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LahE s, A N : () 4Hshe sy, R iR 4nfia e o5 1R 2 3508 - 41 FH SEQ
ID NO: 71 7sIAZIR 73 -4y, (b) Bi/K &Ly, Horp AT i /K 20 25 1 S 488 7 41 FH SEQ 1D
NO: 197 Flr 7R IAZIR 5y 1~ 2id , A1 (c) 4N 453, FE A i 4 i ;N 41 29 1O 2 S5 R 3 41 FH SEQ
ID NO: 13HRIIZIR 7 1-4ihiy,

HrhpriRah &8 B 45 G FasLIT 92 k4 - 1BBAHINAE 5.

2 ARPEAUCR EER AR RS 2 1, P TR il G 2 T4 rh 3808, - S T4k
[ TCREKCARFLE 7 o

ophE L DL ML (@) gishas & &5 dl o, FLHAASEQ 1D NO: 72F17R I
SRR T A5 (b) Bi/K4H 4y, HLEAGSEQ 1D NO: 198 RIS Lme 741 5 A1 (c) ZHffu Ny 204y, 1
HAASEQ ID NO: 36 /RN ATL 74, H A ik il 5 85 1 45 G FasLIf Hefit4 - IBBANI N5

din

4 MM ZOR 3P R 585, H Tk Rl & B A AT Rk, 5 TaRE Rk

ITCRERCARIERE (L -

5.[HSEQ ID NO: 188 RN ILIR P & & H , H ikl &5 A 45 G FasLIfkR
fH4-1BBAII N (55

6 . ZA AR A R 1 - SHUE— TR IR & 4 A IR o 1

7.2, A AR ZOR 6 Fir ik A2 R 1

8 RN EER TR e FLrh A AN sk

9 HRIAUR] BRI e, FLHie B 3 e 18 5 R B e s s U

10 ARFEAA ZER TR (28U, a8 Gh iR 5 PETCR

11 ARFEAA ZER ORI e, LA B Rp S P TORS T 78 A2 SN«

12 ARFEACH ZR10Fr iR i sk , B AT G R P TCRWHLAT SRR M D BT Ry
it
13 ARPEAA R 10k e, Ho b I 370 R e PR TCRO o R M i A o

14. 75 40, B0 S AR RUR R 6 Fr i AR 75 -

15. 15 FANHE , B0 S G AR AR R 25K Tk A 28

16. 15 E 40, B g AR AR 2K 1 - 5 — T pr k[ il 58 1

17 ARPEAR B K 16 iR 1 - 4iie, s F 4l e e R F 4l

18 ARFEAHI B R 1 TR IR A1 4, Horh e A4 2 T4 .

19 ARFEACH ER 8T 178 T4 , i T4t CD4 T s CDS T4

20 ARPEAUH ER 16 BT 14 400, i (0 S PR TCR .

21 ARPERCRE R 20 AR (197 =4, Horh B B RS2 M TOR T B ik i £ 4 gt o
P56

22 ARPERUR ZR 20 B i 1) 45 £ 400, o AR B e E TCRXTHLA - TP B
HARRE.

23 ARPEACR E R 20FT iR (1975 =4l , Horh Bir BBt R e TOR X s S Mk o HL A
Sk
24 ARPEAUR EER 16 P 17 =40, 1819 27 CAR

2
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25 FRAEA R B R L -5 — T AT iR i & 25 A il s TR 7 o iE gn i 2R ik
FasLiBP SLes  JHRAR e ek s M B M fims i 298 h i i

26 . FRPEEUFIE R 26 pirk 1 Fi , Horhdisie 2 S B s (AML) .

27 FRIEBURIE R 25 FIrk 19 3, H e 2 U0 S o

28 AR PEBUFI Bk 25 Firk (1) 34 , i e b «

29 . FRPEAUREE R TR R W AUALE H & TR T Hoh e AE 40 25 Fas LI U1 5l L Je iR
S A VSRR B IR I 25 i g

30 AR HEAUR ZE R 1A P AR (1) 45 = AN e 88 T T9R 77 Horh e 4 e 5k Fas LI Bp B
S JERAR e el s M B MR P IR o 20 h i i

31 ARBEAUR ZE R 15 AT i (1 4 = AN e £ T T9R 7 Horh e 4 e 3Rk Fas LI Bp B
S JERAR e el s M B B MR P IR O 29 h i i

32 FRBEAUR ZE R 16 flr i (10 4 = AN e 88 TR 7 Horh e 4 55k Fas LI Bp B
S JERAR e el M B MR P IR i 29 h i i

33 ARBEAUR B R L7 AT (1 4 = AN A £ TRy b 4 SRk Fas LI Bp B
S JERAR e el s M B B MR 1 IR o 2 h i s

34 FRBEAUR R 18T i (1 45 2= AN AL 88 7R 7 Horh i 4 e 3Rk Fas LI BF B
S JERAR e el M B B MR P IR O 20 h i i

35 AR HEAUR ZE R 19 AT i (19 45 2= AN A 88 98 7 Horh e 4 e 3Rk Fas LT R B
I JERAR e el s M B B M P IR O 29 h i i

36 . AR BEAUR ZE 3R 20 Al i (10 4 = AN A 28 98 7 Horh i e 4 e 5k Fas LI Bp B
I JERAR e el s M B B MR P IR i 29 h i s

37. — Rk S8 AT, FriR B S 2 A FR DA B 203 4K -

(a) R 455 CD95L (FasL) [1ICD95 (Fas) sS4 L 5, HorhiFasagMs4n i sha
SSHE LR A FHSEQ ID NO: 71T /NIRRT 4t 5

(b) 4- 1BBANE 15 & S 45093841 55, Horba- IBBAN NS S5 18 S 45 IR AL 0 iy ad i
TR HSEQ 1D NO: L3 RIAZIR 73 4hd s A K

(c) 4- 1 BBESIE £E B /K 4 4) , Eorh4 - I BBYS I &5 e 55 7K 20 45 1) 53 L6 2 4] 1/ SEQ
ID NO: 19T 7RIAZER 7 F- 4t

Hrh Bl S (5 1 25 G FasLIf P 4 - 1BBANIB NS 5

38 ARIERUF ZR 3T g AT, Horh A T41i2CD4 T4k CD8 T4 .

39 . FRPEAUFI B R 38R 1 A\ TR , 38 ik Bl R PETCR .,

40 ARBEAUR ZR 39T O AT, H R pradk i s S P TCRS Bk A T4 & S
[

41. *E?Eﬂﬂ%ﬂz39ﬁﬁa_a’3)\w&lﬂ@,,ﬁﬂhﬁﬁn_hf FESPETCRATHLA THSFRBIMEDT A
AR

42 .WE&%IJ FUR 3R I AT , Forb Bk Gl e S 2 TCR A e e e M B B FAA s
S

43 ARPEAH) ER 38R I AT, 15 51K CAR

A4 ARAEAUR) ER 37 - 43 FP T — T AT i (19 A\ TR AE ) 2 F TR0 7 H i iE 4 i 3 1k

3
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FasLit)§F S0 BT sle Ve P B 1R F IR P 298 P %
A5 AR ZOR 44Tk (1 F ik, Frbigdie e S Ve P RS PR F Il (AML) .
46 ARGEACH] ZR A4 PR i g, H i e OP S -
AT AR ZOR 44 Pk (1 FH %, FLrpisie e IR o
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®EPTREERRERIE

[0001] ST Jpall iRt

[0002]  5ACHITEAR M P A A tex ths s UER B DA ARER LRI, Hamad 51 S5 & T AL
PP A A 0 text KA A FRS£360056 447W0 SEQUENCE LISTING. txt.iZtext
S R322KB, BIEE 201843 A5 H , HmL EFS-Web A HL T3 A5z

EREA

[0003] Y45 i JE MRk 2 40 (TIL) FE A rb k30 IRg SN PR TR, T a6 R B 1T
AROR T BesT i (Clark et al.,Cancer Res.29:705,1969) . —Fi i hyst 4k T4H0 5%
(RIS , 7RG I U M Pt de 126 T g IS RS ek ) SR 2 e b 2 4 P 40 B, AR L -
2474E N I HTCD3AFTCD28HT A5 T I IMRA SOV E TAR A e b 1, s Je K i B A i A
[ A R O 2 (52T IR FNIL -2/ R 45 45 —ik) (Dudley et al.,Science
298:850,2002) o 1IX R 8 FH R = bR 2 A PR G VE T PAAEBOR | AT RE A
RIS, H BAAE —/ NS B TR SR I A T S BOE 22, )T AL B theie iR DA
M (Besser et al.,Clin.Cancer Res.16:2646,2010) .

[0004]1  Jifufed S MR TAR I B P 1Y) 57 B9 5 80 00— PP B ia 7 7 1A R R e - e e il e e 1k
(PR ZH TS24 (TCR) 1742 , Hea] DU an e FH A Ak 815 25 0 5 | N TEH A Fh DA T 01 Py
T HE AR, A9 0 e PR A b SRk ) 2 A S UH A R S (MHC) 43 S BN Iseg AH
TR HEAN R A gl (HLA) 53F) o B —F5 ik SING A2, B IR G U2
A (CAR) , i i S A Pl 5 5 a5 A3, H B e o ias 7 i Is &0 b 45 & e R ek 2k
PR E R TN B BN - S5 4 N 4157, N 5 25 S5 S a5,
BIATCRIE SAL FEMIE, BiAE 20 | 3@ LRSS S 858 STILRE AN,
THEETCREKCAR TANM G iy 1 B AR 3 1 i 72 T 4 i g S 1] 3050 110 A 5k DR R st A%
B ATHE , B BT 40 TAR AR 0 E 20 T4 o = A 55

[0005] i FHZE A FE 41 TCRAG T AL ik Ak I TS Y i B B B B A BRI i 4k, T
FOBAE L BAN g Hh o ZRT , A7 R0 T M A i s 2 sl ai o A 1 H i) A 5 B i
(Chen and Flies,Nat.Rev.Immunol.13:227-242,2013) .{FYREHEAEH , Hfilis sy 11
BN A IR N T RO P R S O T AL TCRAG TN , 1 5 5 Bl ad 1L - 219 A )
To

[0006]  MTCRAEHLIF L2 b 40 (APC) b2 S MHCH S 28 [P REE IR, JE Bl TR M 7% 1
(Rossy et al.,Frontiers in Immunol.3:1-12,2012) . T4H0FIAPCHIAH HAE B S A% b o,
FEo M, EAUAE =N RO A TI805 3% (SMAC) |, 155 HL e SMAC . 4 5 pSMAC L it d SMAC
(Rossy et al.,Frontiers in Immunol.3:1-12,2012) . fFcSMACIN , Hifijisz A ] DL GEEE
&5 T U BETCRIE 5 o UL RIBSZ ki) 5CD28 , I HAT—2e il 4l MER A
TCRI A 3 DA ARSI R (Chen and Flies,Nat.Rev.Immunol.13:227-242,2013) .1f
o T FR R s s 1 E N ¢ SMAC ] 5852 4T SNEE A3 A/ INF B Al o 4511411, CD45 AT K
H AN HLi F BHER AT e o i 2 S, NI BH LE HAIRHITCRE 54456 /) (James and
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Vale,Nature487:64-69,2012) .
[0007] Gy 7 RS IR TS I e AN PR S B (5 5 LAVRT Y 2 P (91 anes
FEBEHY) AL AT 7« BRI AT ST BIAR DL T X Be T skIF et 7 HAAHSEE

REAANE

[oo08]  ELLELTH , AN MG A, O S O R A S L &5 & a5 s 4m
NSNS R AN (5 5% S A AR AL A N 4103 R 4R S RN Py 2853 1
B/ T, SR AR F S SRR B BT S B S R TR B O R

=33

e
[0009]  fr—LEsTjE i, fEfh G A AR 2 B 2 S Pex it G 8= 8 5
(1B QT X AE AP AN SN SY) B R ko [A] R 29 e sl kR e #E 2, B,
E—Se SR, B/ N T /N T 2 —E R B — B A2 5 T, S R A
(ke AN ) B BE BN T8 2 950nm /N5 252 40nm /N 5k 2025 30nm . 5 /)N
T E ) 20nm ek ST N T T a4 0 1 5nmo £ — 28 S, HOER2)10.11.12.13,
14415161718 195520nm, {F1 41Kk K 29145k 15nm. 7E—LE 5T, 1200 B 18 5 s 2 il
(IR TR PR S AEDA O RE B9 , 5l 2 2 SR T-TCR - Jik /MHC . & W1 fe sl 7y (BN TCRIY
YN AN R I T TR L) AR 5 70 (MHCH 3L , I ANHLAF R EL | 15 UMHC T B MHCT T 7%
F0) Z AR BARIR R 2R s S AARR A S, sl M S g gi e N4 Bk i
29 (B LR S 2 M N O 4R AN 40 bl 2 AT A 29, 407545 CD8 . CD4 . CD28 M H 45
A G BB ARSI T E S A28 pirh , & S =S 0] EE 2 e A F 4
[ TR BE 2, FOFR B —Am AN 28 —4nfif &% B H R A R RR S SRR, Y 4niu i b B2
VLI, TR &E SRR PR 2 [RITE R S o A — 2L 5T, B 2502 5 TCRAN S MHC /311 [
VS AE 2 TR 1 26 W A i SINER o e v i A R] K B0 R sl AR 1 #E
B o AE—SE T A, AN M Rl G AR B 2R H Il BRI N e S ik S P s A E A 11
S INEE G EERIIN  Z B S A (ARG S S p TS5 & 85I M RIRSS
R R 2 [RTE R 2 S MRS R BE B AR A AR ] o 75— 287510, 40 2 il 28 1 B o
K H 1 H AR N GRSl AR S U S AR E A 4y I S S SR, 1%
FEEANET N, N T e BN ey (B RS & A I 45 & 853l o
BEARIY) MILIRIREE A BRI Z [RTE R 2 SRS kM

[0010]  /E—EBsTjEfr , AN TR R G AN o3 N 0 &5 & S5 A3 B e g b ik
JHME S 1R BIEREIE S - i AR B AR 53 1 I A B 1) 52 A ok S e 25
57 F) WHARES G55 53 o AE—LC 5 1], iIX M0 Hi a2 Sk D1 o A RS S
BER ABHE B O R MRS B EBTEBTEE 4y 1 oA /2 CD28-B7 - A 5K
R L (1A, A S2CD28 CTLA4 L ICOS sk HABBT 5 e 4 &40 ) /BN 1, A0 25 ) 5 Ik
ik FUEIHECD200R . STRPa . CD279 (PD-1) ~CD2.CD95 (Fas) -CTLA4 (CD152) .CD223 (LAG3) .CD272
(BTLA) \A2aRKIR.TIM3.CD300EKLPAS , BATAR I 255 F A 45 5 AR A o £E — 2B S b, A2
TIOR8 I I An e N 3 PN S5 G A B 2 i — B S5 S IR R sl AT e 2547
FHIEE AR R AR S HE I — 2L 5 T, 5 85 A AN PN R L FE RE S RS =

6
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(a3 R =) 208 MR 40 (BUAnT 406 B anCD28 <4 - 1BB. TCOSHl HAh 5oy 1
LRI A5 S AL A A — 5T , A A0 SMEE 15 FR 002k FUR A e sl e A 1
SN Bl S O U PN S AN LRGP 5 102k 2 A sk S s B 1 o3 IO 4
{5 S LM AE— 285 T, Rl 55 2 FAN A0 T B2 SR A e, BIANCD3C (5 S5 2k
PSS ERREAE RS 1 B S 218 = TR Hh 543

[0011]  fE—SLJ5 1, 4RAINL I B H A5 5 i & BON BT 5 PR 5 55 CD200f1 4315k
AN &5 5 S5 A, B ANCD200RE L AR Eh 57897 o AE—LE S I , 25 5 25 A2
AR AT R AE B CDATHY T T B M &5 5 DX, BIANSTRP SN B L CDATEL 51X, 41
UnSTRPafINE L CDATES 5 X o A — BRI, 25 5 25 I R A 28 5 22 PD- L1 PD - L2k
LAG3J3 1o i BINERE T L e — P 2 Fiis A Jot, He oo S e At sl AL R i nse H3,
RFELAR 2 AR Bl & 2 BRI AL S Wia Ty BGE PSR B e RS , (14

IR AN IR O 53, 505 0 A S e A, (01 i el S A AR PR TR L i) -
PRSZIRES o

[0012]  FE—esjfilrh, gifshdl o dt— 0 i — A sk 2 A B ANEIX sk g5 sk, 4 an, ok
H X FE 153 1 AN F T RT A 8 S G5 0 - sl A - 59 85 G S5 s A (7] — MR
F o= N BN AN A T LAA R BRI, Aok 1 B BREE 1 20 F- RO AIREIX
FOAT DA B & 4 ale s o0 B , ol ME E IX S5 A3l A anCH2 sk CH3 25 Al , sl ok H ) —4mfiw i
Sy AnFLRBRSZ R, AnCD28 o L8 AT, T3 AN 4RI ANEE Ag AT LA RG22 SR AL S5 e, 141
AT DMEE S A —ar F IR — SRk — SR — R &5 A3k i 41, 49 anis Ak B 22
B N2 R AL SR, R A B R CD28 53 - I RSN Al 1) — R 57
H /DA R fal B s e 2R , I FLE o 2 X A e S BRI 2 TR 4 i AN 4, 2l 3L
MRS AE—BE 5T, M 2R A5 I UFESEQ 1D NO: 32 Al R IK 2 R e 1 L sl L 3B 45 Bk
Ban 5 HEAG 2090 % 95 % 5599 % H Rl — PRI AR  AE—LE 5T, AT ARG X AR 45 Fa
PAHE Byl it 2 B Ak o A2 — 28 S B, il 58 1 5 7 B s CD200 45 & S5 ik i 4n i 4
43, BIAICD200RM AN AN 3 (R , Flan g5 & 454938) 1A 4ISEQ ID NO: 250
TN E LR T A CD200R 4TINS 43« BRFHSEQ ID NO: 2 7RIWAZIR 43 - 2w I CD200R
(LRI 4T B CD20045 70 i AR R sl HL 25 5893 o AE b IS ST — 8 U 1, il
G AT IAINES 43 18 B4 CD28AN NG I — 5B 57, Bl A 2 29 5 291 24 2 B TR
(B, 9 TR a1 242 R |, DA M AE—2E 510, B4R CD28 41 i SN X 11 frcaft i Y- e 2
FRIE A — eI S BIT , 41 INX ICD200R 345 K AR KB 10 b , % N T-CD287T
AR AR BANER BE OB, 1 A D 299 5 29 1245 35 FR (B2, 9 S BE PR ki 1 2 2 Bk
), 8D 38 R R SRS H |, B 25 T RICD200 02 [ I &2 5 i i A 43 Fip
5Bk 25 55 A CD200R (1 41CD200R) H5CD200 2[RI & S 41 4R A NE 43 FIT e 1 BE 2
s AE S SR -MHC . S5 45 5 TR SMHC /Y~ (B 4AMHC. TERMHCTT) [R5 B AF H Fh I TCR
2 B SR AR INES 7 B it B B 125 ol S ie Sk ) B S AR s R AR AR ] o 72—
BE YT, B (A AR IS T A My s, (I anCD28 ST , 94N SEQ 1D NO: 41 /1< 5 41 4w 1)
gl b e S S A AN = B i) N R N T e il D S e 1B N S S R
ek oK ERIE DR I AR AR F o A — 2550 vh , 25 b U FRCD28 4 N 5 5 1% &
SERIK, I ANCD28 1 HL R B AE A I, B AN BR RN N T B — N e AT TSR B

7
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CD28[1) 5 Aa 4 o /1—LE 75 1], CD28 4N PN 45 A4 i sl /2 FHSEQ 1D NO: BIAZ R Fr- 41 sl L
5y B R ARG T 4 o

[0013]  FE—SE50hE I AN KRG 1, S SRR 45 SRR 45 5 25 Hgi
HILL N 2y - GG P A5 5 1% S A5 A O A Y 20 0 R Fe 4m i A MR 4 PN 4153 1
FRKA Sy, SRS A - HE A AR R s RS DL T T 1 2 ik PO B2 ] B 8 P 5
Horr, (a) FriRguiashdl sy 15 CD200RI 4NN 4, (b) BT g /K 4193 B 2 CD28 1 s fl &
e, DA (c) FriR 4 ;N 490 (0 2 CD28I A N AR 5 1% S 45 A3k

[0014]  FE—SE50hEHIH AN THS KRG T, S SRR A5 SRR 45 5 a5 Hgi
HIL N 2y - BB AN PN A5 5% S A5 A A i P 20 0 R Fe 4n i AN AN 4 PN 4193 1
FRKA Sy, A R A R A  HE A A R s RS DL T 00 7 2 ik PO B2 ] B 8 P 5
o, (a) Frikguiashdl sy 15 CD200R 4N 4, (b) BTk g /K 4193 E 2 CD28 11 s fl &
Fasa, LA K (o) AT 4ifi P 4190 60 25 CD28 4 N A7 5% S 45 A3 ANCD 137 (4- 1BB) [ 41D
WAE S AL a5

[0015]  FE—SE50hE I AN THS KRG 1, S SRR 45 SRR 45 5 a5 Fgi
HIL N 2y BB AN PN (5 5 1% S A5 A AR Y 21 0 R Fe 4n i AN AN 4 PR 4193 1
BUKAL S, SRR G - FEE S B R (T 50 R 2% i PO JIBE 2 A B 25 1) e
B2, (a) BT gniashal o5t SCD200RA LI AN 7, (b) BTl i 7K 4153 0 2 CD28 ) 5 i
sERE, DL (o) FrR4miE ;N 4145 £25:CD137 (4- 1BB) IU4Ife N5 S5 S 45193 .

