 94
<211> 1269
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> DNA Sequence NKG2D - (D28 - 41BB - (CD3z

<400> 94

- 177 -

Val

Tyr

240

Lys

Leu

Arg

320

Met

Asp
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atggccttac

ccgttattca
aaaaactgga
tatgagagcc
gaggaccagg
ccaacaaatg
ataattgaaa

gaaaactgtt

gcgecgegac
gaggcegtgcec
gatttttggg
gtggcecttta
atgaacatga
ccacgcgact

aaacaaccat

tttccagaag
gcecececgegt
gaggagtacg
agaaggaaga
gcctacagtg
taccagggtc

cceeetege

<210> 95
<211> 423

<212> PRT

cagtgaccgc

accaagaagt
tatgttacaa
aggcttcttg
atttacttaa
gatcttggca
tgcagaaggg

caactccaaa

caccaacacc
ggccagegge
tgctggtggt
ttattttctg
ctcceegeceg
tcgcagcecta

ttatgagacc

aagaagaagg
accagcaggg
atgttttgga
accctcagga
agattgggat

tcagtacagc

<213> Homo sapiens

cttgctectg

tcaaattccc
aaataactgc
tatgtctcaa
actggtgaag
gtgggaagat
agactgtgca

tacgtacatc

ggcgcececacce
ggggeggcgcea
ggttggtgga
ggtgaggagt
cccegggecece
tcgctccaaa

agtacaaact

aggatgtgaa
ccagaaccag
caagagacgt
aggcctgtac
gaaaggcgag

caccaaggac

<220><221> MISC_FEATURE

ccgetggect

ttgaccgaaa
taccaatttt
aatgccagcc
tcatatcatt
ggctccattce
ctctatgcct

tgcatgcaaa

atcgegtcgce
gtgcacacga
gtcetggett
aagaggagca
acccgcaage
Ccggggcagaa

actcaagagg

ctgagagtga
ctctataacg
ggccegggace
aatgaactgc
Cgccggages

acctacgacg

tgctgctcca

gttactgtgg
ttgatgagag
ttctgaaagt
ggatgggact
tctcacccaa
cgagctttaa

ggactgtgac

agccectgtce
gggggctgga
gctatagcett
ggctcectgea
attaccagcc
agaaactcct

aagatggctg

agttcagcag
agctcaatct
ctgagatggg
agaaagataa

gcaaggggca

cccttcacat

<223> Amino Acid Sequence NKGZ2D - (D28 - 41BB - (CD3z

<400> 95

cgcegecagg

cccatgtcct
taaaaactgg
atacagcaaa
agtacacatt
cctactaaca
aggctatata

cacgacgcca

cctgegecca
cttcgectgt
gctagtaaca
cagtgactac
ctatgcccca
gtatatattc

tagctgccga

gagcgcagac
aggacgaaga
gggaaagccg
gatggcggag
cgatggcctt

gcaggcecectg

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1

5

10

15

- 178 -

60

120
180
240
300
360
420

480

540
600
660
720
780
840

900

960
1020
1080
1140
1200
1260

1269
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His

Asn

Leu

Cys

Thr

145

Ser

Thr

225

Met

Pro

Ala Ala Arg Pro Leu Phe Asn Gln Glu Val

Ser Tyr

35

Cys Tyr
50

Ser Cys

Asp Gln

Val His

Leu Ser

115
Ala Leu
130

Pro Asn

Pro Arg

Leu Arg

Arg Gly

195
Gly Val
210

Phe Trp

Asn Met

Tyr Ala

20

Cys

Met

Asp

100

Pro

Tyr

Thr

Pro

Pro

180

Leu

Leu

Val

Thr

Pro

Gly Pro Cys

Phe Phe Asp
55
Ser Gln Asn
70
Leu Leu Lys
85

Pro Thr Asn

Asn Leu Leu

Ala Ser Ser

135

Tyr Ile Cys
150

Pro Thr Pro

165

Glu Ala Cys

Asp Phe Ala

Ala Cys Tyr
215
Arg Ser Lys

230

Pro Arg Arg
245

Pro Arg Asp

Pro

40

Leu

Thr
120

Phe

Met

Arg

Cys

200

Ser

Arg

Pro

Phe

25

Lys

Ser

Ser

Val

Ser

105

Lys

Pro

Pro

185

Asp

Leu

Ser

Gly

Ala

Asn Trp

Lys Asn

Leu Leu

75
Lys Ser
90

Trp Gln

Gly Tyr

Arg Thr
155
Thr Ile

170

Phe Trp

Leu Val

Arg Leu

235

Pro Thr
250

Ala Tyr