[0016]  FE—SEShEfIH AN KRG 1, S SRR A5 SRR 45 5 25 Fgi
HIL N 2y GG P (5 5 1% S A5 s O A Y 20 0 R Fe 4n i AN AN 4 PR 4195 1
FRKA Y, A R A R A  HE A AR R s S DL T T 1 2 ik PO B2 ] B 8 P 5
Horh, (@) FrRgifughal 03 & SIRPaI e AN A3, (b) FTid i 7K 2130 2y CD28 1 s 45 44
3, AR (o) AR 4 N 4195 0 5 CD28IM 4TI N 5 514 T 45 A«

[0017]  FE—SE50hE I AN THS KRG 1, S SRR 25 SRR 45 5 25 Fgi
HIL N 2y G AN P (5 5 1% S A5 A A Y 200 R Fe4n i A MR 4 PR 4193 1
BKAL S, SRR G 1 - FEE S B R (T 50 R 2% Ml PO JIBE 2 A B 12 1) e
By 5, (a) ARk gaifu s 23 957CD279 (PD- 1) (A ANIESY , (b) FriRiEi /K 445 377CD28
(s RS, DA (o) Bt 4ifa P 415363 2 CD28 AR N A 5 15 T 45 AL 3 .

[0018]  FE—SEShEfIH , AN KRG 1, A S SR 45 SRR 45 5 25 Fgi
HIL N 2y B AN PN (5 5 1% S A5 A AR Y 20 0 R Fe 4m i AN AN 4 PR 4193 1
BKAL 5, SRR G - FEE S B R (T 50 R 2% i PO JIBE 2 A B 2 ) e
By 5, (a) ARk gaifu s 23 957CD279 (PD- 1) (A ANIESY , (b) FriRiEi /K 445 377CD28
(s IR I, DA (o) Bt 4ifa P 415363 2 CD28 AR N A 5 15 S 45 A3 .

[0019]  FE—SL50hEfIH AN KRG T, S SRR 25 SRR 45 5 a5 Fgi
HIL N 2y G AN PN (5 5% S A5 A A i Y 20 0 I Fe 4n i AN AN 4 PR 4193 1
FRKA Y, SRS R A - HE A A R s RS DL T T 9 2 ik PO B2 ] B 8 P 5
Hh, () FriR g sha B S TIMBRI 4RI AN 43, (b) Bk /K 41 4360 2y CD28 Yy 5 R 45 44
3, AR (o) AR 4 4195 10 5 CD28IM 4 N 5 514 S 45 A«

[0020]  YE—SESChEEIH AN THS KRG 1, S SRR R 25 SRR 45 5 25 Fgi

8
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M4SNy SRR N R S A% TS5 3 g PN 4143 AR e m i ANFN A N 2123 1Y)
BRIy, SRS B R S K R B S O T S Re S i O FE 2 TRD B B P 25
o, (a) Arahgnfn sl o (S LAG3 I A SN 43, (b) AT i /K 41 53 3 15 CD28 1 5 [ 45 44
s, DA (o) FriR i ;N 4120 (0 S CD28 A N 15 5 1% S 45 Ak 3k o

[0021]  fr—BCSEfflrh , AN TS Mph G A S B R g SR 45 & g
RSN Sy B FE I NS S5 A% TS5 3 g N 4143 AR e 4m i ANFN A N 2193 1Y)
KA Y, SR i G R S I R IS AL T s 2 Mo P I 2 TR) B 25 1 B
2.1, (o) Frid g sl o3 8 5 Co2I 4l NEB 3, (b) ATl igi /K 4153 13 5 CD28 1 s I 45
Fasa, LA K () Frik 4oy 2103 10 5 CD28 I 4 N 15 5 15 S &5 A3k

[0022] LS plrh , AN N A LG, HAaS (o) fFRr g G itmas &
SRR AN ST« (b) BAEANIE NS 5L s Ania N 4055 DA K (o) ZEfan i sh
M N A g K4 sy, bl i s S GhE S iR A R g 5
IR AP An AN A VA MR R/INERES B N IR ES « (1) 200k S ie S i 19 /141
Nl 2 TRIMEE S, (11) 208 59 2 S04 o3 5 BRI BE 25 R 29 sk AR S, B
B EZ S PIETANMESZ A (TCR) FIF TCREF - PEZE S IIMHC- IKE Sz 0], (111) 285251
(LRI o3 R B B K 2D sl FEAAR R 1R 25, Brid & 5010 0 5 65 5 S5 A3 Rk o7
FHHEFRE SRR IR, (1i1) /N k2 KZJ40nm, 25nm. 20nm 15nmik 14nm; 5k, (iv)
HATATA A Frh A INA Sy 2 ok A0 25CD95 (Fas) o gk Fohae A B, I HL4nfia i 4145 2
o EI R CD137 (4- 1BB) 4N 15 S 1% T a5 I el L D RE BB 47

[0023] LSk, AN N A LG, A (o) ffFRe g G itmas &
SRR AN Sy« (b) BAEANIE NS 5L s Ania N 4155 DA K (o) ZEfzanfinsh
AN B K 4 oy, Forh g5 S a5 Rt S M e 0 15 & Al sl LA /095 % 1)
[k, B AN S8 S A S iR By 85 G 85 sk B & 2 /095 % 1
[V, I H I A4 - ok 95,0095 (Fas) JugNs ok ohe BB, I H sk il
S EE B AR A CD137 (4- 1BB) IANIE N E S8 S A I el = Dhrg iy

[0024]  fFE—2ES5EI R RN TFN AT Kpi &, RS () gishdl sy, e
SEQ ID NO.:7TIHRIIZIR S -9t i e 5 41, (b) Bi/Kdl sy, FHA S HISEQ 1D NO: 197
FIT 7RISR 3 F- 4t S ZERR 41, A1 (o) 4PN 45y, LB & FHSEQ 1D NO. : 13FRiI%
FR 7 F- it ) S 5 - 41 o

[0025]  fr—LCsTj it AN N A LG e, A (@) gy, R s Hf
SEQ ID NO.: 72 RN SR 7N Es & 4538, (b) K4y, HAPSEQ ID NO: 198f7
SRR A1), 1 (o) AN 4157, LA SEQ 1D NO. - 36 R[N & R 741 o

[0026]  FEREEC ST AN K Gm A AnA ST AR RS 8 A AR 20

[0027] B ue Ty AN TS M2k, Bl 2 R 2 4 A A S T R R il 5 28 1
[IAZRR 5T

[0028]  fR s LAty ik, RIS Me— 18 40, Pk g == 40 B 5 g LA ST
N N[EINE R NS I A g e S5 T N

[0029]  FEuCth 751, BRAL T B 0 G s AR RS I 0 vk, R ) R N e B 4 i
IR RE 45 T A SR A A S TR 16 4.

9
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(00301 fEFLAM 5 T, AT M B SR S B I 15 75, FL A A A 75 i e
SR BRI PR S 45 T R0 R A R (0 i 140 -

[0031] A S ANP A GT , A TR T RIB U R A TAN R 05 75, 205 A
[ 7 ZEG R S B AT PR R S 4 T A U AR i 3240

[0032]  fEELAM 5T, AT S A AN E 5L S ok, i A A 2
SR T B A SR I 1241 .

[0033]  fEHLAM ST, AT Mdb T IRIER T i, AR A A R AE ) S il 45 TiRIT A
SR A SR A 2 4 o

(00341 fEHLAM 5T, AT S AR AR i S B DT 5k, A gi A I A 320
HET A RO HIASI R e 40

[0035]  fEFLAM ST, AN T Mdb  r IRER T i, AR A A R AE ) S i 45 TR T
SO RS 17 AN, o i ds 1 #0782 4RI RE RS A8 S BRI VE R (A B rh
iR

[0036]  RATFIESRME TIRSTIGIT T, 2 R R A 2 A A E A TR A
SR A SR A 2 4 o

[0037]  ZZ UL N ERARAR MR, AR B SR A 5 TR A i 55 L«

B =] 15 BA

[0038] [ 1IARIBE R T4 ARFCDS T b i /K 255 () CD200R - CD28 44 A o (A) 715
{5IMECD200R - CD28A4 AT 7~ A o A AR “T7 40 25 CD200RGHA AN (“EC™) FIESTEL (“TM”) 4544
IRANCD284MIE N (“1C7) 15515 S 45 K935, (CD200Rtm-CD28) o #4H & “T 17 £ 25 CD200R K412
ANEEFYEEATICD28 (CD200R -CD28 tm) [ EAIAN IS PN £ AL 3k o A A4 “TTT -V B CD28 1 41 i
SNSRI 50503 I 2 s Y e 2R DA it 20 JR A R CD28 1M (5 548 o Tl
HAAFART AN SR SN R (10, N— N 29502 R8s I AN A ST A TT A B F A 2
A S BN (9) DNEAFER , ASCA TR BIPE A iR A1 — (12) DM ESERR) |, —2t
TR BT 4 bk 4R PN S5 A3 s e 570 (91, PR BENZE B AL 37 S [P CD200R) & 151
A AR TV A U 34 S LR 1 CD200R P A 5553 o (A1, AL ARV FLAT B 9O S IR
[ICD200R IR 53 o AR “T7  “TT7 RN “V” SRFFAINE 2 [R5 (AL R 2 (B0, T A
P R gni > 1) |, 3 AT DA e SMACHR Y TCRAL A (v T ih o L= 5. B) il Pt
CD200RFT/AAe: M2 ] R CD200R - CD28FY FEAARAETCR - TAHIE. b IR RIZE N IR ARk (o 2
sx )t A (GFP) .

[0039]  []2A %26 2715, CD200R -CD28 A AL fAE fAR SN N7 §-CD200" i B 4H e T e EHEAA
FHE M - LD 8E , A Tz 23 i rp R 2R o JHHTCD3 \ HiCD28FITHT 41 A IL-2 (100U/m1) £ 444N
RIBOK H ADHETCR,, /NI RARE , I F 0 S 6 H IR 52K o B 7K R I FBLA
FR 2 O 4R R4 T BRI, FHrh TL- 2 (50U/mL) 1555 , BT 25 SUR I o 75 fse Jm — R Rk
J55-7K, BTN T T 5E o (A) 52 Cel1Trace L8 Bk il & [1)CD200R - CD28 FIGFP X I
TCR,,, TARITIHE3E - ICD200 FBL (L&) 5CD200"FBL () RIBITARII3K - (B) £E4% ) 114
HRPCD200  FBLANE AR s I, SoARSE SITCR |, TN IR I, B S TCR
TRy G/ /715 . (C) F ST & 56 o 55 1143 [ GFP X R A S (1 B AR AU T 41

10
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JEAHEL , FHZR5E IR CD200" g 4n it i 85 42 FE 35 5 £ T FHCD200R - 9aas - CD28Cy s 211
S . (D) AETHANY : FBLAS fbi A B8 hii ¥ CD200RFICD 20015 5 58 B o I o 7 1 T 155 2 fnh Ak 1 o
(I) .CD200R-9aas-CD28Cysfli a5 H 5 IR BT e A, RIH R &85 1 2R Fh A e s 2 My
(IT1.1V) . (E) CD200R-CD28 CDS TN w7 H B =g R AR S 24 CD200 FBLANIAE /1 4nfT i
I, AN FI R L2 T C RS | 6 - B S8 R . CIRRTE FAME D el (CFSE) Fric Mg 41
g« FHHE R AICD200R - CD28 7 8 1 a2 B MO HFG M2 - TCR . T4 5CD200 FBL
(CFSE™) RN S EEL4 (CFSELo) 4 IR« LIRS MILAFE /RIS R L i & 54
/N o 18 3 9 A AR E FBL iy FBLATS et [ 4 1 SR FBL £ 43 b o 1 i FH T4 et
B RUFBLIY 40 Fo B DAV TR0 & ROFBLIY 1 20 b SR e SR F v« (B) 75 (6) Wi T
CESEAE [ HE HEE 4R « AN IR IR 2 Ak Ce 11 Trace 5 (CTV) Bk CFSERRICHEHIEE 41
figo A2 B T EL44Ji (CTV') .CD200 FBL (CFSEhi) AR F-EEL4 (CFSELo) X HREEAYL: 1: IR &
Y. (G) CFSEZNII M E - HICD200R - CD28 52 AR GFPXS A (AL S TCR | TANND o R 5500 1
TCR,,, T4HZ5CD200 FBLEKCD200 FBLANARRE S PEELAXT FREEI L : 1R A M AT R IR R £
SRR SR B 47NN o 1 11 3 A R A e FBL 5 FBLAFA FE IR 40 i 1 S RN FBL 1 43
bt o 1 o TR & IOFBLIY 1 43 bh R DA AT TN IR & IOFBLIY 11 45 bR E 24 5 o
b

[0040]  [X3A%3DIY 7k, FHCD200R-9aas -CD28Cy st T I TANMI AL AR A X IHRE o B B
SRR R FEAETE BN IR AL B AT A PBLA/INER P S 2858 5380 1 3R — Bk R ThE
F o NSRBI BTk = AR S TCR o TR . (A) S50 BRI . 45 CHTBL/ 6 /N T T 4 X
10°CD200 FBLAE . F. KT , FHCD200R - 9aas -CD28Cys (Thy 1. 1454 FleGFPR I (Thyl. 124
AP TCR , TANPAAE SN X 10° AR B AL 5 5 A8 PR W e AL FR A AT FBLITY
B6/ N A2 K48 T IL-2 (2 X 10U/ F1R) TNMIEEFE I EE8 K, W /INFL S 2e SR FE , B
BREANIS IR 45 - (B) W FBL, CD200R-9aas-CD28Cys TCR,,, TAMMI(EMRHBIR . (LN
=JREL 4 Spl =]} . (C) W4T PAFKCD200R - 9aas -CD28Cy s TN 25 2 A 1 T 4N
M UL K IR YE TR RS e 3 R IR T 28 A I EE B o S5 IRTCR ,, TAHJIEIAHEL , CD200R-
9aas-CD28Cys TCR_, ~TAHNIZRIKIICDE2LY/D , BEosslih §- TR . (D) WA SAFRE
CD200R-9aas-CD28Cys TANNI AN« 2 A RO TANN LA M N IPE TN A6 R fm 15K
MR L SXTHATCR | TAMIAALE , CD200R - 9aas-CD28Cys TCR , ~ TAHI KA
AN R T 21

[0041]  [&[4AZ 4D/ T JHICD200R - CD28%E T TAN )k 4k G e ¥ 7 72 AT DAAR R I B 1
11555 o (A) SB6 B PR o 45 C57BL/ 6/ N 54 X 10°CD200 FBLAAN . F A , PA1O° AN /71N
BRI 750 5 1B I PN 7 B CD200R - CD28tm CD200R-CD28Cy s CD200R-9aas-CD28Cy sk eGFP
TCR,,, TANMLECy LB HOHFFBLIG/ N o AR AE— 4L 2 R4S T IL-2/(2 X 100/ 7
) o B) A S AN AN E 11, AEIL- 278 43 H |, 7ECD200R - CD28 tm T TAN A 5
TN 4R 2 T 25 1 1 Z ks PO ARFRME Sl (O) AETL - 29 SHAFAE N ARFR I /INR A7
o () fECIL- 27 5 PACER /NG I A6 2 o AE AT BT IL - 21915 &0, CD200R - 9aas -
CD28Cys TCR,,, TAAMIRIHAZ A A 11775 (P<O. 05, X HithkMantel -Cox ) -

[0042]  [K|5AZ5CE /xF3KCD200R -9aas -CD28Cy sHITHHMIANGE S AT H B G e 4 JF
MG EIRIFE H AL (A) SRR 4 PRB AL B AT/ /INRLTE 84 X 10°CD200 FBL

11
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i FLR L PALOPANAR/ /NGO 7] B AISE P 742 S CD200R - 9as - CD28Cy s FleGFP TCR T
LS FARE L AL R A FBLA/ NG o A0, £E— 4N B2 K48 T IL-2 (2 X 107U/ 71
) R = KRB LR, i 8 R & R R AL L RO (AST) AN 2R s AL ol
(ALT) HIT KPR oAl 451405 o« (B) X T ANE 32 TAMI \F2 52 SRR RPN AT 4n i ol =2 7
15CD200R-9aas -CD28Cy s TN /ING, , AEFEAZ ST 3R ANT R TR IIASTAIALT/K 35 A R Ad
PRMAR o (C) PRA% 15 ZHZR I TN I o (o FHN TAN PR S CD3E S R oA, Wi 21 k41
AT FFAEA R (2D | 1fiCD200R-9aas -CD28Cys TCR,, WONIHTCR,, TAE (D)
M F 2 LR ZER

[0043]  [K|6A % 6D /"4 - 1BBI RS 5% T A5 Al /e R AMIE 2B R I T I O B SR A
SN T IIAE , FEIE LS S I TN I8 1% 245 i B CD200 iRz BB Am i [ 4775 « (A) CD200R-
CD28 (“V”) -4~ 1BB (“VI”) Fl1-CD28-4- 1BB (“VII”) WA & . (B) £E4E 4 FH#RIE[1ICD200
"FBLANMANMI AN 2 J5 , B I0TCR,, TARNIARNS TAREL S AITCR | TARIIY 14 .. CD200R -
4-1BBHICD200R-CD28-4 - 1BBit AE R IMIEBEFE I TANARSE o (C) f FARHER T-CFSERI4NI
FEPEMISE , CD200R-9aas -4- 1BB'CD8 TEHIAH 54 I 7 H B o (R 4 S LA CD200 'FBLAH
HOFIRE 7 o 1 1 37 2 A e AR 8 FBL 5 FBLATIAS FE IR i it i SR FBL 1 49 b o i 1 FH T4H
[l B IFBLIY 1 23 bl LAV AT TN 3 IFBLIY 11 43 Ee ke ifi & 24 11 43t o (D) CD200R-
A 1BBHE S TN AR AR T R AETE « 45 C5TBL/6/NER T 54 X 10°CD200 FBLA I . F1.
KT, PLLOP A4/ /NI 750 5 I S 9 7 8 CD200R - 9aas - CD28 . CD200R - 9aas -4 - 1BB.
CD200R-9aas-CD28-4-1BBEeGFP TCR, — THHNILSERREME AL IR T FBLIY /N o

[0044]  [K7TAZETDE R, S AFEWT 1R F-PETCRAICD200R tm- CD28 il 5 25 1 1 A\ JHA T4
T2k CD2001 1 ¥E4R M {pl s HH B am Y BT, o T3 DN g bR -1 = A Fom R 5%
IECD200/I R4 o (A) WT1,, FF 5 PETCR . C4MICD200R tm-CD28[1) % ik o (B) CD200/ET2 I
K56240 [ 7k « T2 20 A /KT P CD200 5% 15 « (C) 4NCFSERT R TR 3
B o M N B T BB P 4 S8 1R PR AT K CRS B G B o S5 FHCARE SR TARAREL , FHC4RN
TFP S HE S I TAN AN 2 5 AR KA-CD200 1 FE AT D {2~ HH 38 A 34951 « (D) il J s gm iR
DU, Wi i 8 kT CD200d i mHYRE A I 4 IR 177 A o AT B TITCR - C4% S IF 0 AT
41Jifs, FHHCAFIIFP CD200Rtm-CD28P 25 4 T TR i H B I 4 PR -7 A

[0045]  [X|8AZBELL /K, (U7 STRPaZ it AN 73 FICD28 JL A 5 1% S &5 A3k ik 15 25
TR S RO TANIE RSN AR SRS o (A) 7~ {514 STRPa- CD28 A A 7~ 1A o AL R “T7
BB STRPaZiiush (“EC”) FNESEL (“TM”) L5 sANCD284fiw N (“IC7) {5 5154 4515 (STRPa
tm-CD28) o YA “T 17 0 75 STRPaf 4N S5 A3 ATICD28 (STRPo- CD28 tm) [P A4 it P
SERIR AR “TIT-VI” HRFCD28 LN AN ALK (1) — 50393 5 I B i Y- e 2B LA
2 AT RCD28IW (5 5% o i T Ui AN AN SNl BB (9140, RS TR I BN )
JU(12) NEAEERR , 5B AN AR+ (12) DNEIER) |, — Ly dR G g s ek 4 i 45
R34y (904, PR A NIE B FE A A s IS TRPa) o A4 SR TV EL AT 825 6/ S SR 11
SIRPafl AL 57 , AR BANTE BRI AL A7 5 o A, A ARV LA 80 9 2 AR P STRPaft)
RS 3 o 19140, AL TR ARV T H AT el 23 2 SE R 11U S IRPou 1 B A6 3 o A A “T7 L “TT7 AN V7
ORFFANIE 2 TRI e 23 TRLEE 2 (B an, TR And i S anis 2 [A]) , 3 ELAT DA 5 e SMACH )
TCRILE A b5 I RIS 5 o (B) AR i IR IR S TRPa FBLAIR AT = ) , 46
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[PJTCR,, TAMMIADS T AL FIITCR,,, TARNIIY - STRPa- CD28 A4 SR A AR SMIL I 1Y
T4 R AN, FLHFSTRPa-9aas - CD28Cy sF I H 455 1 R A (C) £ECel1Tracess (CTV) Mk
SEME T, TISTRPa- CD2844 FE AR S TR X HGFE « AEN T A 1 T4, KK SIRPa-
CD28F IR TN 280 TR PAAERFT AN 5 IR an i A 29, S0 L BE B 1 45 . (D)
S S DL 4 5 STRPatm-CD28 5k STRPa- 9aas - CD28Cy s A4 A STRPa - CD28 T4 75
Ji , AAGCDAT IR AN AT , 245 1% S 2 R I T A e D it R 5 A3 A A O S TR
B TR TR AR IS A RS o (B) FITiE 25 CDAT R 4RI 1) 5 5 F4) IncuCyte ™ I E )
ZE 5L, FimCherry % SCDAT FBLIMYRE 4RI « 21 (55 S5 10 e TR IR I 25405 o DARSON 1 -
HE10:1.2: 1800 4 1R EE I T IEg 4t i) 25477 o B LA R8N 1~ S5 4B EE , STRPa-
CD28 T4 th 2 2% 55CDAT iRz it .

[0046]  [FI9AMNIBIL. /i~ T HI 75 PD- 14N AN 73 FICD28 L 5 fR 5 A% T &5 A ik & 25
TEARAIME I 172 Az o (A) 7R PBIPEPD - 1-CD28 K4 B AR ) R 2 I o A A “T” 427D - 141
Jagh (EC”) FESTEL (“TM”) G543 ANCD284H N (“1C”) 15515 T 454435k (PD1tm-CD28) - 44
K “TT” A5 PD- 14N ANSE A3 F1CD28 (PD1-CD28 tm) [ R AT AT i P &5 A3k« 4 4k
“TII-VIT” b 5 I CD281 4N NS A ) — 35557, 13357 S5 e i o Y- D Sl BRAH 8 , DA gk
2 RACFFHSRCD28(5 515 5y 1 UL AN 4R i AN s FE R (92, BROAS AR IR B L
(12) NRER , sk Hm NG AR+ (12) DN |, A @R IV-VITHATPD- LR BT
FATRR TV AT Al 9 S AR U PD - LI R 43 o A ARV AT 0 1 2 S SR TP PD - 1 8
REERSY o« M RARVT BAT A0 15/ S BL A IO PD - 1A 384y « M EHAV I T G i 21N LR
[FIPD- LRGS0 o A A “T7 | “TT7 FIV” PRI TR Rt 2 TRL B 25 (0, T4mi A
JR S At 2 RD) , FF ELAT DL 5 e SMACH A TCRIH: i (7 A5 33 5 Fy iz 5 . (B) Wi R T
1R BB AR N, TN JRPE S EPD - 1AL/ PD-L1AIPD - L2 FBLAH I 4355/ INNF, PD1 -
CD28 T4Hu T~ HR B IO 4RI A 17 A o a0 3 s 4R AR A 1 SRR T 4 i P 580 -4
Jfu K- TFN y FITNFaft4ufiui #5 .

[0047] K103~ T TCR CAFIPD-1IFP (PD1-12aas-CD28Cys.PD1-15aas-CD28CysukPD1-
21laas-CD28Cys) [FJF: 5%k . FHIC4FIPD1 - 12aas-CD28CysikPD1 - 15aas -CD28Cy s 10 T4y
I e SRR R AR .

[0048] TIAZ11CE 7R, 78 R M O FBLAT RIS , B S Fas 444l 73 FICD28 3 i)
BUE S L PRI TR G B ARSI R . (A) 71 Fas - CD28 44 BRI 7~ B 1A o A A
“I7 & Fasgiffugh (“EC”) AES I (“TM) G5 F3gFNCD28 4N (“1C7) 15 51% 45 M3
(Fastm-CD28) o A A “I1” U 5 Fas[ 4 ia SN 25 F93k H1CD28 (Fas -CD28tm) [ FES AN A
SERIE A A TIT7 F” IV 385 I CD28 I AR AN GEAIE ) — 553 (%R 5 ST s Mo Y- bt
ZURARLE) , M 2 AT RCD28(5 548 T T Ui HHANI A ANl B iR (91140, R A
FEPRINEINI L (12) DR, sk d AR+ (12) DN | AR IV E A Fas
RSy, HoFas A NS A R O 2 35 R o A LA “T7 L “T 17 ANV LRFFANM 2 [A] R
oS (AL (B an, TR AT b gnfie 2 1)) , - H AT DA e SMACHR PR TCRAL E {3 4% 138 5
FIHERIEAE S . (B) JFas AL SITCR  TARN LR I FBLAN I ) 25 2RI B I
R AP TR HATNAE, Fr AR EAR SR T TANER AR 2R . (C) #5ikFas - CD28H A I A&
2K (FL) FasfEARINS ORI e (e 2E TAN I A-s ol 34

13
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[0049] 12AR112BEE 7 T A A5 LAG3 A U /4R 45 FNICD28 H k1 54 S 45 M Isk (i &5
FIN S FNZGE o (A) 7R BIELAGS - CD28H A 1) R B A o A A3 A “T7 E B LAG3 4w A (“ECT)
FIFEIEL (“TV”) Z5Rg3ANCD284H I N (“1C”) 15 5% T 45493 (LAG3tm-CD28) « Ay A “I1” f
ELAG3HI NSNS A I AICD28 (LAG3 -CD28 tm) [ IR AN AN PN 45 AL el o A SR TT T F1 7 TV
A5 FFCD28I 4 ANEE AT —iT 53 (%5 S B R 1 D 2 BAH AT | DAt 2 SR (4
SRCD28{E 515 T . T ULHHAY M AR AN A SRR (f914n, A RSN L (12) AN ad 2t
R, BB N R+ — (12) DMAER) A AR TV R A LAG3 IR B 43, FLHILAG34H g4
SERR A O SR o A “T7 L “TT7 RNV R FRr AN 2 PRI i 2 R BE 2 (B4, T4
B S b 4ui 2> 1) |, H AT PAS c SMACHR R TCRAL E 7 4% b 5t 3Ll 5 . (B) 4l
A PTLAG3 AR (A 4R AN E 11, FLCD8 TR 3 1k LAG3 -CD28 M4 i o H5 2 2 25 4%
TR BETYHIOAR S, 3L S DL F6 K LAG3 - CD28 A4 A (LAG3tm-CD28.LAG3-CD28tmLAG3-
CD28CysLAG3-9aas-CD28Cys) TN B /s iz A B &k .

[0050] 13ARI13BEE 7k T A8 TIM3AH U /AR 45 FNICD28 H k1 S48 S 4 M Isk (i &5 7,
FINES A FNZGE o (A) 7R BIETIMS - CD28H A 1) 7 R A o A A8 “T” E B TIM3 A i A (“ECT)
RS TR (“TV”) 253 FICD284miiE iy (“IC7) 15 5% T 453k (TIM3tm-CD28) A& “117 &
ETIM3FIANMEANEE A I AICD28 (TIM3 -CD28 tm) [ IR AN AN PN 45 AL e o A SR TT T FI17 TV
5 FFCD28I 4 ANEE AT ) —i553 (250 S B R 1 D 2 BAH AT | DAt 2 SR (L 4
SRCD28{E 515 T O T ULHHAY M AR AN SRR (1914n, A RSN L (12) a2t
R, BB AR+ = (12) DA A AR TV A TIM3IRL A B 43, L TIM34H 4
SER R A O S TR o AT “T7 L “TT7 RN “V” R FRp AN 2 PRI i 2 R iE 2 (B4, T4
FIHU S b 4Hf > 1) |, AT A5 e SMACH R TCRIL E 7 FHA% b 3 3Ll 5 5. (B) it
PUTIMB BTG (o AR 4R A E 11, FLCD8 TR 3 1k TIM3 - CD28 44 i o 55 P2 2 5 ik
(] FRT AT AT S, B S DL 25k TIM3 -CD28 M 22 f& (TIM3tm-CD28; TIM3-CD28tm; TIM3-
CD28Cys; TIM3-9aas-CD28Cys) TN uIH & i/~ HZ A AR 20k .

[0051] TAAFITABYE R T AEIR AR /INELCD8 TR |- 7K S #1A [ CD200R - CD28 A4 HE47K
(A) FCFNECD200R - CD 2844 HE AR 11 7 2 B o A 3R “T7 £ 25 CD200R A Ah (“EC™) FITFS i
(“TM”) G548 3ACD284M I N (“IC”) 15 5% 45493 (CD200Rtm-CD28) o A4 A “T 17 E 75
CD200R 4Rt ANEE A FICD28 (CD200R -CD28tm) (IS TE RN o PN S5 A5k o A AR “TTT-V
YECD28I A AN EE AT 3500 I F T s Db S FR LA 10E 22 SR AL 355 CD28 1 15
ST T U S FCD28IW AN S NEE A Y] — 500 P AE AT BN A SN e BT
(B, N—"ZE 29505 SER 5 BIANAS SN R = B BRAG EAAR B Sy 8o = (3) Bl L (9)
MNRAEIR , A ST R NS R S RINIIL (9) B+ = (12) NMAARR) |, —2efg it
PRI 4T ek A P S5 A3 #3500 (Bl PR BENTE B A3 R I CD200R) o 4514
Fa R TV A 3/ 2 LR I CD200R A R RS 53 o 4911 4 , A ARV LA R 19 2 SERR 1)
CD200RIPJFERH A3 o AP “T” L “TT” A1V RFFAHIIL 2 TR 123 TRLBE 25 (a0, TANi A 5
AN [A]) |, B AR LR AT e R 10, AT DL S e SMACH Y TCRAL i A7 H AL b i ) L5 5.
(B) 3833 HCD200RT A £ FLCD200R - CD2BHI L AALETCR , TAINY b f1s BE IR Feik o
[0052]  [X|15A % 15N {5 7%, CD200R - CD28 44 A7 S MIE it FHCD200  fireg e 4 it 5k T4
O HE5E AR R AN F- D AR, HAE R R R R BRI S A TS, A g5 R e A 2%
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LG5 RNz /D24 S AR o FHIPTCD3 \ HiCD28 A EL 4 A IL-2 (rhIL-2,100U/ml) £EAR4NH]
WK FLZIHETCR /NSO BRANIE , 5 0 S v BT RO 52K o 55 7R A L FBL AT
AN AN A TR R, I HrhIL-2 (50U/mL) 5555, T 2 3URIL o £ e — KR =
5-TR B TANM T T-M5E o (A) il Cel1Trace2E (CTV) MBSk M [1JCD200R - CD28FIGFP 3 I
TCR,,, TANNIRIHGEE , AT ARSI 4l (9952) - D200 FBL (1) 5CD200 FBL ( FE])
LT AH3 K o (B) A fJCD200R (trCD200R) )oK o (C) FLRIE T2 CD28 (5 515 G454
oo 3 32 FTCD200RAT A I 2 1) t rCD200RFG L AR AETCR,,, - TANY FIHEEE R R 1K o (D) it
CellTrace MR MK trCD200R (J52%) FIGFPXI (ZL£8) TCR,, . TAMMEIYIHESA . HICD200
"FBLAIELTAN3 K . (E) HICD200 FBLAL L f#iCD200R TFPHE S TAN N By 8 o 76 R I
D200 (A=) 5CD200" () FBLATIARN RIS — A I RS0 TCR  T4R/ED
FEAHEZITCR | AN 5 FE P ' £ HICD200R - CD28 (1 &]) skGFPX i (&) #65
TCR,,, T4, (F.G) 7545 HIHEIRIFICD200  FBLAN A M fl S i i, 6 SO TCR T4
N AR SIITCR,, TR S R AU R 5 . ¥P<0. 05, %%P<0. 01 (t test) . (H)
CD200R-9aas-CD28Cys CD8 TN i/ H B = (A /M 24#CD200 FBLATIAE /1« Yt ek}
5,6-RIELDI R T CIRBE AL R (CFSE) Fric #EHyeg 41itg - FICD200R - 9aas -CD28Cy s i,
mock - #E S CREAFFS) #2TCR | TAHM KUY TCR T4 5CD200 FBLAHARFRF
SEPEELAXS FEAEY L 1IR AP PAFR /RN - SRR EE A9 & 47N o il 1 s 24 AR
FBL (4 FBLAITS e 4 1 SR FBL 1 43 b o a1 FH T4H I, A& FOFBLIK 40 bR B LA T
AN 7 AIFBLAY 1 43 LB R 8 7 v b o (D PHERZ: 17 DAL : L BB 43l S FBLAIEL
TCR,,, TARN AR A - AL OB DFE PR B D) P Ron i A - e e i 41 &, (0
IFN y JINFFIL-2, (J) dmiad i s gnfe ARl 1 (D mh R r g - = A= B B - [
ST IR 2GR FREL S 40 . (K-M) CD200R-9aas -CD28Cy sfl &2 [ 5 I8 T F 2 fr
FHH R G Ve AR TR « B kX, SERA R G881/ N AT DU ANAE G s S i o 1522
TREESITCR , ARINS I ON 1 TAN SFBLAEE : T)Y10: 1,37 CHYZEA M 5712043 B K
FEYINEEIp-S1ideVI. 4% (Ibidi) |, FRCE 1657 8K E g e e ) il W iss
WL A 16K, R T B gniie, i MR T RE A4l . (N) FJCD200R-
9aas-CD28Cys (£1£k) \CD200R-CD28Cys (k) FIGFPXS I (RL%) #2FHUTCR, TAHMBAILCK
Y3943k , HoAnbrc OB FE R 093 Bl

[0053]  [K|16AF 16 7, £E AP i B JeE et , JTICD200R - 9aas -CD28Cy s M TN L
Je R R, FFHESR T R ERCE A R I 4R G0 BT Tk AN B L5 ik AR B S TCR T
8. £5C5TBL/6/NERIE 554 X 10°4NCD200 FBLANL . 7K I , #5CD200R - 9aas -CD28Cys (Thyl . 1
A1) FleGFP (Thy1. 12445 1) TCR . TANNIRARE U4 X 10°/ Mgk B L 4T Bl cy
REFERO A FBLIFB6/ N o FF2 KA T TL-2 (2 X 10"U/FHR) o TANUFERS IR 258K, X /INFRL 5
B2 58, ORI E AR BRI 4 o (A) A T2 Ao ITCR,, T4, Wi R JFBL,
CD200R-9aas-CD28CysTCR , TANIRIZRAEIREH o (B) TFPHE SR TN AL 550 AL
FEARSNRIEUR 5K, HICD200R-CD28%E 5 (L8 2%) wloRFE S (15 2%) (WTCR TR F 1K
PRSIk . (C) Wi fZFBL , CD200R - 9aas -CD28Cy MHIZs H /A IATCR - TANMIAMKL S (LN) Al
JENE (Sp1) HR AR R o i Bk DA 2 AN B (Thy 1.1 Thy 1.2°) TCR - TR 15 53 Lh ok 15
CD200R-9aas-CD28Cys TCR,  THHNI (Thyl.14i5—F) IATEUE . (D-B) /558K (D) FI15K
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(E) ,CD200R-9aas-CD28Cys TCR -~ TANE (B2 JHIATCR - TANN (Z1£%) FINTRIET AN
(BH50) FiRimbrs k. FeAgfn 15K, SRTIRTCR - TANEAHEL , CD200R-9aas -CD28Cys
TCR,,, TANMRIIAR KN R E A -

[0054] LTAFILTBI 7R T AEAFAE (A) S (B) TL- 27 SIS 00 N AL FR /N ) A7
R 45 CHTBL/6/ N T4 X 10%NCD200 FBLARNE . 7L R, PALO N2/ /INERU R 77 e A IS Y
JE44CD200R-9aas -CD28Cy s HleGFP TCR, - TAHIIASCyALFRIFHTFBLIN/ NG (AT K)o A
— 4N A2 RS FIL-2, AL T 10K (2 X 10"0/ 1 8) AE RS IL- 2040 F,
CD200R-9aas-CD28Cys TCR,,  TAINIIIFEFS WA T 753 (P<0.05, X #itHMante -Cox
U (B) o AE (W) B S5 (n=3-45UNRL/4) AE B) i, i Bk 1 34 iy 5
% (n=6-10 U /4D .

[0055] 18AF 18E s , i 5 AFGAWT 155 5 E TCRAICD200R tm- CD28h 58 11 At
AR B CD200 0 ¥EAN N s H SR OG5, I o 1 34 o an i P11 A, )
J T2k CD200 0 PEE AR - (A) >R FEER A P 4nlia s BsR CHIED sl A ifops BRni CRED)
[fICD34 4 | [FICD200/1 ik o (B)WTT i 57 TCR\TCR ., HICD200R tm-CD28/E 5 AL A TAH I
T ek« B R T 4575 T IFPLTCRaANITCRBSEIAG EE 74« (C, D) UNCFSERfN I T4 )1
GEL o Wi A7 5 T M O AT S s ST CRSESE SR o FIWT L Mt O T2410 , IETITCR
2k ITCR ., AICD200R tm-CD28%E F A TN o (E) b i A AR b, Wi 7 25 - T240)fu 1)
AR A AR, FAWT L il A T2 R 70 PR AR I TCR e O TER AR (L)
il FHTCR ., AL F]CD200¥ TRP P & 4L A TARN (N &) o AR T~ B FITCR 6 S5 IR T4
Jg, HITCR FITFP CD200R tm-CD28 e S A TAR A o H A AR A 572

[0056] T9AFE19CTE R T AE AR TR SWT LR METCRIL K I CD200R - CD28 4 1
e (A) FRERPECD200R - CD28 44 AT R o (B) Won 4515 IFP TCRaMI TCRBEE A4 LA T
o (CYWT1 A PETCR\TCR, FTICD200R -CD28F 5 25 4 £E R AR TR f 585k

[0057]  [&]20AZ220DiE s | #kCD200R - CD28 A4 S (A f1 T A ' R O AE 2554

[0058]  [&|21AZE 21K E R 1 1K CD200R - CD28 A4 HE AR TR N T DR IAE (LAt Al -
A AR )

[0059]  [&]22AZE 22D\ 7 | H#kFas TRPA AR TR T 7 I AR N BT TE AL -
() BFFE et (B-C) 7EEIEP 4 X 10 vBg dn i (BROK) JF AL FRB eI AL , 74
ST PRI A R AECB TBL/ 6/INFRUHH A T8k U526 2RI FBLIMRA AR N A= ROt , 2 ik
F B IR AR R 1 0°GFP L P 5iFas - CD28 L I TCR | FEHLIHICDS T4ME (355K «
FI22CHT R AU NG n =4 VN o (D) 3838 TVIS R E it I FBLIMYR 40 A= 153 A o
TERR IS PR B Fha X 10 g i s (350K F7E PR i A0 BRI , 76 418 52 PRI TR g AE
C57BL/6/INGLHHIIFBLIFRT , 2 I A T HAAREE (11 FE) i 4K A2 10° N GFPHE 5 (R 5k
Fas-CD28#5 511 (ZLIE) TCR,, FEIHEPRICDS T4 GE5R) -

[0060]  [¥23AZE 23D /s, 0 5 Fas i fid /N 53 Fl4 - 1BBIL RIS 5% 4 I & 25 11
A1 MR 4 R £ RSN RN, I HIE D T Fas B I gastr:. () ek
Fas-4-1BBM AR o 2 ARt & Fas4ilffadh (“EC”) £ M4 - 1BBESTE (“TM”) A1
AP (“IC7) {5515 S 45 M35 ("Fas-4-1BBtm”) o (B) FERR T4 5 2L N TCRFIFas -4 - 1BB
IFP (Fas-4- 1BBtm) [JHL3R5K il i MU ARASTCR i 4aBITCR |, FIFas-4-1BBtm (SEQ 1D
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NO. : 187) UDNAFS I AL AP Lat - 4N, 77 A 10 e S50 8 IR - 2D HEP 14 T4HJf T1HTCD3AN
PICD28 R, AR e P e SRl 5 ISR 2K o RIS 1K B S 1 T4 T X TCRAT
Fas[WFE PR T4 (&, Il i AR 31 T 04 o (©) WiffiCellTrace 2k (CTV) Mk
PR, BRTITCR s HTCR , FiiFas -4 - 1BB s S TAIIIN H5E A5 5E S10P 14 T4T
JfaflCel1Trace s (CTV) BEFE QLRI AL (2, I ARG (A LSRN - S5 HE 8 : 11 L 45 FTIFBLF
FAANARIEE K () AR BORT AN i e 2t ARG T o0 4 - (D) A b T - Fas(s 5%
IBEAT LT AR (D) FRFE IR TCR | R Z Fas Rk T4 (11) Rk FEREN
TCR, JOBF A AT A1 (111) FRIKFEREHTCR | FFas-4-1BBtm/J TN, FHTCR | BRTCR | +
Fas-4-1BBtm IFPHIBMFESP14 TN 7R )m , 8 FHFLICAT IEX TN s MR IDE K &2
B -8R T, LA S Fas i 2l i 4 se T .