Trp

60

Lys

Tyr

Trp

Met

140

Val

Val

Thr

220

Leu

Arg

Arg

Ile Pro
30
Cys Tyr

45

Tyr Glu

Val Tyr

His Trp

Glu Asp

110

Gln Lys

Glu Asn

Thr Thr

Ser Gln

190
Leu Val
205

Val Ala

His Ser

Lys His

Ser Lys

- 179 -

Leu

Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Val

Phe

Asp

Tyr
255

Arg

Thr

Asn

Ser

Asp

Ser

Pro

160

Leu

His

Val

Tyr

240

Gln

Gly
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260 265 270
Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe Met Arg Pro Val
275 280 285
Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg Phe Pro Glu Glu

290 295 300

Glu Glu Gly Gly Cys Glu Leu Arg Val Lys Phe Ser Arg Ser Ala Asp
305 310 315 320
Ala Pro Ala Tyr Gln Gln Gly Gln Asn Gln Leu Tyr Asn Glu Leu Asn
325 330 335
Leu Gly Arg Arg Glu Glu Tyr Asp Val Leu Asp Lys Arg Arg Gly Arg
340 345 350
Asp Pro Glu Met Gly Gly Lys Pro Arg Arg Lys Asn Pro Gln Glu Gly

355 360 365

Leu Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu
370 375 380
Ile Gly Met Lys Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu
385 390 395 400
Tyr Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His
405 410 415
Met Gln Ala Leu Pro Pro Arg
420
<210> 96
<211> 1038
<212> DNA

<213> Homo sapiens

<220><221> misc_feature

<223> DNA Sequence NKGZ2D(short hinge) - 41BB - (CD3z

<400> 96

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg 60
ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect 120
aaaaactgga tatgttacaa aaataactgc taccaatttt ttgatgagag taaaaactgg 180
tatgagagcc aggcttcttg tatgtctcaa aatgccagec ttctgaaagt atacagcaaa 240

- 180 -



gaggaccagg atttacttaa actggtgaag

ccaacaaatg gatcttggca gtgggaagat

ataattgaaa tgcagaaggg agactgtgca
gaaaactgtt caactccaaa tacgtacatc
ggtccceccat geccatcatg cccaatctac
gtccttetee tgtcactggt tatcaccctt
tatatattca aacaaccatt tatgagacca
agctgcecgat ttccagaaga agaagaagga

agcgcagacg cccecgegta ccageaggge

ggacgaagag aggagtacga tgttttggac
ggaaagccga gaaggaagaa ccctcaggaa
atggcggagg cctacagtga gattgggatg
gatggcecttt accagggtct cagtacagcc
caggccctge cccectege

<210> 97

<211> 346

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

tcatatcatt

ggctccattce

ctctatgcct
tgcatgcaaa
atctgggcgce
tactgcaaac
gtacaaacta
ggatgtgaac

cagaaccagc

aagagacgtg
ggcctgtaca
aaaggcgage

accaaggaca

ggatgggact

tctcacccaa

cgagctttaa
ggactgtgga
ccttggecgg
ggggcagaaa
ctcaagagga
tgagagtgaa

tctataacga

gcegggacce
atgaactgca
gccggagggg

cctacgacgc

agtacacatt

cctactaaca

aggctatata
gtccaaatat
gacttgtggg
gaaactcctg
agatggctgt
gttcagcagg

gctcaatcta

tgagatgggg
gaaagataag
caaggggcac

ccttcacatg

<223> Amino Acid Sequence NKG2D(short hinge) - 41BB - CD3z

<400> 97

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
1 5 10 15
His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr
20 25 30
Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn
35 40 45
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln

50 55 60

Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys

65 70 75 80

- 181 -

300

360

420
480
540
600
660
720

780

840
900
960
1020

1038
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Glu Asp Gln Asp Leu

85

Leu Val His Ile Pro
100

Ile Leu Ser Pro Asn

115

Cys Ala Leu Tyr Ala
130
Thr Pro Asn Thr Tyr
145
Gly Pro Pro Cys Pro
165
Gly Thr Cys Gly Val

180

Lys Arg Gly Arg Lys
195
Arg Pro Val Gln Thr
210
Pro Glu Glu Glu Glu
225
Ser Ala Asp Ala Pro

245

Glu Leu Asn Leu Gly
260
Arg Gly Arg Asp Pro
275
Gln Glu Gly Leu Tyr
290
Tyr Ser Glu Ile Gly

305

Asp Gly Leu Tyr Gln

Leu Lys Leu Val

Thr Asn Gly Ser
105
Leu Leu Thr Ile

120

Ser Ser Phe Lys
135

Ile Cys Met Gln

150

Ser Cys Pro Ile

Leu Leu Leu Ser

185

Lys Leu Leu Tyr
200
Thr Gln Glu Glu
215
Gly Gly Cys Glu
230

Ala Tyr Gln Gln

Arg Arg Glu Glu
265
Glu Met Gly Gly
280
Asn Glu Leu Gln
295
Met Lys Gly Glu

310

Gly Leu Ser Thr

Lys Ser
90

Trp Gln

Gly Tyr

Arg Thr

155

Tyr Ile

170

Leu Val

Ile Phe

Asp Gly

Leu Arg

235

Gly Gln

250

Tyr Asp

Lys Pro

Lys Asp

Arg Arg

315

Ala Thr

Tyr His Trp

Trp Glu Asp
110

Met Gln Lys

Ile Glu Asn
140

Val Glu Ser

Trp Ala Pro

Ile Thr Leu

190

Lys Gln Pro
205

Cys Ser Cys

220

Val Lys Phe

Asn Gln Leu

Val Leu Asp
270
Arg Arg Lys
285
Lys Met Ala
300

Arg Gly Lys

Lys Asp Thr

- 182 -

Met
95

Gly

Cys

Lys

Leu

175

Tyr

Phe

Arg

Ser

Tyr

255

Lys

Asn

Gly

Tyr

Ser

Asp

Ser

Tyr

160

Cys

Met

Phe

Arg

240

Asn

Arg

Pro

His

320

Asp
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325

330

Ala Leu His Met GIn Ala Leu Pro Pro Arg

<210> 98

340

<211> 1044

<212> DNA

<213> Homo sapiens

<220><221>
<223> DNA
<400> 98

atggccttac

ccgttattca

aaaaactgga
tatgagagcc
gaggaccagg
ccaacaaatg
ataattgaaa
gaaaactgtt

ggtcccccat

tgctatagct
aggctcectgce
cattaccagc
agcaggagcg
aatctaggac
atggggggaa

gataagatgg

gggcacgatg
cacatgcagg
<210> 99

<211> 348

<212> PRT

misc_feature

345

Sequence NKG2D (SH)-CD28 - CD3z

cagtgaccgc

accaagaagt

tatgttacaa
aggcttcttg
atttacttaa
gatcttggca
tgcagaaggg
caactccaaa

gcccatcatg

tgctagtaac
acagtgacta
cctatgcccc
cagacgcccce
gaagagagga
agccgagaag

cggaggccta

gcctttacca

ccetgececcc

<213> Homo sapiens

cttgctcectg

tcaaattccc

aaataactgc
tatgtctcaa
actggtgaag
gtgggaagat
agactgtgca
tacgtacatc

cccattttgg

agtggccttt
catgaacatg
accacgcgac
cgcgtaccag
gtacgatgtt