[0061]  [K|24A% 24B 5 /< DN B IDSH AU rhiFas -4 - 1BB T 42 il b A= K AL A7
o (A) FAT 22 L3505 TDS B HLFhRE 41 110 35 43 10 IncuCyte ™ W (1 45 5 o 45 Sk S0 T4mify
(Ul Bz ZTCREk BT B2 2 TCR Fas-4-1BBtm) 54007526 IDSEP S Rz 4nfig Ml /5 2K, I
i IncuCyte™ 4347 i o TDSARIY ALK o 21 (a5 S A Fon I 4r i 245 B) H (1) B
1A iz ZXTCRANMIER (11) HulR) f7 ZXTCR+Fas-4- 1BBtm&lfaAb BRI ID8/NFUKI A9 » 71 IDSFR I 4
SRR AN T 5 X 10N TSR ARt , FEEA T 16 O ik BRm e AL PR , /N 2
10"/ NTHARIAIS . 0 10N ] Bz 2% o O MRAm e, SRS TS TL -2, SRS 10K A AN
TR LIRS

[0062]  [K|25A% 25D AL RS KPC/ N A HiFas -4 - 1BB TN w s BE R FE A
FARIEAFETE . (W) B IEF BRI /N () FIAE BN 197N (KPCEE A TARE/INGRD H
JHRBRIIRE () B A G o (B) S5 7 i ] o a7 5 15 KPC/INER DA rT i HH TSRS, 9
FERZI8JWE , 70 A BRI B AN 7T o /N AT L0 e 2276 7 4, TR e A/ N, I
LEPBA I I 7] 4252 TCR - TR IR /INER 43 7003 S TR] 2 B0 S P T A e A TR Rz DK v (1 J
A, EERPLO™AS BN AR U, 52 J5 E A5 TR/ APCHR T (IERINERRE ) |, S 37k i
e ANER L -2 AR TS R, PEAS /N AT % o (O B I TN iy fe 215 28 K1)
ANERUBLIIL , F a8 1 37 24T AR I 2 R AR G O TN R A R RE O T4 e R A1 (D)
(i) $iln Bz ZTCRANNEL (11) FrlH]FZ ZTCR+Fas - 4- 1BBtmZH A EIKPC/ N IIAET -

[0063]  [&]26% 5% 11 (1) TCR ,, T4MfEk (i1) FHTCR , +Fas-4-1BBtm T4HUALIH JAMLEL
R GESHFBL) /NI AT o 25 /NS S FBLARND - 7L K , AE45 T BN T 10N TR 5 I
N, FHPASEBEAER /N

Bt

[0064] IR THRBE TR A5 40 dn o A A h 5 S 1 SRk S & A - B, ARA T
ORI 25 B ] DA AN TR 2 RS B RIS 5, HrhaT AR e s TR s H A
DCEI U S PETCR X B S RE YR I R 5 £ F (TFP) 1) 53t 2ok PO RE k5 A F I 4R
(s ) FRam s bRl RS REAR ELAE o XARI TRP A RN aS 5 S A S8R 4
NG S48 ST A5 A3k o 1 1 T ARG I TCR (B4, =57 F1 T TCR) NP AR S0 55 TR AR
TR B ST, TR AL S B A 5 (0 A fieg 40 AR ELAF FIIN PTRE A TS
TN
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[0065]  FEHLECTTI , AN TP 75 TFP b TFPI B A0 75 = 40l (B, w5 an T4
J A2 A W NK ARt S5 1 S e am i) |, DASORGE £ 25 TFPRY TR Y 5 ik, T & MG Ty B
), BRI 3B 1 (B, i L 5Y%) -

[0066] 7 B ARIH Al AR A L HH 2 117, $2 (A S il TR SR R E ) 8 SR e A B T HE iR
A K o AEFEAN AR A T HARE X

[0067]  AEAULHHASH AR VG 1 0 UV He o sl G e il N i o B4
W TE RN AT B EE, O B S, B4 F (il BE W+ 2 — a2
—) L BRAES AU USRS A B , 75 MEASC AT R 11 5 A R A S AT 257
JEl, BIANZRE S e RST a2, N AR N L FE AT R e Bl N AR #8280 BRAE S A Ut
A, ASCHT FIARGE “297 2 F8 R R TE B BB G5 110 £ 20 % o N 29 HE @, ASCHT R E
TR AN R RRAT AR A S R AN AN AR S (R, “EkT) [ TR B
NEFEERTT EH A A B AR AT AL AR Y, RGE “ds” B f s
(] S, FOARTE AR K S AE AR A BRI -

[0068] ARG “HEA FH...... B ERUR SR T IR T4 e ARl P B, a2
JoT_ b ASSEMR EOR PR A B AR R IR EEA B P B A5 a0, 85 1 S5 A3 X VB (151
n, G55 G5 BB X B L) e it QLR B — AN e 2 g5 X ) FOR
b Y EA DX BBk A B SRR A1 R R A L B A Bl A A I R E
SR 7 A (BN, S B ul R B R el S5 A 2[RI 2 TR 4k, BT e VR Ak VR AT
K, WA A X Bk & R RS TR E 220 % (BN, ££15% v 10% 8% +6 % -
5% 4% 3% 2% K1 %) , FF A SR sE ) (B, R R AR50 % DA B, 9l an A~
40%+30%25%20% ~15% +10% 5% 1k 1 %) Z5Fgl X A ak & (A BT (Blan, 454
HEMIRESAENTT) o

[0069]  QASCHT T, “Sdny” sk “SEN IR sl NI e FRAE I T 4 sk sz A 1
AR B PN N S I /)N s =i ot i EOE O e s e e e e | S P W G A Y
PR TE PR B B A I AE NS AL Sy 2 TR ANR AR R R B A B A o0 - s
LEREE eI S5 AR IR B AN - (B, 2 4R R4 AT REXS 16 2 4 sk 52 & A
SENTREY, TR GRSt 280 HORIR A DAE o 285 L RO AL E F LS E 2R DN 21 32
gifarh, RIS INIAZER 731~ AT ARG 21 = 4ifia L R A rh sl AT DAPE R B e ARk SN st A5 ) o
AFAE Ban, A ok Hofth 19 32 fill28uA) o« AR “TliRny” sk “[FR7 & Fe e 1 E4nie W kh
o PR I, ST AR A R AN P RPR I -l I o B, SR T Rk
SN BB PR AT LA 53 0 S iz o3 I R SR A = sl = i oy - sl B A R (H AT AR
ARG A ek KV sk H A1 & AEN TR 1 T UK B ARFI AR AS[F P Rk 41
Pas

[0070]  GuASSCRT T, ARE “PIISIY” Bk “RARI” S B 5 A7 T4 E ulofd 2 4ifw b o BoA
HA TRABEERE ALY FEantE.

[0071]  QASCAT T, “G5 & 85isl” (AR “G5 5 X7 ok “G5 588007 5 A Sy 1
($141CD200,CD47.CD19.CD20.CD22 \ROR1 ] Z% .PD-L1.PD-L2PSMA WT- 1 4 Jifg J4 i 5
F1-AD R AR S o S s L S AR I 1, IR SR 2 IR s A5 S
SERI U RE ALY o - s A GRS B L A5 A B I AR RRAEAE I S A 5
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ek B 2 P2 AR S5 A RO AR A — e S hE B, 25 5 g5 IaE B &5 S a5 h s, il andr Ak,
T2 4R (TCR) |, Bk DhRe MR &5 & S5 sl sk Pt I 455 B B o B 1 5 5 G5 A el 15 52 A i
AN (B 4ICD200R \PD-1.CTLA4 \BTLACD2\Fas FH ) IREE) sl H 45550 Bl A (91 angnifa Al
FANIL35 VAR 1) sk L5 538057, ek AR T AR X (140, S5F3 AR  sFv scFv . Fab) Bk
FASEE, T4z & (TCR) BT S & IX, BN BETCR (se TCR) k& e 2K, e A 7
YRS & T A 1 1ae

[0072]  GuACCRTH, “FEmthgs & R g G a5l i &4 1 S0 PR AN T skiKa
MgaE S (B, R &5 S A EAE I - gn 5 20 A L) | SER T ekKa ST el kT
10°M-1, B &5 & T IXAEAOEES 1, A SEES AT A Ho A 3 T B2 40 W An A i A o 45
G pyad (e RS 8 ) TR 20 “EE A g5 d it (e RS 22 ) Bk (IR AN
7 S A (S RS ) - SRR A sk R e R B b0 L = D10t
F010°M L EADLOM L E D10 L E D 10N Bk E D10 Ka BB £t £ 25 H B
MR S A 4B R A EA 10 ik 10°M ' Bk 10°M ' fKa g B £t 4 254
S0 52, SE AT DAGE SO BT M (B4, 10 °MZE 107 M) (RS A 4 A AR ELAE T I Pt
TE(Kd) o AR LS , 85 G S5 A3 ] HAT “BYsR s A )7 R FRe Bl TR BN
SEEE, SHEHUR NS A TR A (WO AN) 255 S5 RS S o B AN, RS A T AT g
e TP OKa CEMrgs &7 50 m TR AR S & a5 A8, ok 8 BB TR BT K (i
TR NI EE G G IKd (R ETR 0 |, okl TP iR 2 R (Kof £) /NP 2R
M ZE G SRR N AR R (Kot f) o CLRIZ PN E v T S e s e MR S5 A R e FE IR AL BH Y
G eI, DL M E 45 G a5 i ik sk il A 85 SR AN, Bl iWes tern blot ELTSAR
Biacore¥analysis (2 UL, 9141, Scatchard et al.,Ann.N.Y.Acad.Sci.51:660,1949;F
U.S. % FNos.5,283,173,5,468,614, sk HAE ) .

[0073] QAR T, “RilGas 27 e fRAE ek B 2=/ DI A A S5 Rl 2 0K, Forb
W EERPIGAE RIR— AL T8 BT Y o AT DA FPCR B4 TS5l g i &85 1
[AZTR 731, i vl DA AR B B 0 ok il S X MR B A 288 o i s e it — 22
O H AR Sy (N, FEE S | IAbRES s A TS R 53 f- o A SRR S, F A 32 4 (51
an, TN Feak ko A Rk A A T A R, ARG B EE R AN, RS
(—B b T g sh (Flan, S S5 4588 JF Bl G 8 1 10—l b T anie iy (gl
A S T .

[0074]  GuASCRT I, “Bi/Kdlsy” 2 4a A e g rh ) S A E I = 4E 5 A AT 2 ik
FR 41, - HA A 2915/ N2 5 R 2 2930 S SRR T K VB I « Bk 420 I 2544 7] 40 4
WEE BAT BT S~ BURIE Bk AT 4L 5 o A2 FR L ST B, Bk 4l B R H B RIS RE 1
[ “Be g5 A3 , O AT AR N Bk o g IR i s I 1 ) —5B 97 o AEdE— 2D 1 S oI
[N e Wiy IRy vapes Rl I e s e T OB 4 N EEH ) O R [ |1 DA RS B = Bz R A U AT
DU /KA 53 PR DA G 3y FLIX sleore /KRB B AR 2 - TRIAE ELAE T o

[0075] QAR T, “AUf NS 5L A5 H9387 2 0 I An i N o, B an T A A B 1
FlE AR T — -, MU RS M A5 S I, T DA B Bk I B (e k7 2, 491 dn sl
[~ BHVE R sl A 4N Fh s A= 2 sl AR B 3 o A B S b, 40BN 15 S8 S a5l
E e E AR E SN, R G SBIE S, s A S UL EE S 1
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G VR E SR E g b 415y 44N G SE S A a s — N2 AME 5%
SFEEMPREIE T, 51 A0FE T oS5 S AT S BRI L SR (TTAM) IR e o S i, 3L
AL E e SN R o A A S, 4 P 15 S A5 At 5 — Rl 2 B
b AR S 5 1T (R (i 4 2, i At 8 1 5 B P (e g A R 35 o £ — 28 50 e
Wi, AN S S8 S aE ik ek L b Fr BERTDISK [CD3e . CD38 . CD3E . CD25,CD27 .CD28
CD40.CD47.CD79A.CD79B.CD134 (0X40) .CD137 (4-1BB) .CD150 (SLAMF1) .CD278 (1COS) .
CD357 (GITR) .CARD11.DAP10.DAP12 .FcRa.FcRB-FcR y Fyn.Lck LAT.LRP.NKG2D.NOTCHI .
NOTCH2 .NOTCH3 .NOTCH4 .ROR2 .Ryk.S1p76.pTa~TCRa TCRB TRIM. Zap70 . PTCH2 ik HAFm4H
B AL, 4Hl NG S S AR H Dhie A B A & CD3C .

[0076] ARSI, “Z SR EEAIE JE i Bk 42 5 I — 2oy - sk DK e A B
Ek4s a1 2 -l X, Forh 2 S S5 Rk AR B A FHEEAR A Bh T el 2ot dE 2
A I, TER SR A = SR A DU SR ARl B =i B 20 SR A, AT L& Il 284k S 2R R Tl
SRR R =R R Z R e 2 R AR BN, 2 AT RRVA T — Bl Z B2 R 4
J1, RSN (BN, e e B e AR LR AT A - R T
LU AR ) KA EAE S B IR A A - SRR Y A N (i, AR A,
P RS PN L R i 7 ERAE I I v = s 110 Ny Qe N i | B G e | SE N FEL KRR & S ol )
SERUER RPN 2 A A AT S — Dk 2 TS B ALy R R IR B B LY
W - £ - R ML - PR - MR e

[0077]  fEhEsesigmBirh, b2 1 AT Bk, HonT B ik In] bR - Thigk DA R I/ B4k
e B AR B E FHE— ek 2S5 5 S5 8 A7 , W A3 AT 5 1 2 IR G5 AL PR HE
O TR VRSSO A B AR S S8 SIS M (9140, S0 1S5 A3dE ) sl = o ik
K EARGLy Ser IN1EZ)-HANEE, H iy Sy oy 1 2251 H 4L

[0078]  “VEFZEIAIR B “GEde e IR BB S S P AR T X B s it 2
[ — D 2> (B, £92-201) SRR IR AL , I AnAE 45 & 5 A IBAIAE B G/ K 4 53 2 1],
BT K2R 53 I — i sl P L o E RS LR T DA A 5 28 A A A i v 28 (B, 74
P 5 25 U AR - (A A Sl o e v A P RIS (o et 1 7 A () S R R AR ) o A SR8 5T e
B RS RPN , BN A 1= 2+ B ING Ly Ser FIAREE , Horbxcfly Ay 3y
125 H 58

(00791 QAT I, “Hfse AR Geamiie” 2 45Ut 1 s rh s 1T 4 ) S SR S AT A 4
i, F AR A R AR B A A A CR™ A BB A0 , v an Az 4 i B R 2 R 5
S  EAZ A AR 40 ) FOUbRES AR A A CRLP= AR bR 4h , v anT 4 it BN H 2R 5
(NK) 41ifita) o 7 s AR e 4Tt (0 FECDA T4 . CD8 T4Jif . CD4 - CD8 - AU T L v ST
AR TR AR 5 G BRFR SR 41 o B 40 A AT SR 40 7T Bk ok “Brolid S e 4
5 “APC” , EATLE LT IR, Y SIS S IOAPCER 0 = B H LA MR A7k (MHC) %4
T2 2T ) TCRAH ELAF FHING, AT LA T o

(00801 “THMi” & A M B rh e S0 7 A TR 2 44k (TCR) e AR Gt o T4 m] A2 4
e O 28 T35 5T ML, CD62L . CCR7.CD28CD3 CD127 FICDA5RANI F L1 I, ifj
CD45ROMMFRIRIFD) iIZT4mE (T) (P st HARIAE I 4nE) Fss - 4uji (4
ik it g dte) o1 Al h g io Tanfe (5 4hMET4n AL , TCD62L \ CCRT
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CD28.CD127CD45ROFICDIS 1k 4 INPA M CDBARAN Fek i D) AN -1e 12140 (T, 55
ZHHET AN BT, AL, CD62L . CCR7CD28  CDA5RAMI FE ki /D, ifiCD127 [ Z k388 ) [T A«
SN T (T,) B4 I PR ICDS 4R S E IR 4R i, %TCM*HHQ , HL.CD62L .CCR7 «
CD281) AR A, - FON ORI AN 28 AL 3R 5 FH I o FCft s (9P T4 i Eo & U M T4, 540
CD4'CD25" (Foxp3") AT PETN AN Treg 1 7411/, LA K Tr1.Th3.CD8 CD28- FiQa- 1l PET4H
o

[0081]  “TZHjifus2 A& (TCR) s/ T4uN (sl TR 20D i b A4+, B 5CD346 ¢,
W TR S FEALAAEMEE S % MHC) 43 1455 1P « TCREER Z A T4 i h H A
e P TR (oM (Hh 53 AR S TCRaANTCRB) 1 it B 210 53— SR A o A —/ NI T4 i
i, TCREH FTAZ y BEANSBEM) 7 — ZR AR B (H173 BIAR W TCR y FITCRS) o TCRIFJREAN 2 TS5
BRAEE LRI B L I HAECHR I HAT — NA S B BR AR 1 AT AR S5 A e . — N S e Bk R
U E A g A bk L B IR I A 4 i (32 Janeway et al.,Immunobiology:The Immune
System in Health and Disease,3rd Ed.,Current Biology Publications,p.4:33,
1997) < APAEA R WP, TCRAT DASK F & A s, €4 A /N RERC AR A3 L =
Sl B LB . TCR AT DU Hff 45 & (B, RS IRIX sl 45 Mglah) sl rlia 2.

[0082] W] & s T BN A NS RIS FT )i (HLASY ) 1“2 ZEEH 2
UG G+ MHCoT ) SRR 26 28 5 AR SR OB & 11 MEC. TRy 2 57—
RAK, S EesE (R =g i) MAEIAN 45 G 2R AR MHC TT285 - HM
TS BN 28 1 o MBAH BK , PR 2 RIS L o T B A T S5 A 3 MHC (HLA) 1285 Rl F i
BT TR [ A 2 % 22 A SR AT, b IR MHC 5 (i - AZEHLA) FyCD8 41 g iH 31 - MHC
(HLA) TT25F-Ft i 14600 A ge ks 8 S g 52 00, B e A1 1H CD4 T4 g iH A1l . MHC
SR DASK F AP, Eo4E /N R R R L 2 o

[0083]  “Kxfiy 1" sl “BAZHIL” AT LUERNASKDNAMIE A, , H 055 CcDNA L JE LA 2H DNAFT & ik
DNA o AZIR 53 - AT LS AURE sl BRI, O LA R Bk ), AT LU S sk AR s (e X
85 o by AT LURA SRR C R 4ad e A AR R gy 41, sl rT DA AN A 4
1740, T % B iU ek R el i B , 4oy Rl ARt R 21K .