gaagaaccct

cagtgagatt

gggtctcagt

tcge

ccgetggect

ttgaccgaaa

taccaatttt
aatgccagcc
tcatatcatt
ggctccattce
ctctatgcct
tgcatgcaaa

gtgctggtgg

attattttct
actccccegec
ttcgcagect
cagggccaga
ttggacaaga
caggaaggcc

gggatgaaag

acagccacca

tgctgctcca

gttactgtgg

ttgatgagag
ttctgaaagt
ggatgggact
tctcacccaa
cgagctttaa
ggactgtgga

tggttggtag

gggtgaggag
gceecgggec
atcgctccag
accagctcta
gacgtggceeg
tgtacaatga

gcgagegecg

aggacaccta

335

cgcegecagg

cccatgtcct

taaaaactgg
atacagcaaa
agtacacatt
cctactaaca
aggctatata
gtccaaatat

agtcctggct

taagaggagc
cacccgcaag
agtgaagttc
taacgagctc
ggaccctgag
actgcagaaa

gaggggcaag

cgacgccctt

- 183 -

60

120

180
240
300
360
420
480

540

600
660
720
780
840
900

960

1020

1044
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<220><221> MISC_FEATURE

<223> Amino Acid Sequence NKG2D (SH)-CD28 - CD3z

<400> 99

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
1 5 10 15

His Ala Ala Arg Pro Leu Phe Asn GIn Glu Val Gln Ile Pro Leu Thr

20 25 30

Glu Ser Tyr Cys Gly Pro Cys Pro Lys Asn Trp Ile Cys Tyr Lys Asn
35 40 45
Asn Cys Tyr Gln Phe Phe Asp Glu Ser Lys Asn Trp Tyr Glu Ser Gln
50 55 60
Ala Ser Cys Met Ser Gln Asn Ala Ser Leu Leu Lys Val Tyr Ser Lys
65 70 75 80
Glu Asp Gln Asp Leu Leu Lys Leu Val Lys Ser Tyr His Trp Met Gly

85 90 95

Leu Val His Ile Pro Thr Asn Gly Ser Trp Gln Trp Glu Asp Gly Ser
100 105 110
Ile Leu Ser Pro Asn Leu Leu Thr Ile Ile Glu Met Gln Lys Gly Asp
115 120 125
Cys Ala Leu Tyr Ala Ser Ser Phe Lys Gly Tyr Ile Glu Asn Cys Ser
130 135 140
Thr Pro Asn Thr Tyr Ile Cys Met GIn Arg Thr Val Glu Ser Lys Tyr

145 150 155 160

Gly Pro Pro Cys Pro Ser Cys Pro Phe Trp Val Leu Val Val Val Gly
165 170 175
Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile
180 185 190
Phe Trp Val Arg Ser Lys Arg Ser Arg Leu Leu His Ser Asp Tyr Met
195 200 205
Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro

210 215 220

- 184 -



Tyr Ala Pro Pro Arg Asp
225 230
Ser Arg Ser Ala Asp Ala
245
Tyr Asn Glu Leu Asn Leu
260
Lys Arg Arg Gly Arg Asp

275

Asn Pro Gln Glu Gly Leu
290
Glu Ala Tyr Ser Glu Ile
305 310
Gly His Asp Gly Leu Tyr
325
Tyr Asp Ala Leu His Met
340

<210> 100
<

211> 1023

<212> DNA

<213> Homo sapiens
<220><221> misc_feature
<223> DNA Sequence NKG2
<400> 100

atggccttac cagtgaccgce ct
ccgttattca accaagaagt tc
aaaaactgga tatgttacaa aa
tatgagagcc aggcttcttg ta

gaggaccagg atttacttaa ac

ccaacaaatg gatcttggca gt
ataattgaaa tgcagaaggg ag
gaaaactgtt caactccaaa ta

ggtcccecat geccatcatg cc

Phe Ala Ala Tyr Arg Ser Arg Val Lys Phe

235

240

Pro Ala Tyr Gln Gln Gly Gln Asn Gln Leu

250

255

Gly Arg Arg Glu Glu Tyr Asp Val Leu Asp

265

270

Pro Glu Met Gly Gly Lys Pro Arg Arg Lys

280

285

Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala

295 300

Gly Met Lys Gly Glu Arg Arg Arg Gly Lys

315

320

Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr

330
Gln Ala Leu Pro Pro Arg

345

D (SH) - 0X40 - CD3z

tgctectg ccgetggect

tgctgctcca

aaattccc ttgaccgaaa gttactgtgg

ataactgc taccaatttt

ttgatgagag

tgtctcaa aatgccagec ttctgaaagt

tggtgaag tcatatcatt ggatgggact

gggaagat ggctccattc tctcacccaa

actgtgca ctctatgcect

cgagctttaa

cgtacatc tgcatgcaaa ggactgtgga

caatctac atctgggcge ccttggcecgg

- 185 -

335

cgcegecagg
cccatgtcct
taaaaactgg
atacagcaaa

agtacacatt

cctactaaca
aggctatata
gtccaaatat

gacttgtggg

60

120

180

240

300

360

420

480

540
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gtccttetee tgtcactggt tatcaccctt tactgecgga gggaccagag getgcecccce

gatgcccaca agcecccctgg gggaggcagt ttccggacce ccatccaaga ggagcaggec

gacgcccact ccaccctgge caagatcaga gtgaagttca gcaggagcege agacgcccce

gcgtaccage agggccagaa ccagctctat aacgagctca atctaggacg aagagaggag

tacgatgttt tggacaagag acgtggccgg gaccctgaga tggggggaaa gccgagaagg

aagaaccctc aggaaggcct gtacaatgaa ctgcagaaag ataagatggce ggaggectac

agtgagattg ggatgaaagg cgagcgcecgg aggggcaagg ggcacgatgg cctttaccag

ggtctcagta cagccaccaa ggacacctac gacgcccttc acatgcagge cctgecccect

cgce
<210> 101
<211> 346
<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Seqgeunce NKG2D (SH) - 0X40 - CD3z

<400> 101
Met Ala Leu Pro Val Thr Ala Leu Leu
1 5
His Ala Ala Arg Pro Leu Phe Asn Gln
20 25
Glu Ser Tyr Cys Gly Pro Cys Pro Lys
35 40

Asn Cys Tyr Gln Phe Phe Asp Glu Ser

50 55
Ala Ser Cys Met Ser Gln Asn Ala Ser
65 70
Glu Asp Gln Asp Leu Leu Lys Leu Val
85
Leu Val His Ile Pro Thr Asn Gly Ser
100 105

Ile Leu Ser Pro Asn Leu Leu Thr Ile

Leu Pro Leu Ala Leu Leu Leu
10 15
Glu Val Gln Ile Pro Leu Thr
30
Asn Trp Ile Cys Tyr Lys Asn
45

Lys Asn Trp Tyr Glu Ser Gln

60
Leu Leu Lys Val Tyr Ser Lys
75 80
Lys Ser Tyr His Trp Met Gly
90 95
Trp Gln Trp Glu Asp Gly Ser
110

Ile Glu Met Gln Lys Gly Asp
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600
660

720

780
840
900
960
1020

1023
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115
Cys Ala Leu Tyr
130
Thr Pro Asn Thr
145