[0084] A& T ARATT A HIAZIR 73 B 2 A% H R AL 1R « AR ZAZ IR S A S iR 1
PR 0 1 2 A% PR ) — R L 227080 % i %7085 % 90 % 95 % 99 % 1599 . 9 % [1
[F)—VE, B BRE Fr A FR I BRE A IR & — 1T RS I A 56 T (REJ65-68°C10. 015M
FUEEN.0. 00 1 BMIFIAHEAR B , BAE K 2042 CIYI0. 016MGULH 0. 00 1 5MAT IR BN A5 0 %6 F:
) HATHRAL I HTRRIR B T 4t LA ARSI R DI RER 45 & S il L ph 5
AESJ.

[0085] R “ 4™ F T HRAS QU 3 PR AR A8 I S5 1 o A oA e A B BV S 1
S0 JEE R AR 14 1) CAHR e i) 1R B R o 23 A8 AN R ) P& S5 R S B 32 AE 2065 -68 C Y
0. 01GMEUH . 0. 00 1 5MATH IR B , BliAE 242 °C 0. 0 15MEE L 54, 0. 00 1 5MATHEFR FAAI50 % H
Wiz (W Sambrook et al.,Molecular Cloning:A Laboratory Manual,2nd Ed.,Cold
Spring Harbor Laboratory,Cold Spring Harbor,N.Y.,1989) .

[0086] iy AT LA fefi FH B A% () S5 4 (B0 B8 o O BEATRIY 8 - B v P PR B il
AR 5 (HAE , AR BN AR MW A AL B RS HITE DL B, A R 4
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FeRZ A FIFE6x SSC,0.05 % FEEEIREANH , /E37°C N G T 14 1 SEAZ FHER) 48°C |
CGFF 1T SAZR) 55°C N GoF 20 ML A% #R) F160°C T ChfTF-23/ Mk
SAZHER) Yok

[0087]  “B K™ S REMEHEAE T — PIMZIR ISR 73 F- o BAARFT DI 40 BTk KR 75 5 Bk
PRI A o “Foak AR SE XA A YA AE T MR I BRI 15 5 I Z AR 1 — ik
ZAEE GRS & E Rk .

[0088]  “Wi%k SR is B LI RNASE AR 55 v Wi 50 25 (Gammaretrovirus)” & 15
W SR BRI — I8 o A FINEIY v 3085 Ros 5 A FE /N T4 25 B 1 I 25 3
ILI9995 25 ST PAITRR o 255 AT 25 DXLIR PN B2 4T 4 2 e 25

[0089]  “Mgfiij " JE R AE LI/ 2R AN A A% S50 25 88 o e 2 1 LM
FEHIV O\ R s b 25 . AGHIV IRAIHIV 270) | SESuM: 2 M0 2 I e R b &5
(FIV) Ao pebhftasmas BIV) HISRAR Go el 2 (SIV) »

[0090]  FEPHA RN Z IR EAZ R 73 F e A1 R L B SCr, RGE “HRIAD 2 TRl —1E 4
HE” 45, MU THO R AL B FalR e X He B RO N , 4l FAS U L 01 5
B B an A Pb SR il T et Bl S, ANk 2 e el e SR R
X _FAHF S B AR E H oy b 2 B FRIE B AZ R (19141160 % 65 % 70 % <75 % -
80% +85% 90% 91 % 92% <93 % 94 % 95 % 96 % 97 % 98 % 99 % 5 100 % [ri]—1£) o 14
W, AT E 53 B e AR — VAN AU AR BRI A2 2 BLASTAIBLAST 2. 057k,
I BEATtschul et al. (1977)Nucleic Acids Res.25:3389and Altschul et al. (1990)
J.Mol.Biol.215:403/ ik

[0091]  “Va¥7” uk “VaF7” B “HGE & PR AR 1I5R ~  agiE (an, A skdE AR FL2)
Yy, AR K ZEEY 5 N R BIBR A R Gl DR RS TR A RIA AN T
(IRl A8 R A 2 4R DA S mT e e AR sl i BTG T 1 18 M R R ala y 0 26, LAS R IR T 5K
THBI I 2 AL o 1R T B TS / 5 28 1 2 AL B AR A I PR &5 2R VIR B A S D A TR RE IR
FEARGRE DR A Ao B i AT o B O RS R D HE B AU 0 TRAS IR
PERE VMR AT AT e A AT 5

[0092] SRk AN TN ARG & A R4 e @58 F 0 VeI A 80 sk A Ro” ()
411, CD200R-CD28 SIRPa.-CD28 CD200R -41BB. SIRPa-41BB. CD200R-CD28-41BB. SIRPa.-CD28 -
4-1BBuk HA b sl &85 ) 7 N SR T P sl e 8, AR Sk Xy
2 (B, 0D A I NIEE /N IRRAE AR KA |, DA T IR T B 1 — Pk 2 i
SEIR RS 2 P e g £ e

[0093]  Fosii TRk £ (IFP)

[0094]  fp KEECTy I, ARATHHR AL TRk S E , A gni s 43 5 /K4 20 A4 i Py 41
53 o FE— RSB, AN AN B R 45 S5 AR, AR S e 45 5 B 45 1 A A A —
SESEBI, Sh5 G Aok AR B 3 AREAE R Y a5 S A ST Rk R e
PR (BN T B 3 S AR 75 1553 1) I R EELE B PR sl A IS S5 105y 1, sk 24 filiE 2
PRER AR A 75 50 - sl H A A B AR o A — 2R ST, i N 410y s 518 545
Tl , I AN RIS 5% S A A Sk ol i AR g n) e e 4 AL s il s 5 sk b5 5 10
(5 S a5 R, AE—2E 7710, BlvG-85 F BRI N T H AR PR 2 S BT E 5

22



CN 110621335 B " O B 19/62 T
&5 bk RV s 5 .

[0095]  /E—SLSUHE B, G & AT 8 BRI, A — B SR, fil A
R S (A B s il 2R ERE 2 TRl R e R S5 GBI 2 S 4i i NS 7 1
IFEW)) DA R E K ks R i, 0, 2k B A S BE S Al b B 2 PRI B 5 L 5k TCRAIMHC
o2 A RN A A5 o AN 40 BT s e g B B A B 25, 49 4, 7 TCROW Heb A TR S M T )
2, BORIRSY T 5 RIREE SRR 2 (R B 2 S I A NS 53 Bir i ) i 5« £
— BB, A TR AN T AN Fh ek ot N e SN, 12 s ok K R R DA
B EE A S PUR SR A S T I EN .

[0096]  {ENTS 5t , T S 4 R S, 7T DATE 2 Ahan it 2 TRIE R, 91 4 e a4
=z B A% (Rossy et al.,Frontiers in Immunol.3:1-12,2012;Hatherley et al.,
Structure 21:820,2013) o fAl4, AET4H S Hld b 4nf (APC) B IR &L 1, m DA k3
TCR (fv; T- T4 & 1h0) SHLARK (MHCHKZ5 & A HE AN BE5 8 (BIanfeAPCI i AT ;
HLATZR 3 AT LA T A A AZ 40 3R 10 _F G0, THLA 11250 F- R DAZERT A gl 2y |- A
SR B AEAPC I &) 255 TE R e 2 i o Db, S ie S il ] 20 2R it - Bl e
(SMAC) , H- AT S bR 2 4R80T ~ Prolit -HLA Glbulit -MHC) 2 A P25 R ES A i 1 4% 538 DA
S A 2 TR 200 i AT - Bl SRR 1) B2 43 Wk « SMAC ] LR FEHE A A [F] DB ) = A 544 -
A5 R TCRPA S R R A I 73 F X (cSMAC) LFA- 1R &5 1 2R G SNEI X
(pSMAC) + FI1E 2y CD43FICDA5Y - F 1t [X. (ASMAC) o £F KL ST , G e 23 Mok i i 4
10nm % 291 5nm. 41, 75 T2 2 it Fh & IR A 2 B ELPE T, BN TCR : - HLAJCAH 7. T ok
S -MAHTAE R, A RIS R 29 1 4nm . 78 H B8 STE 51, s 2 kb [ SMACTH) 5%
AN 15nm,

[0097]  fr—LCSTjE il , G AR E SR An I SN BE AT AT DLE A T T R 5 fil
HFEE X % o — B P TR RS 2% X F [ St an e shis K 5, H
ARG IRHFAE 49140, MHC - TCREZ S A H AT 2910 - 15nml 4NN BE, T BE 2 2 T 385
RSP IA N B 2940nmi i SMES i (Alakoskela et al.,Biophys J 100:
2865,2011) « BANFIZRFINE R G FECD2-CDA8E &4, A N H AT 2912 . 8o 4l SN
FE (Milstein® A, J Biol Chem 283:34414,2008) . B4, K E 7 T c SMACIK = A1 it 4
2554 AU FE TCRAMIMHCE A%, CD2.CD4.CD8 . CD28 J Hofil f& (Dustin et al.,CSH
Perspectives inBiology 2:a002311,2010) ; A, FUX 26 5 A T RIRECAR S 51049
FHAGENRNUEN TcSMAC.

[0098] 12L& 75, A LARAAE sl ik T K07 72 AR Al Al T ARG 1 4R NS
43 (Bl aneh &8 1 g s oy, BRETRE— B E &9 Blan S &G RUB A E 5) ) K
J ml it B T AV B Bl 5 o A SR BB R AB PR AR AT DA P i N\ 1 S R A% R 7 41 R
TSR N = G54 A5 6 GRS RN A RIE o 25 1 I = R 2549 AT A S m i AN 43 1)
KN RIEVERA] T 8 1 sl 2 S0 4nla NS 4 BT A K B T FA R AIE o i,
R T R A S 1 AR AR 0 K B 75 7 o B 4, mo1biol - tools . caflISwiss -
Model 5 21 T F&E [ g5/ 110 T H (G512 Wl Schwede, T. , Structure 21:1531,
2013) .

[00991  fFREeEsgE i, SR & An S sl B AR AR A T RL S 82 F AR A6 T

K
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SN o AE—LE SR, Bl - R S AN SINES o s R T 5 2 i o AE At S e 151
RS E R S TR T IEE % (SMAC) |, 9 4 SMACHR o £ HE—2E 1 St b, i
G R SN ANIINAS S R TCR - HLA- JIAH B 4 i 2553 B AE [ T s 58
fih o A F A STHEBI B GE  : HEE SIANE AN B 291 20m % 2 15nm, 5 2)
14nm.,

[0100] AT DA s AS &5k 0 R AT AR 5 72 e I A S e 5 fik FhoAH T A TR 40 1 4 i s
Z RN o A5, AR5 e S eI, AT DLE S T AT ST 4 B 5 T FE - R A R e i
(James andVale,Nature 487:64-69,2012) ,

[0101]  FERFE MBI , ASCA TR S 8 AL AN IE fh /N T-40nm[F) 41 SNES
53 o AE—EC ST , ASCA Tl A 25 B 2 AR AE /N T 30nmI P AT ANER 43« £
— BRI HEII R, AR SO TR 5 1 A A [ A /N - 20nm P 4RI ANTR 9 o A1 — 2
[ SEBIH , ASCA T IRl A 28 1 B 5 A B (N 15 nmi P 4TSNS 47 -

[0102] LS, 5 se Vit NS ink 5Pl Sz A e 7 s B R SR8 A BT R AR A
A B Bl 2 A e 2 TR) A B AREL , Bt Rl &8 et T A g M B s 1]
BRI A o A — 2B S B , Y Al & AN AN U RE R F AN IS5 A, ik
PANT 1R BARAFEE A G AR o3 I, B S S5 A A anie sh AL o I KR D
B 5 RIR 1 IO AN AR R, PASR AP B BB 125 o £E — 2B ST B, AN SR
AR RS A LSy, BT 4n i S o0 S i 55 1 52 AR O A A S Al AN 2 —
SERI (I an, 55— 4n SR 1 SR B S sk AN AN S A o A — B XA S B, O T 4E
FFY G 1 I A I REIE BE A o RE S fil N ml s B e e S b A g e 4, T LUK A
Ik A SR

[0103] - HBepef (Il ansesse) v, Fi 12 Bs S5 A5 5 Z A i, (HT4nfi s
A (TCR) TR BB 5 S A TR s 07 R P AN BT et ] B 2 ) (B ABAD) |, 1iX 2 T B Redik
P AT F LR G 88 10— 02 T AR 28— 15 S 3t P E BRI 28 (55 . A1
W, A — B SR, S B AT 5 R SIS S AT DA SOt (O R sl R
TR B e/ M 55 580 B A s FE AR I T B AR L 49140, 78 SR S5 S, SR FOR AR
SETURIARS S B S 8 siB ik S A — S pIrh , AR AL A2 H R
R Hb 1B BRI, A, SR 5 AR b 4 R LSRR o gnia , B an TN o 75 FR L S fol b, K
KRG B S5 0SS ARSI A AL o FS IE AR S AHSC I 4n e N 4153 - 75 T4n
MR IR —FhorBIME Sz 44, 4Rl & TR 4 AR P4 (CTLA4EkCD152) , X4 5APC | &
WP FCLAARCD80ELCD86 2 —Z5 G I, M LA {5 5 - CTLA4 M 1o 41K 71 T 40 i He il sz Ak
CD28 K11 F HAT A TG AL OME & (3 DWRudd et al.,Immunol.Rev.229:12,2009) . ZETHH
=% T & IR S — o e Sz 4, B e PR st T2 11 1 (PD-18kCD279) |, 24 5 APC G IR
HAMAPD-L1 (B7-H1.CD274) 5kPD-L2 (B7-DC.CD73) =z —&54 1, ] AR il {5 = . PD- 1JR
T 2 5E R AN S AL A TR I i3 L DT B B s i R e (3 MKeiret al.,
Annu.Rev. Immunol.26:677,2008) .12 51115 SAHI AN 43 (Ban, CTLA4EXPD-1)
M5 IEE SR 4145 (B4, CD28.CD137) A A T AR S5 M fil &85 11 AU FECTLAA -
CD28HM 45 11 CTLA4-CD137Hl &85 19 .CTLA4-CD28-CD13 7Rl &85 11, PD1 - CD28Fl &85 [
PD1-CD137h &8 [k PD1-CD28-CD13 7R &8 ] »
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[0104] AT MR85 1A AT ARH T sl D S e g e S R 4 A5 S I 280 il £8—
SO SR A ARSI IR G B RS SNBSS, WD T e Re gl
IR 5 1R A 1 S I B AR S e o AR5  AE A ST, A AT
Rl ST A AR5 5% S D, e S PR S B A RAE AR A T IO o 7F
— BB ST, ASC AT G AT S AR AT B R i 45 & B AR 2 RO
REBTE A= TSRS 515 T

[0105] AN IFAO R Ee A 2 I X — M SUE 4N ] LB A I — XA IR A2
MR 2 MEE 5 - Mg 8 B A 2 LR e At ) SR TCR A GR A2 A2 2
LRI = FRERIR 2 P e T Al A 25 1, JCHE TP EE AR S B AL S Be S il Hh 110 TS L
G, TSR TANE AT L RS 5% 5, DA G SO AN G

[0106]  FE—BesTj il , AN IR G2 AN T TCREHR &Pl 2k (CAR) s At
ARV A E ] o A — 28 S, ARSI R G A A 7E T e Sl NS E ] o

[0107]  ZE 55— 5Tl , ARS8 (3 S 1 ok FH FRE 4 i B sk skom w SR S T4
oo 1k, AT IR gni Fe ik 45 5 = pl 25 A OB AR

[0108]  FE— A RBIMERISsEEIH, Feth TRlG &, a5 (2) CD200RIANIEINT S (b)
CD28[ 5B Al . 11 () CD28[W AN N {F S A% S I A2 — L ST , 4R sNESo7 ik
35 MCD28 S R 45 A 3s it I CD28 I AR MR 43 o AERE— 2P S 5, CD200R AR i 4h
0543 5 MCD200R[FINA I [ 2 /D 2) 231N S B o A1 HAt ST 5 vh , il 5 25 A B 27 CD137
(4- 1BB) 4N E S5 45 Hg3 .

[0109] Y& 5 — A REIER S Epld, $2 4t 7RG ST, A () SIRPa I a4 |
(b) CD28IME5 IR A5 A3k A1l () CD28MIANIE N {5 51% S 45 H930 . /£ — 2L 30 rh , k45 ik
15 NCD281%5 I S5 F 35 E T CD28 I 4T AN 43 o AEE— 2 I S HEBI , STRPaIAH AN
I3 AU K FI STRPafFIN A 1Y 22 /D 29 36 IS IR o £E HA S HE I, ik 25 b f 5 CD 137
(4-1BB) 4N E S A& 4593 .

[0110]  FE 55— oRBIVER S fh 524t TR G &, HAS (a) CDI5 (Fas) I4RIEAN
43~ (b) CD137 (4- 1BB) (U IR 45 M35 A1 (¢) CD137 (4- 1BB) FO4HI PN 5 SAL S 45 Mt o

[0111]  FE 5 — " oRBIVER S fI 524t TR G &, HAS (a) CDI5 (Fas) I4RIEANT
45 (b) CD28[FIE 45 Kyt . A1 (c) CD137 (4- 1BB) (AN PN 5 215 S 45 My I8 . 75— Be 9 151
B 8 A 5 A CD 285 TR 5 A3 T CD28 I AN SN 43

[0112]  YE S — A RIS EEI AN TR 7RG T, HAa S () SRR g5 &
&5 G S5 AniEshdl sy « (o) BRI G S5 S S anie i 415 Fn (o) 40
RaghRIgnfE N 4153 g K 41y, Hrhl s Bl e a5 1 S50 GhEE A 2 S 1R E4S
GBS SR NG HA LT R/ Nk BB DA T IR 25« (1) 251K B S Al 4
MMM 2 IR, (11) 225 52 S YR aniE dNERs o BBk i B 29 K 29 sl SEAAHIA 1
2, Bk S S AE TAN I 2 AR (TCR) AIE i TCREF P45 A OMHC- IR S92 1], (1i1) £k
59 EYIMAnEINT 3 BRI B R L s AR R 2, Frid E S e 5 a5 G a5 ik
1 RARS - SRR ES SRR > 7], (1) /N Tk £k K2)40nm. 25nm. 20nm, 15nmEk
14nm; 5k, (iv) HARM 4G HA sl /32 2B 27 CD95 (Fas) igsNg el L thae B, T H
AN 2053 A A5, CD 137 (4-1BB) 4U NS 516 S ah itk FLThRES o .
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[0113] & — A Bl S AT 7RG S, RS () ER R &
&G RN 7 (b) BRI G S5 S AR 4nia N 4153 1 () 1EH4T
N SR N 055 IR K 20 47, Horp 85 S a5tk S IfivE o g S e A ak g =0
95 % A —VE, AR NG S5 S a5 S LR EEo Sy T8 8 a e s s 0
95 % IR —1 , H H LRI > F& 2 27 CD95 (Fas) Mgk H ohak B, H HLiZ L f)
R F BB 8k F1CD137 (4- 1BB) AN N5 5 1% T a5 A el L DD RE 647

[0114] 5 — Al S , AN TN AR tah &2 1, L5 (a) 4ulieshdlsr, H
AEFHSEQ ID NO. - TLHTRIVIZIR 0 - 4ahs i 2 5L R Fr 41 (b) Bk 44y, HA9 &y FSEQ 1D
NO: 197 7R IR 73 T4 2 2R 7 41 A (o) giffapy 2%, A4 FHSEQ 1D NO. - 13F)T
IRIIZIR Y T I B R 41 o

[0115] {5 S — Al S , AN TN ARt & 28 1, L5 (a) 4ulieshdlsr, H
A HAHSEQ 1D NO. : T2 RIS IEER I 45 A g5 M3 . (b) Bivk4l 5y, H A4 SEQ 1D
NO: 198HT R SEER 3 1) A1 (o) AN 4157, LA SEQ 1D NO. - 36 I & R 741 o
[0116] AP I FAIFA AR AT IRk &85 A I A RS0

[0117]  Zfshdl sy

[0118] QA TR , AL B Rk & 8 1 B S AN AN o, BT 4n i A 4H 2 0 5 e
VEGEEHEIN E5 G 85Ik il &8 A 25 S 85I SRR 255 0] (1) BHIBTFE 55 53— Bl 119 AH
HAEH @lan, BREre T2 - B EAERD |, (@) T80 D elb R e R e Thag (Bian
NS 5L (3) AEE5 G I 5 S ARLEH A SIS AR Y (Flan, Kok
TS S HHORIEEOE R S) Bl R G & AR g, s R4 G o A — 28T
IR, A SRR Rk A 2 B S A AN 2, A R R o e S 5SS ARSI &
LRI o

[0119] AR /R IS G 5 A3 FT DLE 4 R T A2 A O g /M ak sl 1 45 53500 i
MBS RSN 4R - (BIANIL35) LA S TPk e & 5k 35 T TCRIV &5 5
SERL I AR LA S Ak FAT AT 4145 - 454, F FHCD200R  STRPa.. CD279 (PD-1) \CD2.
CD95 (Fas) CTLA4 (CD152) \CD223 (LAG3) ~CD272 (BTLA) \A2aR.KIRTIM3.CD3005=k LPA5IffD
SNIING G GRS AN THRTE RN o« QAR 1, 2K 1 A0 2 1 52 AR sl Bl A i oMk
B TCRE I AN NS A I B DhRR (B55) BB AR HEEE S frh , Nl 5 58 R 1 4ni
SRR L INRR (G55 B, SR AR S & A W R R B S s A T o AR et
S, B AN A T ARl AT AR I CDR .