Gly Pro Pro Cys

Gly Val Leu Ala

180
Phe Trp Val Arg
195
Lys Pro Pro Gly
210
Ala Asp Ala His
225

Ser Ala Asp Ala

Glu Leu Asn Leu

260

Arg Gly Arg Asp
275

Gln Glu Gly Leu

Tyr Ser Glu Ile

305

Asp Gly Leu Tyr

Ala Leu His Met
340

<210> 102

<211> 1125

<212> DNA

Ala Ser

Tyr Ile

150

Pro Ser

165

Cys Tyr

Ser Arg

Ser Thr

Pro Ala

245

Gly Arg

Pro Glu

Tyr Asn

Gly Met

310

120

Ser Phe Lys Gly Tyr

135

Cys Met Gln Arg Thr

155

Cys Pro Phe Trp Val

Ser Leu Leu

185

170

Val

Thr

Arg Asp Gln Arg Leu

200

Ser Phe Arg

Leu Ala Lys

Thr

Ile

Pro

Arg

235

Tyr Gln Gln Gly Gln

Arg Glu Glu
265
Met Gly Gly
280
Glu Leu Gln
295

Lys Gly Glu

250

Tyr

Lys

Lys

Arg

GIn Gly Leu Ser Thr Ala

325

330

Gln Ala Leu Pro Pro Arg

345

Asp

Pro

Asp

Arg

315

Thr

125
Ile Glu Asn Cys
140

Val Glu Ser Lys

Leu Val Val Val
175

Val Ala Phe Ile

190
Pro Pro Asp Ala
205
Ile GIn Glu Glu
220

Val Lys Phe Ser

Asn Gln Leu Tyr

255
Val Leu Asp Lys
270
Arg Arg Lys Asn
285
Lys Met Ala Glu
300

Arg Gly Lys Gly

Lys Asp Thr Tyr

335
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Ser

Tyr

160

His

Arg
240

Asn

Arg

Pro

His

320

Asp
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<213> Homo sapiens
<220><221> misc_feature

<223> DNA Sequence NKGZD-CD3TM -CD28 - CD3z

<400> 102

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg 60
ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect 120
aaaaactgga tatgttacaa aaataactgc taccaatttt ttgatgagag taaaaactgg 180
tatgagagcc aggcttcttg tatgtctcaa aatgccagec ttctgaaagt atacagcaaa 240
gaggaccagg atttacttaa actggtgaag tcatatcatt ggatgggact agtacacatt 300
ccaacaaatg gatcttggca gtgggaagat ggctccattc tctcacccaa cctactaaca 360
ataattgaaa tgcagaaggg agactgtgca ctctatgect cgagctttaa aggctatata 420
gaaaactgtt caactccaaa tacgtacatc tgcatgcaaa ggactgtgac cacgacgcca 480
gcgecgegac caccaacacce ggegeccacce atcgegtcege ageccctgtce cctgegecca 540
gaggcegtgcec ggceccagegge ggggggcgcea gtgcacacga gggggetgga cttegeetgt 600
gatcccaaac tctgctacct gectggatgga atcctcttca tctatggtgt cattctcact 660
gecettgttee tgaagaggag caggctcctg cacagtgact acatgaacat gactccccge 720
cgceeeggge ccacccegcecaa geattaccag ccectatgecce caccacgega cttegceagec 780
tatcgctcca gagtgaagtt cagcaggagc gcagacgcecc ccgegtacca gcagggecag 840
aaccagctct ataacgagct caatctagga cgaagagagg agtacgatgt tttggacaag 900
agacgtggcc gggaccctga gatgggggga aagccgagaa ggaagaacce tcaggaagge 960
ctgtacaatg aactgcagaa agataagatg gcggaggcct acagtgagat tgggatgaaa 1020
ggcgagegec ggaggggcaa ggggcecacgat ggectttace agggtctcag tacagcecacce 1080
aaggacacct acgacgccct tcacatgcag gecectgeccece ctege 1125
<210> 103

<211> 375

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence NKGZ2D-CD3TM -CD28 - CD3z
<400> 103

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu
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His