[0120]  fF—Be5 i lrh , Bl a5 1005 A CD200 45 & S5 Myt 4m it Ah4H 43, I ANCD200R
NNk CD20045 55597 « /E T 53, CD200RAE 15 T BRER R S I 1AL 1 CD20045
ISR (Tonks et al.,Leukemia 21:566-568,2007) o iR, CD2004E & Fhid: veg , £
T L0 ~ 25 8 B BT AN 25 R pAoRg (B, 2B 2008 LS R ANEEIR 4nides) vh 1 3351
L R ZKCFICD200 580 5 S A B ME 1 I (AML) IR TS A R A7 5%, JF H.CD200R 5 5 U i
SRR LA IEIE ] (Coles et al.,Leukemia 26:2148-2151,2012) o 7F F-tb 5 i 5]
H1, CD200RAEA N (U HCD200R & [ 4 K AN AN 43« CD200R 25 [ 11 4 K i AR AN 45
CD200REE [T 4TINS 4> T 45 45 B B ok i 45 CD200R I JEL 45 M3l 1) — 31545 1) CD200R &5 11 41
ughEs s s & R B AR T e
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[0121]  YEgb—2P R0 52hEpI , CD200RFISEQ 1D NO. « 2R s OAZIR 7314 ht o 71 S e At
S f5IH, CD200R AN 1 75 MCD200R N A5 1) 2 /D 2002 FE IR o AF — LB HAth S 51 v
CD200RFHSEQ ID NO. : 11IFT7RIVAZIR 53 gy o £F 53 Sh—L8 551, CD200RIM AN M5 5
£12 \CD200RIAINAIH I Z /D £7180.190.200.210.220.230.231 . 2345k 243 M B8 . 9l 4n,
CD200RFHSEQ ID NO. : 8FT/RIAZIR S - dahty o (AT iR SThE A Hh , AEAR A TH R &8
{5 1] 1ICD200R . CD200Rfifg AN sl HATATTCD200R F4 B i A CD200R o £t LW ST il , 12
fit 7 CD200RfiEHME, -5 HATHSEQ 1D No. : 2FT/RIZIR S5 b i S 25 1L Fr A1) 4311
N ANE D80 % /085 % £ /D90% £ /D91 % = D92% D93 % E D94 % . D
95%  £/096 % £ /097% 5 /D98 % B /D99 % « /199 . 5% ik 2= /1100 % I

[0122]  fF—BE5fslrh, CD200REIA, ANSEQ 1D NO. : 251 7 RIK 2 R I A1) o £ —BE S i 51
1, CD200RE 27 WISEQ 1D NO. : B4R R 2 34/ 7 41 o £ - 28 S e {51, CD200R 8 75 4NSEQID
NO. : 31T 7RIV G TR 7 41 o AEARAT AR SETE IR, AEAS ST IR &85 1 FR T CD200R
CD200RJf SNk ek HATATCD200R F B ACD200R o /E 5 (1 S il , $2 £ T CD200R a4k
W, H 5 BAAWISEQ 1D No. : 25 7RINEEEIR 7 A4 T I ANE 2 /D80 % /D85 % &
90% E/DI1% EDI2%  FD93%  ED94%  EDISY \EDI6%  FDIT%  E D
98% & /099% % /199 . 5% 5k % /0100 % A .

[0123]  fE—2esjEfi, s & R 5 2 A CDATES S &5 Ik gn i s hdl o3, 91 NS TRPaify
AN LS5 G8857 AE T 5, CDAT & —Fh) 2 Rk WS IR |, e R P 4mi e T 7 ]
AL /E] (Willingham et al.,PNAS 109:6662-6667,2012) .CDA7 5SIRPafH4: &4 R Z)
SIRPafF SA% 5, A4 i 4 R 2 A8 FH o ERLILE , STRPauy I YK 5 350 g 4 1 7 e
PE TG I STRPo/E 25 AN\ S Ieg R ip 25k, A FEAML VB PERI AN ME I (CML) S PRIk
EL I 7 (ALL) SAEFE AR (NHL) 25 A M B BESRE () il SR e A =t S A08g o 7
HEesi B, SIRPa /N B S IRPads 1 A KA NI 53  SIRPor 1) 4 K il ZhAn ity
ANERSY < STRPoE A P4t SN A3 O 45 5 i BRI A S TRP ol i 45 AL a1 — 51543 AU S TRPo i
AN NS IR 8 & B B AT e

[0124]  fFift—B i tafiirh , STRPajfs Sk sk H 2544543 FHSEQ 1D NO. : L7 RIAXIR S
TGt o AE R A, STRPa /N (05 S TRPalfON A 1 %2 /0 #9300, 310,320,330,
340.350.360.361.370. 3735k} 224 FLFR o £ — L H At St 51, STRPa I SEQID NO. : 21
FIT AL 5y -4t o AEATATT TR ST, AEAC AT T R Bl S | il TR STRPa, STRPaifY
AN HAT AT SIRPo A B2 A SIRPa £EE— 20 [ S fiE i, 42 4 T STRPoffu s, 5 A
FHSEQ ID No. : 17 /RIWAZIR Sy -4 @ IR T A I 43 I N 2 /D80 % /185 %
2/090% /D91 % 2 D92%  ED93% FEDI1% ED9I5% FEDI6 % DT % E D
98%  Z&/099% % /199 . 5% 5k % /0100 % A .

[0125]  frat—P Sl , SIRPaffu /NS E1 5 SEQ ID NO. : 40P 7~ S 3518 3 4 o A1 —
SO 5, STRPafl 25 SEQ 1D NO. : 44FT 7R IW 2 5508 17 A1) o AEAR AT T iR ST, AEASN T
(IRl 2 1 A I STRPa STRPai SN sk HATART STRPa - B A STRPae £EdE— 2511 5775
B 24 T SIRPaffu M, 5 LA SEQ 1D No. : 40 R 2 5L EL 7 A1 43 T-IO Ja SNe &
180% E/D85% E/D90%  FE /D91 % ED92% EDIZ% \EDI4% (FDI5%  F D
96 % & /097% % /098% . F/099% & /099 . 5% ik Z /100 % A .
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[0126]  FE—BEsTfE i, e B S g s aL sy, I g sl o B 5 454 1PD-L1.
PD-L28k N R 45 & Gt A2 — S S0 b, Al 8 B S 4 e oy, BTk 4n i shd oy
B PD AN sk AR S5 5807 o AE HE L ST, PD- 1 AN (45 PD - 128 K 4nif
ANERAST PD- 125 1 194 K i SR A NER 45 < PD - 18R [ T A ANER 45 T 45 45 Fr B sl A5 PD - 1
PE B A5 A 1 — 50353 THPD - 1485 H 4HIANES 7 & 5 B Bk FA AT AL o A 2 S v
PD- 1 i #Msk 2 APD- 1IN A 35 (1 22 2080.90.100.110.120.125.130.132.135.137.140
149.150.155.158.1605k 1 70N FE ik o 9 4, A1 26 5o, PD- s ¥NE HSEQ 1D NO. .
91,935k 95T 7RIMAZIR 57 - 4 o £E Ut — 2P 1 5B 51, PD- L SNk B3 25 5 /D I 2) 90 2 Ak
R 2 /D 2] 130 MR, 4nSEQ 1D NO. : 60FT/RI1 o £E Bk —2P i S jie b, PD- 1 oM
5 MPD- 1 ANEINA I 1) L7028 B FR 741, WISEQ 1D NO. : 90T 7 o A — 2L 5 Jie {511, PD- 1
FHSEQ ID NO. : 89T 7RIVAZIR 73 -4 o (EATA TR STHE I , fEA TR b 5 1 b s
[JPD-1.PD- 1 Ml HATARTPD - 1y B APD-1o fE it — 2 I S i, 32 ¢k 1 PD- 1 4h
W, L5 HAGSEQ 1D No. : 60FT /RIN SR T M4 TN = /D80 % % /D85 % &2 /)
90%  5/091% . 5 /092% & /093% A& /D94%  ZE/D95% E /D96 %  F/D9T % 5D 98 % |
%/099% . %2 /099.5% i 2 /0100 % AR ALt — 2P 1 S I, $2 4 TPD-1 s, H 5 R
A ISEQ ID No. : 90FTRINEEIR T A5 T I ANE /D80 % /85 % & /D90 % &
D91% ZED9I2%  ED93% 2 D94% B DI5%  EDI6 % EDIT%  EDI8% D
99% A2 /199. 5% 5 2 /D100 % A o AE 2 I S E D 2 4t 1 PD- sk, H 5 B A
SEQ ID No. :89F T RINAZIR 7 - Zmh I R 3 A1 M o0 F- I AN 2= 2080 % % /D85 % \ &
090% E/DI1% ED92% 2 /D93% 2 D94%  EDI5%  EDI6%  EDIT% D
98%  Z&/099% . % /199 . 5% 5k % /0100 % A .

[0127]  {E R85/, PD- 104N (04 SEQ TD NO. - 92 948k 96 i S EL e Fe 4 o 4
S Sz, FEAE T PD- 1AM, H 5 45SEQ 1D No. :92. 941k 96 il =1 A 5L 5
IS B ANE D80 % /085 % £ /D90 % /091 %  £/092% /D93 % . 2D
94% FE/095% . F /D96 % FEDIT%  FED9I8%  FD9I9% L FE D99 5% 1k F /D100 % AHIA .
FEATAT TR S, AR A A TR S & 3 A8 PD- 1. PD - LN sk FAT A PD-1 5 B
JEAPD-1,

[0128] - —SLSEfilrh , Bl &8 1 B2 5 A CD2 SN I 4R A 4H 75 o A1 R Be ST fpi
CD2HHSEQ ID NO. : 61T 7RINAZER 73 - 2hihid o /£ HE L S 5 b, CD2JJ SN Bl R CD2 28 1 1 4
KANMINES Y CD2EE [ [ 4+ B AN A NS 43 CD288 [ AT ANER 7 [ & & v B ey A1
CD2F5 R S5 A3 1) —5 43 [ CD2485 AN ANTS /3 (&5 & B B AT & o AEAT AT TR 51
T A AT R LS A T CD2 . CD2 i ANk sk AT CD2 B B2 A CD2. fE it —3
M agE i B AL T CD2fudME;, H 5 H G GenBank Accession No.NM 001767 . 3~ ER
TGRS 24 35 TR e A1 40 - B /NS 2= /080 % £ /D85 % /090 % « £ /D91 % . 2 /b
929% % /093% &2 /094% . E/D95% /D96 % EDITU% FEDI8% . E/DIIY% \F D
99.5% sk /D100 % AHIA] o 7E T — 2B 1 2 i, #2447 GenBank AccessionNo.NM
001767. 34, H 5 545 HSEQ 1D No. : 61 /sIIAZER 2> 12w b I S8 2582 - 511K 73111
N ANE D80 % « /085 % £ /D90 % £V 91 % = D92% D93 % E D94 % D
95%  £/096 % . £/097% 5 /D98 % B /D99 % « /99 . 5% ik 2= /1100 % I
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[0129]  YE—EEsE I, CD2J/ME 405 SEQ ID NO. : 62fT /R FLIR - 41 - AEE—20 11
ST, B T CD2Jfu /N, HE S A SEQ 1D No. : 62 /s 1) 2 5L 08 1 41 (1945 1 it AN,
2/D80% 2 /085% 2 /090% 2091 % 2 /092% 2 /D93% 2 D94% . £ /D95 % D
96 % /097 % /098% T /D99% . F /199 . 5% ik Z= /D 100 % ARIA] o AEATAR BT AR ST,
FEAR LTINS & 1 A I CD2 . CD2 i ANk HATATCD2 B ACD2

[0130]  FE—BesfE i, ph& 8 B S g sl o, iri g shdl 70 B 5 45 T-FasLif)
G55 S I A e S, Bl G AR A 5 i Fas (CD95) [N 4 N 75 Fas 7t i
FAARSIINAS B3k, Il 5 S AN AL TR BH 11 CD84N iR i . FasLAEAML \ JFR s« UP 5L
S AN AR E AP 7555 (Kornmann et al.,Annals of Surgery 231:368-379,2000;Contini
et al.,Leukemia 21:253-260,2007;Motz et al.,Nature Medicine 20:607-615,2014) .
PN, B AIE TR TR I MR FFasLiy F, 3 HFasLt AT DR T-CD44 /0 5
ST b F o AE L ST GI , FasfgsN o hFas i N2 KA INT 7 FasE 1Y
K RTINS 43 W Fas £ [ IIAHIANES T IR 256 A B sl i Fas s IR S5 g3l 1) —55 53
(IFasE FH4IIEANTB T 1455 BB sk HARAT AL 15 o AE— 2R 90 vp , Fas g /Msk F SEQ 1D
NO. : TLHTRIIAEIR 53 F- 4 o 7 3 AN — B8 S (91l , Fas i /e 495 M Fas N i 1) 2 2D
150160161166 17055 17355404 - 4414, AE e 5hE ], FasFSEQ 1D NO. : 73[R~ [1
KRRy -4 o AF SR8 Eofth ST s, Fas HSEQ 1D NO. : 75 R IAZIR 45 - 4bid o 5 AR AT i
WG, R AT RS 8 1 Fh i T Fas Fas e /N ok AT Fas Fr BEE AFas o fE3F
— i 124 T Fasfiggha, H 5 H A GenBank Accession No.NM 000043 . 47711
FABR ST - It A B BR 7 A 199 F IO NS 2 /D80 % . /085 % /D90 % « /D91 % &
92% ZE/D9I3% D94 % D95 % B DI6 % EDIT% EDI8Y D99 % D
99.5% k#0100 % M At — P e B, $E 4t T Fasliushk, H 5 A7 HSEQ 1D
No. : TIFTRINIZIR /3 12t IR S BB 3 A 19 47 - TR AN /D80 % 52 /D85 % « /090 %
2/091% 2 D92% 2 D93% ED91% FED9I5% E D96 % = DIT%  FEDIB% E D
99% . % /199.5% ik % /1100 % 4[] «

[0131]  fF—S65jE i, Fasiu/MNa U5 SEQ 1D NO. : 7T2F RN EE IR 751 o A — 2L 501
B, Faslfu SNk 12 SEQ ID NO. : T4FT 7RI IR 741 o £ F L ST 5, Fas oSNk B2
SEQ ID NO.: 76 RIS IERR 541 o AEARAT AT R STHE B, AEAC L TF R Rk 1 s T
Fas.Fas[yMk ok HAT M Fas i BOE AFas o AEit— P SE 6, Set T FasagMg, H 5 H
HSEQ ID No.: 720~ IR A 0 T i sNE &2 /080 % & /D85 % . & /090 % /b
91%%E/092% . E/093% . E/094% . E/D95% . E/DI6 % E/DIT%  E/DI8% . F /D99 % .
/099 .5% k% /1100 % AHIH] .

[0132]  fE—BEsjirh, B8 A S S LAGS (CD223) SN 4R N 5 o AE S 51
FEB, LAG3 o /N 405 LAG3 5 F 1O K AN /N3 3 LAG 325 F 1) 4 K A A A I MR 45
LAG3#E AN AN AN A3 IO 45 & P Bl A LAG 31 i 45 Hg el ) — 341545 TR LAG3 85 13 411 f SINTS
SrINEEE B B AT A A, A —Le ST, LAG3 AN £ 75 MLAG3 N A5 1 K
£3420.416.415.413884 10535 R « (AR AT SCHEFIFD , AEA LTI A G-28 1 A
LAG3LAG3Ju M sl HATATLAGS .y BEe ALAG3 o fE it — P S, B2k T LAG3 N,
H5HAGenBank Accession No.NM_002286 .5 7sHIZIR Y 4ty i 2 3L 1R T M 43
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MINEANEZE D80 % /D85 % E/D90% /D91 % E/D92% . /D93 % . % /D94% . % /D
95% /096 % £ /097% 5 /D98 % B /D99 % /99 . 5% ik 2 /1100 % [

[0133]  fradk— 0905k, LAG3FISEQ 1D NO. : 153 RIAZIR S - 2mh o £F Hhst o
S A, LAG3 /N £ 2 MLAG3 RN A1) 2210 430,435,438, 440, 44585 450D 54 34 L o 141
wn, AE R S EEIh , LAG3EISEQ 1D NO. : 16 L R AZIER 4 1-4aht o 5T Ak S ol vh
FEARN TR S 8 A T ILAG3  LAG3 /N sl HATATLAG3 Fr Bt ALAG3 o AEiE—22 11
S, FEAE T LAG3 M, H 5 45 SEQ 1D No. : 153 /RIUIZIR > 1 2wt ) 2 KL R
A5y F R NS 2 /080 % /085 % « 2 /090 % /091 % « 2/ 092% . E /093 % . /D
94% % /095% . F /096 % F/DIT% F /098 % FD99% | FE /1099 . 5% ik ZE /D100 % A
[0134]  ZF—BE5jtffh, LAG3FU4rSEQ 1D NO. : 154F NI 2SR 7 o fF —2eS Mo,
LAG3tU 5 SEQ 1D NO. : 162H1 RN 2SR T A1 o (AT TR ST HE I, AEAS AT R S8 1
HRAE T ILAG3 | LAG3 U SNk sl HATALAG3 i Be ALAG3 o ARt — 22 1 S (b, 421 T LAG3
gk, H 5 HATSEQ 1D No. : 154 RIWZEIR A4 I N % /D80 % & /1085 % |
2/090% D91 % 2 D92%  ED93% EDI1% 2 D9I5% FEDI6 % DT % E D
98%  Z&/099% % /199 . 5% 5k & /0100 % A .

[0135]  fE—UBsj il , B2 (A A0S & A TIMB I AN 4R EH 3 o AE RS S o e
TIM3 AN 2 TIM3EE A AR AH AN W TIM3EE (A A K AR /M43 < TIM3 45
NN (NS G R B B A T IMBES IR G5 A3 — 350 IO TIM3 R 4 ANER T [N S5 &
Fr B S AR S AEAE AT TR ST, AR A AT Rl G851 PR R TIM3 L TIM3 4k
e AR TIMS B ATIM3 o ARt — P s ol v, 32 7 TIM3 sk, H 5 B
GenBank Accession No.NM_032782. 4 RAIAZIR S -4ty i e 35 1R 7 A 143 FO i /e
Z=/D80% A= /D85% E/D90% 2 DI % = D92%  EDI3% DA%  EDI5%  E D
96 % /097 %  F/D98% £ /099 % . 5099 5% 5k /100 % A .

[0136]  fradk— g 9uEfbrh, TIM3FISEQ 1D NO. : 167 RIAZIR S -2t o £F Hhst o
SR, TIM3 M B2 T IM3[NA i 1) %520 180,185,190, 19585200/ 2 1R - 451 41,
LB SR, TIMBFHSEQ ID NO. : 177 s IASER 73 F- 4t o AEATAR T iR S HE I, AR
ONTT IR A2 1 AR T TIM3 T IM3 M AN s HAT AT TIMS o Bee A TIM3 o ARt — 22 1 505
IR 3R AL T TIM3Mu /M, H 5 A FHSEQ 1D No. : 16 7THT RINIZER 4 - GR35 TR 7]
195 I M E D80 % & /085 % /090 % « /D91 % « E/D92% . E /D93 % . 5 /D94 % .
Z/095% /D96 % E 9T %  E/098% 50 99% L 52 /099 . 5% uk ZE /100 % AHIH] .

[0137]  ZE—Eesjtffirh, TIM3EU4:SEQ 1D NO. : 168 /NI 2SR 4 o F —2E5 f o,
TIM3f 5 SEQ 1D NO. : 178H RN 2SR T A o (AT TR STHE I, AEA AT R &8 1
FRAE A TIMS  TIMBJ AN s HAT AT TIMS i BE A TIM3 ARt — 22 1 S i, 42 7 TIM3
gk, H 5 HATSEQ 1D No. : 168 /RIMZEIR A4 T N % /D80 % « & /185 % .
2/090% 2 D91 % 2 D92%  ED93% FEDI1% 2 D9I5% FEDI6 % DT % E D
98%  Z&/099% % /199 . 5% 5k % /0100 % A .

[0138] 255 S50 ] DU S T R 45 S S BN B AT I « &5 & Sk o Sk e 5K H
AFFR SRR AE X (LA PUZ PR sFv.scFv Fab 3t T-scFvifjgrababody sk A] A EVH
SR S EUATIERD BRI B 2R R S A A AR IR AR Sk
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H H AR BT AT AR X, 1 andsde Rt sh P Ck B 585 | BRI SR IE B S I5E ; Ghahroudi
et al.,FEBS Lett.414:521,1997;Vincke et al.,J.Biol.Chem.284:3273,2009;Hamers-
Casterman et al.,Nature 363:446,1993FNguyen et al.,J.Mol.Biol.275:413,1998) .
P +% (Roux et al.,Proc.Nat’1.Acad.Sci. (USA)95:11804,1998) B fhifigfii (Nguyen et
al.,Immunogen.54:39,2002) , 8k-Lfilf% (Herrin et al.,Proc.Nat’1.Acad.Sci. (USA)
105:2040,2008F1A1der et al.Nat.Immunol.9:319,2008) oi%x¥CHi{AR{N i FHE4E R AR X A]
PUE SRS & X, WX s Dhae DT DOE gk iR Ia — 28 0k (ol “EBEHTA™) (Jespers
et al.,Nat.Biotechnol.22:1161,2004.Cortez-Retamozo et al.,Cancer Res.64:2853,
2004.Baral et al.,Nature Med.12:580,2006F1Barthelemy et al.,].Biol.Chem.283:
3639,2008) .

[0139] R WA AR H A & S5 My B RO IR A5 A AT LR S ZE ) - 81) sl i i
AR RARD AR B ZRIEA X 0 i TR 2 A1 2 5 R 1 e 41, Bl ns e TCR (Z: WL dnLake
et al.,Int.Immunol.11:745,1999;Maynard et al.,J.Immunol.Methods 306:51,2005;
FEH %R =8,361,794) (L4 H IR 45093 (G W Bl dsee,e.g. ,Weisel et al.,Science
230:1388,1985) Kuni tzZ5 kgl (S WAIANSEE LA 56,423, 498) s o1 HidE 1 G 2
(DARPins) (Binz et al.,J.Mol.Biol.332:489,200341Binz et al.,Nat.Biotechnol.22:
575,2004) 21 E4E A4S & 4538 (adnectinsikmonobodies) (Richards et al.,
J.Mol.Biol.326:1475,2003;Parker et al.,Protein Eng.Des.Selec.18:435,2005%/
Hackel et al. (2008) J.Mol.Biol.381:1238-1252) ¥htsdfiRés/NEH (Vita et al.
(1995) Proc.Nat’1.Acad.Sci. (USA)92:6404-6408;Martin et al. (2002)
Nat.Biotechnol.21:71,2002fHuang et al. (2005) Structure 13:755,2005) .U}k EE
gab gt Main et al.,Structure 11:497,2003fICortajarena et al.,ACS
Chem.Biol.3:161,2008) .5 58 iR i 54448 (Stumpp et al.,J.Mol.Biol.332:471,
2003) g iia 3E A 45 (B 00, 140, W0 2006/095164,Beste et al.,Proc.Nat’
1.Acad.Sci. (USA) 96:1898,1999f1Schénfeld et al.,Proc.Nat’1.Acad.Sci. (USA)106:
8198,2009) V- T (S W, (40, S % F) HIl 2 JF52007/0065431) C- U LR Z225
Fg3d (Zelensky and Gready,FEBS J.272:6179,2005;Beavil et al.,Proc.Nat’
1.Acad.Sci. (USA) 89:753,1992F1Sato et al.,Proc.Nat’1.Acad.Sci. (USA)100:7779,
2003) \mAb”mkFcab™ (Z: I, 440, PCT% ] 135 23 TS5 W0 2007/098934;W02006/072620) A1
WHEEER G, 0, Madhurantakam et al.,Protein Sci.21:1015,2012;PCT% F|H
152> 5W02009/040338) affilin (Ebersbach et al.,J.Mol.Biol.372:172,2007) .
affibody.avimers.knottins.fynomer.atrimers UiEEM: TR A0EAHISE 1 -4 (Weidle
et al.,Cancer Gen.Proteo.10:155,2013) % (Nord et al.,Protein Eng.8:601,1995;
Nord et al.,Nat.Biotechnol.15:772,1997;Nord et al.,Euro.]J.Biochem.268:4269,
2001;Binz et al.,Nat.Biotechnol.23:1257,2005;Boersma and Pliickthun,
Curr.Opin.Biotechnol.22:849,2011) .

(01401 fE—SLSCiafiry, 45 S5Ag e BTN 2 4K (scTCR) , AWV g RIC, (5 (1]
1V, Vg CyV, V) AL B R B B SOV, ~C, Y~y oV, VK 9, - MHCHT 5
Pl Ik-HLAR 57) -
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[0141]  fR R BTy, 25 G a5l e Sl o DA R 1) 5 B TCRVa VB L Ca sk CRE LR
AN IS 2 D90 % /D91 % 2 /092% 2 /093 % 2094 % . 2 /D95% . /D
96 % % /097% . F/098% FE/1099% . & /199 5% 1k 100 % AHIA] , Forp AN CDOR Y 2 S ik
G OB TCRE L F BE i iT A IO s 2 22— SN B =2 1L

[0142] ARSI, 4 S U HITCRIV Vg C sl Co LRI A A TFIISS 1 45 HI IRV, V,
C Bk C X AT LART A FI kAL T ELRITCR (B4, R 2 I TCR) RV, Vg C kG, I HA B — Ak
2 (BIA12.3.4.5.6.7.8.9.10) FEN . — LA (Fl12.3.4.5.6.7.8.9.10) ks . —
A (B1A12.3.4.5.6.7.8.9.10) NSRRI (BIa0, P 2 R A AR R SF 2 R
PO VA R A I AL o AN BRI ARV, WV C e C DX AT i
BUAE AR S A nlR B ARy il X B X [ P iy, A5 R RN CORE S BN E L — S Ik
=AM, IF HARE TRE BRIV, Vs C sk C X 2 B A5 A I 5 2R 1T AVA S5 85 A= RUARCL
MRS AP R S e 25 A L o A SRS S 5 v, TCRA IR - HLAKE A0 FLA 291 0uMZE £500uMIT
TR AINE  AF FE e ST 5], TCRATIK - HLAE 59 HLAT 291 0nM % 29 200pM I 7B Bl 1 i 5%
.

[0143] - HEo6 51 AR P A L B Rl &85 1 A Qs RS e R S5 A 40 (1, It pA k<2440
&5 S5 AR A N 43, FE A Fridk il S o3 AT et 0 25—l 22 PO A DD e AT 4
Oy Bl S5, BN 2 AL A Rt Sk E R S R e AT H

[0144]  f HBE SR, ASCA TR G 2 PR ES & G el AR A 45 S 45l F
(153 TS5 2 AN i B NI RN, B anTe] B X ok 22 SR AL G Al al . I, 75 —28 75
10, 2 A S5 00 S FE R & 28 A 0 4R i o2 o0 Hh sl A R H—35 03 o 3, PT DA i A
(B2 A AR 53 Sk 7 A 2 R AL Gl sl n] DAl o [ 4 i A4 25 Fh s N1 22 2450
A GAFERR IR I P A2 2 A S5 A 25 TRAC G5 A3 AT DA, T AR TR R & 5 1 I 4n i oA
SN Es G S5 ANG K 5y 2 [R] o AE - Be S, AE g 3 i b 3k il &85 S e i
SN N RS 2 SR AT HAUT 4RI, 72 BR /K 4143 1 250 N 5L/ 2 N - A, ik
HEAZ R TS A T RSB 157K 414330425204 1514, 13.12,11,10,9.8.
7.6.5.4.3.2, 1EROHIAZIER N I — D e 2P DR IR, Forpok H— Pl & 2 1 10X
FE— D 2PN IR IR T UL S — Mok Z R At & 8 B P — A a2 s A —
SO A, AN AR ANER /3 AT A E kA E A TS Tl s X AT E AR 53 1o

[0145]  frat—2P s, St a8 1 R AAREL , A Bk E 2GR 1 2 JR L4
M3 2 TR FIAR B AE A A B Tl A e 7155155 (Ban , Je 5 4n i sl ok i
) AR R SIE G, SRS 2 AL S A2 R A G2 FiR T U
P E AR S S5 S At — P RSB, 78 1 g i e gk sl i A5 5% SR
G AMZ Bl i

[0146]  “RGINEINZ T AT “ K", FUB IR S R P A 20 (I &8
ED A SR Y A ARSI A8 1 FAT A AR AR IR ) 2 R e I, i p 5
PR E T R AR o JBIMD , = AR S AR Bl S 10 2 RARBER R TR =2
IK” AE—BEST I, 2 B g i fu 5 2 D — A ad R p L b ok B S —mh &R
(125 A G5 A3 1 D SRR B 25 AT DL oK H 28 Rl &5 N 2 AL G 1 I s R AR AL
R o A2 SR S I, 1 Y R S R IR A A S A, 15 A
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B 2N e R o A = R R s, TR AR R R R = R Rk A = R AR L4
FHEEESE ol e S R NS 11 22 3R o AE BN I B S S A U S 22 R gh
s, HAT DA T-4ifa o 4 Y sk i 2

[0147]  fE—LEsjEHh , B8 A O gniE bl o T A 5 10 22 SR AL 25 A3 0 A s 7K 4.4
TEAR AN AN 53 o I, A2 —LC ST , S 8 AR SN 2 B 0 2 R A S5 A
35 M CD28IS 45 A4 3 A TR CD28 1 AR ANER 53 o £E — L8 St A1, CD281R AT AN 7
AR N A A IR 12956 .7.8.9.10.11.12.13.14. 1558 21k )25 R o A1 — 26 5705
B, CD28[1AH I ANTE 73 B0 2 AP S ML G5 A3 [ 9 T AR IR i 1 2 2 B R o AE — B8 STt 151
rh, CD28M 4RSS A £0 5 FHSEQ 1D NO. - O R IALIR 73 4 Wb 1) S ZE R - 1) o #E — L5
15, CD28I 4R AN t925SEQ 1D NO. : 32 /RN LR T4 o 45 Ty — e Sim i, fib
G N AN N R 5 1 2 B G5 A B 2 ACD137 (4- 1BB) PSR Ayt fif¥)CD137
(4-1BB) F4HIANES Sy (1A, MIAS 2 2950 2 5 FR MBI o fE R stk , 2 v 4544
AR K 20 55 2k H AR AR 95T B0, Bl 25 1 1 i s oy Fh L TR 20 SR A 2 Al
2 MCD1 375 I 5 Fg sl A A ¥ CD28 4T ANER 53« ik £ 5 M CD 285 B 45 AL Il 4 TR CD 13711
YHIAINTB Y  AEAEAT LIRS, 22 A 5 A rT 20 S

[0148]  fr—SLSE il Bl G a8 A S Bk o e IR, 12 Sk el B e R 1
BAMEINI 5 2 TR A SE R B AN AN A S K A e e BoR K A S5
N2 e AL —LE SR, B 26y Ser , Frx Ay ST 0 1 2511 B4

[0149] S5 filrh, AN Sy 2 sk B 2 TE 2 FE AR I 43 - sl LR 0, HL 4n i
Ny e ik A S TE AR EUE (2 AR 53 1ol L3057 U, AE—2e Sk, 4w shad oy
SEER AT R BRI Ry, I BRI N 40 2 s A St Rl R AR 7 il
43 AL SR , AN AN S S B B TR R = BRI - Ry, T HLAe N 447
PAENE REIRER 1| 7)) i = N o N =i = B [

[0150] A RAAEJESER 4 (“SEniE”) 1 uk 5 2 A E TSR/ F-, Frik B8 43—f- FRARAT
R G S E P B S IS & SR RS & on IR AN A5 o R A e an i 5 H £
G R I B RE Bk 28 MR O FEAR S I A« A MRS E A=W il 4t (B an4m g 95
B PR TR AT S MHCER A 25 A 4Rl p)i (HLA) & 510 2 b B (R 4 . 7% 3
VEAEYIR AR, I FLsh P 25 A L, W A 2 SRR o A2 — SR S0 b, #E 2 s i
A o 75— e S5, #9556 4 CD47.CD58.,CD80.CD86 . CDI5L (FasL) .CD200.CD270
(HVEM) .CD274 (PD-L1) 5{GAL9.

[0151]  Zifishl sy

[0152] RN JFIRl S 2 E A S R gniE N 40 ¥ B BE B K DDAk 5 514 13 = 4 ro 4
NG S AL SR, A0S (I sl RO, « 75 R STE I, Ui 15 S5 S S5 A3k
I 5 — ek 2 A B AR i () e (e dE g B 2, iR HoAth 2 1 B R dE i
Z AN SEFEIR T LR FE—AS A AR 2N RS S8 a5 Al FLom)
BUR A S AR A2 MG S8 (B, 15 5% 53248 Wi Fhidsas e 2L
Bk Y 5 AT 4 PN 493 AT DA T AR A RImk S22 b

[0153]  4ASC T, 2K 1 4l 2 AR sk AR “Ai i PN A5 518 S A58 i 52 32 no 4
NN E5 A A S A N5 SR S AR B DhRR (5 5155 B AR L S 15
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W NS S8 A A S R e N g5 i sk R IhRE (B 515 A, SEP AR
WS EANNE S1E S AR A S IE S8 S5 .

[0154] QAT I, “Hesfiligsr 7 238 v DLRHE S48 T 2= 140 DAE A 5 T4RIiE
ARSI ZE 4> F (Chen and Flies,Nat.Rev.Immunol.13:227-242,2013) AfENTy 5, T
N AT AN B 5 B E TN Bl R e P S AR (TCR) FI 85 5 S RO 5 AR5k
(55, Fr T JECDBOAICD86 45 15CD28 (Ledbetter et al.,Blood 75:1531,1990) .

[0155] RN TFIRLG & A ] AN N5 S 1% S a5 fgsiok L ohae A B AT LK FICD3e
CD35.CD3E.CD25.CD27.CD28.CD40.CD47 .CD79A.CD79B.CD134 (0X40) .CD137 (4-1BB) \CD150
(SLAMF1) CD278 (1C0S) CD357 (GITR) \CARD11.DAP10.DAP12.FcRaFcRB-FcR y Fyn.Lck.
LAT.LRP.NKG2D.NOTCH1 .NOTCH2 .NOTCH3 .NOTCH4 .ROR2 \Ryk .S1p76pTor~ TCRar« TCRB TRIM.
ZapT0PTCH2 s HATA 4115 o A — 2L b , A N 15 5 1% T a5 Aigi  ohak i Be i &
WIRSE S AL HI , 4 N5 S5 T a5 A B 25 CD3E

[0156]  fr—BLafEfflrh , AN TG 2NN S 518 45138 B 27CD28 . CD281H
S I TCRAFE I TR 3H (Chen and Flies,Nat.Rev.Immunol.13:227-242,
2013) o FH TS IR EE A IR UT 1) - b R R 2, CD28TE A% T i Bl £ 1117 3R 4k (Lazar -
Molnar etal.,Cell Immunol.244:125-129,2006) ./ 5-S6s il , CD28(% 5L S 45 ik
0B CD28EE 1) 4 KA N 55  CD28 4 11119 4 K VAR P43« CD28 25 11 AR A 0
SIS A5 T R B 5y A7 CD28S I 4 At ok H - B CD28 28 I AN N BB 0 TS S8 S
B B AT G

[0157] LSy, il & H AN S S8 S8k B 25 CD137 (4- 1BB) (14N A
5 5L T a5 . CD13T E il oy, A CD137 5 H il fk (4-1BBLEkCD137L) 45 & S5 T4
NIE AL FEsE 7 ¢ (Cheuk et al.,Cancer Gene Therapy 11:215-226,2004) o {£F F-2657 7
B, CD13715 5% A B 25 CD13 74 F W A K AN N 553\ CD13 745 A [ K i zhan i
P53« CD 1372 [ W AN N &9 IOAS 5% 5 B sy A7 CD 1375 i 45 Ayl ol 1 v B 1)
CD137# H AN TR TS S8 S A B sl R4 &

[0158] {1 UL filrh , AN NS 5% T a5 B SR 4N S M5 S8 S a5 ok
S BN T RS AT R I BIE 5E7 (TTAM) [ B BR T A1) o £ 53 NI S e
B, 4N G S5 S A A S SA S 5% & B 45 S g By, Hrh Frd4h
MBS 5% T8 SR An i s Ak sk HAE S e A, B35 24 TTAM, LR 3 A - ok
HARMAAHIER

[0159] S m MR SCEFI R AT B TGS, Bk & & 3 5T - g shal
43, HA A 5 CD200 - ME 45 A HICD200R M 4 /NS 43 5 A N 2143, H A 57 CD28 11 4l P
Ay s A MR /KA 0y, e B Am B AN N 20 4, BE RS 5 1 - iR A s R T,
P I 2 [R] (R B B S

[0160] ki SLE B , AT RL S 8 E AN PN 4075 B 75 CD28 . CD137 (4- 1BB) kM
F AU, AE— B EI 4RI 415 A FHSEQ 1D NO. < SHT RAEIR 73 - 2m i i 2d LR
7o A —SE F A SR, 4 N 25 B 2 FHSEQ ID NO. : I3 R IAZIR /0 - b i ad 2k
B 7 A o AF — 2SI, 40 PN 4100 (0 2 A 2RI N AR 5% S 450, 491 anCD28H1ICD 137
(4-1BB) o L H AL S BIH , AN N 415 (1735 FHSEQ 1D NO. : SHT RIVAZIR 77 T b i &
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FRFAIAEHSEQ 1D NO. : 13RIV H TR T A Zih ) S SR 7 41 o

[0161] /K45y

[0162] RTINS R AR & T B S B K B R VAR A TN A NG E A S
iSRS, A Z RS R B R — 3 B T s BB A T-4nfiery (Bildn, 4nfi
WAE S AT  Bi/K A5 105 BT 4B IERUZ N o A e ST, — Ak %
MNER RS AT VA T AN 5 S8 A S GRS 2 MR E RN 5 518 24
LIS ASTIVINE 7

[0163] R RELCLSTEBIr , B /K PG5 s I A5 A3k , 9] anfiT 2 H Se s i1 (i, &2
PR o % (CD) 491 Bl Heis £ 1 ARIORG RN 01 55) IS T S A s AF — 28 Sl ilrh , K
VRS RS S LT Bk fiT 2k F Se AR s TR g A, Hzis IR a5 At L 2l =
D —MANFI R A EERR NN R A Bl i — A B A 2 SRR AB M , sl BT &, At
S TRIRHELAE PO AT B /K R R 3 o IR, KRB B /K S5 A3 B4 H A m] A
NI E N ey a8

[0164]  {F—SEsujiafhlrp , PR g Atk f0 4% CD2 . CD3e . CD35 . CD3L . CD25.CD27 . CD28 . CD40
CD47.CD79A.CD79B.CD80.CD86CDI5 (Fas) .CD134 (0X40) .CD137 (4-1BB) .CD150 (SLAMF1)
CD152 (CTLA4) .CD200R.CD223 (LAG3) .CD270 (HVEM) .CD272 (BTLA) .CD273 (PD-L2) .CD274
(PD-L1) .CD278 (ICOS) CD279 (PD-1) \TIM3.CD300.CD357 (GITR) -A2aR.DAP10.FcRa-FcRp-
FcRy \Fyn.GAL9.KIR.Lck.LAT.LPA5.LRP.NKG2D.NOTCH1.NOTCH2 .NOTCH3 . NOTCH4 ,PTCH2 ,
ROR2.Ryk.S1p76.STRPo.pTas TCRoi« TCRB TIM3 TRIMEK Zap 7O B 45 My I, o £ i 2 S8 151
K 25K 4 CD28.CD4 . CD8  CD27 5k CD137 (4- 1BB) [1 5 &5 M3 .