Asn

Leu

Cys

Thr

145

Ser

Thr

Asp

Lys

225

Ala Ala Arg Pro Leu Phe Asn Gln

Ser

Cys

50

Ser

Asp

Val

Leu

130

Pro

Pro

Leu

Arg

210

Arg

Tyr
35

Tyr

Cys

His

Ser

115

Leu

Asn

Arg

Arg

Ser

20

Cys Gly Pro Cys

GIn Phe Phe Asp
55
Met Ser GIn Asn

70

Asp Leu Leu Lys
85

Ile Pro Thr Asn

100

Pro Asn Leu Leu

Tyr Ala Ser Ser

135

Thr Tyr Ile Cys
150
Pro Pro Thr Pro
165
Pro Glu Ala Cys
180

Leu Asp Phe Ala

Leu Phe Ile Tyr
215
Arg Leu Leu His

230

Arg Pro Gly Pro Thr Arg Lys

245

Pro

40

Leu

Thr
120

Phe

Met

Arg

Cys

200

Ser

His

25

Lys

Ser

Ser

Val

Ser

105

Lys

Pro

Pro

185

Asp

Val

Asp

Tyr

10

Glu

Asn

Lys

Leu

Lys
90

Trp

Arg

Thr

170

Pro

Tyr

Val

Trp

Asn

Leu

75

Ser

Tyr

Thr

155

Lys

Leu

Met

235

Trp

60

Lys

Tyr

Trp

Met

140

Val

Leu

Thr
220

Asn

Gln Pro Tyr

250

Ile Pro

30
Cys Tyr
45

Tyr Glu

Val Tyr

His Trp

Glu Asp

110

Gln Lys

Glu Asn

Thr Thr

Ser Gln

190

Cys Tyr

205

Ala Leu

Met Thr

Ala Pro
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15

Leu

Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Leu

Phe

Pro

Pro

255

Thr

Asn

Lys

80

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Leu

Arg
240

Arg
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Asp Phe Ala Ala Tyr Arg Ser Arg Val Lys Phe Ser Arg Ser Ala Asp

260 265 270

Ala Pro Ala Tyr Gln Gln Gly Gln Asn Gln Leu Tyr Asn Glu Leu Asn
275 280 285
Leu Gly Arg Arg Glu Glu Tyr Asp Val Leu Asp Lys Arg Arg Gly Arg
290 295 300
Asp Pro Glu Met Gly Gly Lys Pro Arg Arg Lys Asn Pro Gln Glu Gly
305 310 315 320
Leu Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu

325 330 335

Ile Gly Met Lys Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu
340 345 350
Tyr Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His
355 360 365
Met Gln Ala Leu Pro Pro Arg
370 375
<210> 104
<211> 36
<212> DNA
<213> Homo sapiens
<220><221> misc_feature
<223> DNA Sequence IgG 4 hinge
<400> 104

gagtccaaat atggtccccc atgcccatca tgecca 36

<210> 105

<211> 29

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> Amino Acid Sequence CD28 Transmembrane domain
<400> 105

Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu
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1 5 10 15
Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser
20 25
<210> 106
<211> 39
<212> PRT
<213> Homo sapiens
<220><221> MISC_FEATURE

<223> Amino Acid Sequence CD28 IC domain

<400> 106
Lys Arg Ser Arg Leu Leu His Ser Asp Tyr Met Asn Met Thr Pro Arg
1 5 10 15
Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg
20 25 30
Asp Phe Ala Ala Tyr Arg Ser
35
<210> 107
<211> 37
<212> PRT
<213> Homo sapiens
<220><221> MISC_FEATURE
<223> Amino Acid Sequence 0X40 IC Domain
<400> 107

Arg Arg Asp Gln Arg Leu Pro Pro Asp Ala His Lys Pro Pro Gly Gly

1 5 10 15
Gly Ser Phe Arg Thr Pro Ile Gln Glu Glu Gln Ala Asp Ala His Ser
20 25 30
Thr Leu Ala Lys Ile
35
<210> 108
<211> 1140
<212> DNA

<213> Homo sapiens
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<220><221> misc_feature

<223> NKG2D-P-frag/CD8a/4-1BB/CD3z

<400> 108

atggccttac cagtgaccgce cttgctectg ccgetggect tgetgetcca cgecgecagg 60
ccgttattca accaagaagt tcaaattccc ttgaccgaaa gttactgtgg cccatgtcect 120
aaaaactgga tatgttacaa aaataactgc taccaatttt ttgatgagag taaaaactgg 180
tatgagagcc aggcttcttg tatgtctcaa aatgccagec ttctgaaagt atacagcaaa 240
gaggaccagg atttacttaa actggtgaag tcatatcatt ggatgggact agtacacatt 300
ccaacaaatg gatcttggca gtgggaagat ggctccattc tctcacccaa cctactaaca 360
ataattgaaa tgcagaaggg agactgtgca ctctatgect cgagctttaa aggctatata 420
gaaaactgtt caactccaaa tacgtacatc tgcatgcaaa ggactgtgac cacgacgcca 480
gcgecgegac caccaacacce ggegeccacce atcgegtcecge ageccctgtce cctgegecca 540
gaggcegtgcec ggcecagegge ggggggcgcea gtgcacacga gggggetgga cttegeetgt 600
gatatctaca tctgggcgece cttggecggg acttgtgggg tecttetect gtcactggtt 660
atcacccttt actgcaaacg gggcagaaag aaactcctgt atatattcaa acaaccattt 720
atgagaccag tacaaactac tcaagaggaa gatggctgta gctgceccgatt tccagaagaa 780
gaagaaggag gatgtgaact gagagtgaag ttcagcagga gcgcagacgce ccccgegtac 840
cagcagggcec agaaccagct ctataacgag ctcaatctag gacgaagaga ggagtacgat 900
gttttggaca agagacgtgg ccgggaccct gagatggggg gaaagcecgag aaggaagaac 960
cctcaggaag gcecctgtacaa tgaactgcag aaagataaga tggcggagge ctacagtgag 1020
attgggatga aaggcgagcg ccggaggggc aaggggcacg atggecttta ccagggtcte 1080
agtacagcca ccaaggacac ctacgacgcc cttcacatgce aggecctgec ccctegcetaa 1140
<210> 109

<211> 374

<212> PRT

<213> Homo sapiens

<220><221> MISC_FEATURE

<223> NKG2D-V2-0X40-CD3z

<400> 109

Met Ala Leu Pro Val Thr Ala Leu Leu Leu Pro Leu Ala Leu Leu Leu

1 5 10 15
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His

Asn

Leu

Cys

Thr

145

Ser

Thr

Cys
225

Gly

Ser

Ala Ala

Ser Tyr

35
Cys Tyr
50

Ser Cys

Asp Gln

Val His

Leu Ser

115
Ala Leu
130

Pro Asn

Pro Arg

Leu Arg

Arg Gly

195

Gly Thr

210

Arg Arg

Gly Ser

Thr Leu

Arg

20

Cys

Met

Asp

100

Pro

Tyr

Thr

Pro

Pro

180

Leu

Cys

Asp

Phe

Ala

Pro Leu Phe Asn Gln Glu Val

Gly Pro Cys

Phe Phe Asp

55

Ser Gln Asn
70

Leu Leu Lys

85

Pro Thr Asn

Asn Leu Leu

Ala Ser Ser
135

Tyr Ile Cys

150
Pro Thr Pro
165

Glu Ala Cys

Asp Phe Ala

Gly Val Leu

215
Gln Arg Leu
230
Arg Thr Pro
245

Lys Ile Arg

Pro

40

Leu

Thr
120

Phe

Met

Arg

Cys

200

Leu

Pro

Ile

Val

25

Lys

Ser

Ser

Val

Ser

105

Lys

Pro

Pro

185

Asp

Leu

Pro

Gln

Lys

Asn

Lys

Leu

Lys

90

Trp

Arg

Thr

170

Ser

Asp

Glu
250

Phe

Trp

Asn

Leu

75

Ser

Tyr

Thr

155

Tyr

Leu

235

Glu

Ser

Trp
60

Lys

Tyr

Trp

Met

140

Val

Val

220

His

Gln

Arg

Ile Pro Leu

Cys

45

Tyr

Val

His

Thr

Ser

Trp

205

Lys

Ala

Ser

30

Tyr

Tyr

Trp

Asp

110

Lys

Asn

Thr

Thr

Pro

Asp

Ala
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Lys

Ser

Ser

Met

95

Cys

Thr

Pro

175

Val

Pro

Leu

Pro

Ala
255

Asp

Thr

Asn

Ser

Asp

Ser

Pro

160

Leu

His

Leu

Tyr

240

His

Ala
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260 265 270

Pro Ala Tyr Gln Gln Gly Gln Asn Gln Leu Tyr Asn Glu Leu Asn Leu

275 280 285
Gly Arg Arg Glu Glu Tyr Asp Val Leu Asp Lys Arg Arg Gly Arg Asp
290 295 300
Pro Glu Met Gly Gly Lys Pro Arg Arg Lys Asn Pro Gln Glu Gly Leu
305 310 315 320
Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile
325 330 335

Gly Met Lys Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu Tyr

340 345 350
Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His Met
355 360 365
Gln Ala Leu Pro Pro Arg

370
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