[0165]  {EdEebs il , s I 45 Mydel (0 5 CD2 8 IR S5 Mg el £F — LU STt ff b, 15 i 4t gk
B8l FHCD28I5 IR A5 MYk 2H B , PR CD28F5 I 45 Atk FAT 5 SEQ 1D NO. 4 2R =
180 % 85 % 90 % + 95 % 5 B i 1 F7- 41 IRl — 1 A A% TR G AL 1) 2 5. P 4 o FE E—20 1Y
SCHEBIR B R A A O E CD28E5 IR £ A e, HA Bl T anSEQ 1D NO. - 4R R IIAZIR 53 -4
TP S IR 7 A1 A B o A1 T3 AN S5 Hh , 5 B 25 AL Sk CD28 5 T 25 Ak, HL FL A 55 SEQID
NO. : 27 R 7 A1 22 /D90 % 95 % sl B i R A1 il — Y o 75 D3 SN ST B rh , 5 B S 4 Jal
JECD28 I IR 4k Fiytal, HoAU 2 s ISEQ D NO. « 27 /AU SA KEBR 7 A1 4k o

[0166]  {FHEEL SR, BE R A5 My (025 CD137 (4- 1BB) BE &5 My bl o 75 3E— 4 1) Sl
Hh P 5 AL el (0 75 1l FH CD 1 3 TS TR S5 AL JE2H B, FIT iR CD 1375 B 45 Ay s FL A Hi 55 SEQ 1D
NO. : 197/ ZAZHTR 5 /D80 % 85 % 90 % 95 % ul B =1 1 7 A1 [] — PR ) ZAZH IR 4R 1)
KRR 9 o 45 8 S D B R 45 M B 2 CD 13 T R b My, Hou 5k i 4nSEQ TD NO. .
197 F 7R IAZIR 5y T G I 2 SRR I I ALk o

[0167]  {rLst Hofth ST fbilrh , B5 IS5 Fy ok £0 5 CD200R IS 45 Mg a o £ —LE Sy, 5 1
SERIE B 2 Bk 1 CD200R IS IR 5 A3 41 ik , iR CD200RES IR A3ek H AT 15 SEQ ID NO. : 311y
ZAZHTR /D80 % 85 % 90 % 95 % s HL = 1 7 A1 Al — MR 1 A% FR W 1) 2 5 BR 7 41 o
FESE—2E I SEREI | 5 5 45 M 38 J2 CD200R 5 R 25 A3y, T4 05 sk A 4nSEQ 1D NO. : 3ff /i
AL 7 - S S B R Fr A B o

[0168]  {FHEELSMIT | FETE S5 A0 i 40 2 STRPaFS I S5 A4 i, o 7F — L8 S5, B st 1y
38405k P STRPabs R 45 Mg de 4H e , TR S TRPouls i 45 4438, EL A H 55 SEQ ID NO .« 18[K) 24
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HIRE /D80 % 85 % 90 % 95 % ol B = 1 3 A [F]— VR A% TR G i 1R S 35 TR 7 41 o A1 20E
— BTG, PR A e S TRPouts i 5 4438, H AU sk FH4nSEQ 1D NO. : 181k
PR 7S ) 2 JE R 7 41 2 Al o

[0169]  7F FEeb a1 I 45 A 35k (0 2y CD2 S I 4 Ay 3ok o 7E — e ST 5 v, B 4t iyt
0 Bk ol D215 BELAS AT AL AL , T CD25 IR A5 A RAT Y 15 SEQ 1D NO .« 631 A% R 5
/180 % 85 % 90 % + 95 % Bk B 7 7 [\l —VE I 2 AZ R IR S LR 3 41 o ALt — 2D 11 5
FE il 5 45 AL a2 CD2 18 IR 4 Agde , LA 5 sk R WISEQ ID NO. : 63FT /RIAZIR 73 -2ty
[ SR 7 A1 2H % -

[0170]  7F KEebsujafiih | s i S5 A3 0 S Pas e B G5 i3k . 75— So ST ol v | BE s £ Figdeg
B O FasEsE IR AL, FridFasis e A A A 5SEQ ID NO. : 1T 2% HIR =
/180 % 85 % 90 % + 95 % Bk B = 7 4 [\l —VE I 2 AZ R IR S LR 3 41 o AE 1t — 2D 11 5
FEfiIr 5 45 A I8 Fas s R4S Agie, LA 5 ek i WISEQ ID NO. : TTR /RIIIZIR 73 - 2tsy
[ SR 7 A1 2H -

[0171]  ZF FRues ol B R st Fd (0 Sy T IMB ST 45 A 35k o 7F — e 5B | B Lt Figdeg
A8 B TIMBIES JR S5 A3 4L 5, TR TIM3ES IR 25 A A5 F 55 SEQ 1D NO. « 1691 A% TR
F /D80 % 85 % 90 % 95 % ul 5 i - H1 [F]— PR [ A% R 4 A O S R - 1 o AE I E—2E 1
STREIH, B IR S AR TIMBES I 454038, FL A S sk R 4nSEQ 1D NO. : 169 /RITAZIR 571
A s SR A 2H k-

[0172]  F FEeesjfilrh s I S Mgk (0 O LAG3 S TR G5 A3 o 75— Be ST 5 | B Mt Figdg
A5 B HLAG3ES IR S5 A3 AL , iR LAG3ES IR A5 AL 35k FLAT F 55SEQ ID NO. : 155[ A% TR
% /D80% 85 % 90 % 95 % ik B 15 - A1) A — VE I 2 A5 H PR 4w b 11 28 3R - 41 o AE E—2E 11
SIS IR S5 A SHE LAG3ES R S5 AL Ia, HA & sk FHANSEQ 1D NO. : 155 7RIMNAZIR /7
YA s LRy A 2H k-

[0173]  AZJRANTE =41

[0174] YR RRSCT5T), AR AR T4 A ST iR 1 —A sk 2 MRl G 8 A ORI 0, 3L
A POE RS TTRS 85 1 (IFPs) o FRRF I SAZIR AR N St iR (91an, o S ki
Joa 5 SR A H DA S | NS ER 75 T4 (94, & A AnE  T400) .

[0175] QAT T, ARGE “HE 41 Bk “IERIR I E R 2 D — Pt sl 5 A Ah
VAR 53~ TSR I AE 0 E D 40T IR 03 - sl Ak, Forp st % TR 5 IO Fil
A B AE U o AR SO G A, 0, 5INGRAD 2R 19 5T ik 752 1 B T P A o118
U, B A s Y 5T R HAAZIR oy IR I k2K R HA D AR VR . SN B
AN, AEGm I IX, HA B s SE PR B R T 1 ek o A B S o rh , e 5|\ Gt
AR Rl A AR , P LR WA E AT IO 4, 9 anTan s 0 RSk el g dl
A (BN, FERIR ek B TANN) , H H b ani R ki S8 A

[0176]  FEREECSREWIH, AT LU g ibih G 8 I OAZIR o0 - A T8 i A4, DA 5 sl A
TAAE FEBE S M I AN TR P ) #%5k (Scholten et al.,Clin.Immunol.119:135-145,
2006)

[0177] Y — A oRBIER SChE R, AR B T 43 A5 CD200R -CD2844 £ A& (huCD200R tm-
CD28) [AZI& 57 F-, Horp 4fiffu #h2H 73 0 2, CD200R U /N, it 7K 2H 53 495 CD200R [ 15 I 45 )
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S, DA AN N 20 73 B2 CD28 M AN N A5 S A% S A B, 78— e filvp, 32 1 H
SEQID NO. : IFT7RINZIR ST - o AE F LT BI R , A TR ThuCD200Rtm-CD28, H-A 2
SEQ 1D NO.: 1[ZAX IR 51 2 /080 % uk 2 /D90 % AHIFEI ) A% IR - 78 HAth S i vh , A
A TTHRAE ThuCD200Rtm-CD28, HAU Bl HSEQ 1D NO. : I ZAZHER T A 4k -

[0178] {1 53— onBIPER STE B AN THZ B T 4iA5CD200R - CD28 44 44 (huCD200R -
CD28tm) [FAZIR S -, FL i /K 24045 43 25 CD28 1 e i dak o 451 4, 26— AN SiE il b, 42 L 17 Fy
SEQ ID NO. :6FT/RIIZER 5 o AE HEEE ST, AR AT HEfE T huCD200R-CD28tm, FA1 7
LJSEQ ID NO. : 6/ ZAZ IR 741 27080 % ul & /090 % ARIA] 1 ZAZH IR £ HAh S i
AT T huCD200R-CD28tm, HiAu A sk ISEQ 1D NO. « 61 24 HHR e S 4 ik o £ F—25
(S EEIF , B2 T huCD200R-CD28 tmffu S, L H AT 5SEQ 1D No. : 29F R[N IR 741
2/090% 2091 % 2 D92%  ED93% FEDI1% 2 D9I5% EDI6 % DT % E D
98% 27099 % . %7099 5% 5 100 % AHFI 2 LR 741 o

[0179]  AE 5 — A BINER STE R, AN TR T 4 fBCD200R - CD28 44 B IAZIR 31,
FR A /L 75 CD200R [ el S PR AT SN S5 AL 3 AN CD 281 A SN 43 o B 41, CD200R A i S &5
RIS 209 2 29 15 S LR o AN FT 7P CD200R - CD28 44 AR FU FR AT 9N 2 SR (51
41, huCD200R-9aas-CD28Cys,SEQ ID NO.:7) ik 1224 550 (941, huCD200R-12aas -
CD28Cys,SEQ ID NO:10) \uk#hdt 15 M IE ML (9l UhuCD200R - 15aas-CD28Cys, SEQ ID NO. :
183) [ AREE o A1 — LB 5t i, CD28IM AN ANER /3 E1 2 FHSEQ ID NO. : O /sAZIR Sy -4y
SR T A1) o AE L S B, CD28 tmf AT /NS 43 £ 45 S5 SEQ 1D No. : 32 RN AR
A ZEDI0% DI % FED92% T D93% VFEDI4% FEDI5% VT DI6 % FEDIT %
F/098% & /099%  F099.5% 1k 100 % AR[A] [ 2 350 - A1) o A2 — 2P (R ST B, CD281
SIES /A3 s SEQ ID NO. : 32 /s [ & B R 7 A1V A B o A - 28 T b STt 451
huCD200R-9aas-CD28Cy st 44045 5SEQ ID No. : 30fF RINE LR FHIZE D90% . & /D
91%%E/092% . E/093% . E/094% . E/D95% . E/D9I6 % « E/DIT%  E/DI8% . F /D99 % .
2/199.5% 5k 100 % A[F 1Y 2L 41 o Z- 14 I huCD200R - 9aas - CD28Cy s 45 1 U & ik FH
SEQ ID NO. :30FT RIK S IER T4 2H ik o 78 b A 57451 b, huCD200R - 1 2aas - CD28Cy st
FIUFESSEQ 1D No. : 33 RIS 41 27090 % = /D91 % 2=/ D92% . &/ D93 % . & /D
94% Z/095% /D96 % /D97 % FE/D98% FE /DI % | FE /99 . 5% Bk 100 % AH ] 1 A
R 74| o 71 huCD200R - 1 2aas - CD28Cy s 25 (0 &k FHSEQ 1D NO. : 33 /RS 3L IR 7
B K o A FEBe H A 924517, huCD200R - 15aas -CD28Cy s [ Uik 5SEQ 1D No. : 184ff7%
(ISR T A ZE/090% D91 % /D92% 5 /D93% F /094 % FE /D95 % \FE DI %
D9T% FE/DI8% «FED9I9% /D99 . 5% 1100 % AHIF 2 EL R e 41 o« ss Bl R huCD200R -
15aas-CD28Cysfa 14U &rsk FHSEQ ID NO. : 184F 1 R SSETR A ALK -

[0180] A — R BIMER SEHE G, AN TR T 45 CD200R-CD28 -4 - 1BBAY fE &
(huCD200R-9aas-CD28Cystm-41BBicikhuCD200R- 12aas-CD28Cystm-41BBic) [FAZIE S 1-,
Forh gy 21 B 27CD137 (4- 1BB) [N IN S S & a5t 49l an , A8 — > S b A
45 HAGSEQ 1D NO. : 125(SEQ ID NO. : 4RI TR 4 -

[0181] 75— AR BIVE I LB, AN TR AL T 4 A%CD200R-CD28 -4 - 1 BBAA 3 {4
(huCD200R-9aas-CD28Cys tm ic 41BBicikhuCD200R-12aas-CD28Cys tm ic-41BBic) [t%
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451, Frh 4mi N 4145 04 CD28FIICD 137 (4- 1BB) 4NN 5 SA% S &5438 . il an, f6—A4
SR, AT HORR A A SEQ 1D NO. 1 98KSEQ ID NO. : 15 R TFR T4

[0182] {1 5 — oI SRR AR AT HEE T RS IRPa- CD28 44 B IAZIR 57 o
4N, AN TFAHESEQ ID NO. : 16 (huSIRPatm-CD28) 5kSEQ ID NO. : 19 (huSIRPa-CD28tm) T
AN A S

[0183] 15— NI SE G AR TR T S IRPa- CD28 44 @A IAZIR 47 -,
Forhanfiwshai 55 62 STRPal P I AN i AN G5 A S FICD 28R 4R i ANATS 43« 451 41, STRPaTI i
ANGE R 298 ZE 2915454 348 o nf9l14: S TRPa - CD28 4 A L A5 ek Ji 1 245 JL R 11 CD95
(Fas) 4 SNERIE, (41, huSTRPa-12aas-CD28Cys, SEQ ID NO. :20) .

[0184]  AE— A RBINERSTHEEIH , AN TR T 2 STRPa-CD28 -4 - 1BBAE LA (huSIRP
a-12aas-CD28Cystm-41BBic) AR /31, H A 4ul PN 4145 61 5-CD137 (4- 1BB) WA F
S FEERI AN, ARG AR A THAZIR HATSEQ ID NO. < 22 RN HIR T
e

[0185]  fE % — A R BIVEM S HE A, AR TR T 4t STRPo-CD28 -4 - 1 BBAY HE &
(huSTRPo-12aas-CD28Cys tm ic-41BBic) FURZIR 571, Hrh4ifig N 4153 1324 CD28 HICD 137
(4-1BB) 4NN AE SAL IR A0, 75— IS Bilrh , AT AR HATSEQ 1D NO.
23T RIAZ R T4 .

[0186] {1 J)— A sl S A TR T 4aASPD- 1 - CD28F4 I AR IMAZIR 50 - 1A
1, AN FFEIFESEQ 1D NO. 197 (huPD1-CD28Cys) T RIEIAZIR S 1~

[0187] {1 3 — AR S A TTHE L T 4aASPD- 1 - CD28F4 IR IMAZIR /1, I
FRA AN 3 B2 PD - LI R 1 4TSNS A I RICD 28 1 4T i SNES 43 o B 4, PD- 14T A2
Fadei AT AR A L0105 2925 5 LR « s Bl EPD - 1 -CD28 A 3t fk HLoA s i 1 2D 2 L/ (il
huPD1-12aas-CD28Cys,SEQ ID NO.:99) 152 L% (9140, huPD1 - 15aas -CD28Cys, SEQ 1D
NO. :101) ER21 N5 E 1L (Il 4nhuPD1 -21aas-CD28Cys, SEQ ID NO. :103) [JPD- 14J{a#h &k 44
.

[0188]  fE 73— RBIMEISTEGIH AN TR T 45 CD2 - CD28 44 BHAIIAZIR 77 - 1
an, AN FAIFESEQ 1D NO. 169 (huCD2-CD28Cys) FT IR F- o

[0189]  FrIAth RBIMER SCHEFIH , AN TR B T 4ifFas -CD2844 @R IAZIR 73 1. 194,
AATFAIFESEQ 1D NO. :83 (huFas-CD28Cys) il AR 1.

[0190]  AEHA RGN SEHEGI , ARATHR B T giiFas - CD28 AR A% IR 43 1, Ho
NN 23 0 25 Fas (L AT I 41 i SN 5 R 3 AICD 28 AR AN 7 o B, Fas 41 /&5 Fg
AR AT 215D 5 B BS  nBIVEFas - CD28Hy S A FLA #5072 2L B: (41, huFas -
Taas-CD28Cys,SEQ ID NO.:85) 5k 12 %8 (il eihuFas-12aas-CD28Cys,SEQ ID NO. :
87) [JCD95 (Fas) A1 NS AL b

[0191] 55— AR S AN TR T 4ifdFas-4- 1BBRYEARIAZIR /01, I
FRAI AN 73 E3 25 CD95 (Fas) [ 5E B At AN 5 At ok L i am e A h gl a3k, I HL4n i Py
4 F175CD137 (4-1BB) (N5 SA& F Ak ALt 1 S I A5 TR 57 f-dtiFas -4 - 1BB
KR, P /K 414534 A 25 CD95 (Fas) 55 CD137 (4-1BB) HUREIELEAS o 45U, 76 2L 56 15
i, Fas-4-1BBI A 5SEQ 1D NO. : 185/ A% HIR 41| A7 /080 % 85 % 90 % 95 %
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oS = A Rl —VEIOAZTR -2t o 41— LE S I, Fas - 4- IBBAY A 1 A4 ok HHSEQ 1D
NO. : 185 AL TR - 5 A ) A% PR G o AE FoAb S, Fas -4 - 1BBAY A H 5 SEQ
ID NO. : 187/ ZAZ IR T 7 FAT 27080 % 85 % 90 % 95 % ik B 1y J37 4 [ml— VR AL IR 701
il o AL, Fas-4- 1BBAY A (U AF ok FHSEQ 1D NO. : 187/ ZAZH R 7 41 41 ak
M2 TR i b o £E H 28 H B S0 i, Fas - 4- 1BBAY A huFastm-41BB& [, Frik
huFastm-41BB&E [1{U4H5SEQ ID No. : 186~ IR 74 2 /D90 % . 2/091 % 5 /D
92% % /093% & /094% . E/095% D96 % EDITU% FEDIS% . E/DIIY% \F D
99.5% 5100 % AR 1 Z B BR 7 41 o I VE [ huFas tm-41BBEE A 2 ok FHSEQ ID NO. : 186
FIT7RIM) 2 55T 3 A1 A B« £ 28 H g St Fas -4 - 1BBRY IR huFas-41BBtm#s [, FT
AhuFas-41BBtmeE A A5 5SEQ 1D No. : 188 ml e LfR 74 2= /D90 % /D91 % . % /D
92% % /093% & /094% . E/095% /D96 % EDITU% FEDIS% . E/DIIY% \F D
99.5% 5100 % AR 1 BB 7 41l o /I VE [ huFas - 41BBtmEs [ A 2 ok FHSEQ ID NO. : 188
B 7RI 28 SR 7 A1 A

[0192] 55— oI S EIr AR A TR T gihhFas - CD28 -4 1BBAL EAIAZIR 47
+, Hrh gl shdl 53 B 5 CD95 (Fas) Al SNE5Fa3ak , it /K 241000 25 CD28 1 s I 45 A3, 7 HL.
NN S B 75 CD137 (4-1BB) 15 S & S A5 Ik £ —LL St Bi h , 4nfi /N 733 5 CDI5
(Fas) [k R 0 40 NES A3 ANCD 28 4T i ANER 53 o 45140, CDI5 (Fass) 4RI Fgdulifek ki 27
F 25N RER . I Fas -CD28 - 4 1BBAY R HAT kA 7. 9 128 1 5/ 2 BE R 1) CDI5
(Fas) 40 &E M 3al . B0, 7 — 28 525, CDI5 (Fas) U4 &AL 1 AT DL A2y FISEQ 1D
NO. :735(SEQ ID NO.: 75 RIIZIR ST - didB It 2 B IR T A1) - CD28IH AN SN 43 P LA 25
2 A G AFI AN, CD281 4TINS /3 P VA 2 FHSEQ 1D NO. - O /A% IR 3 A1l 4 WS )
IR T

[0193] 55— AR S A TR T 4aAdTIM3 - CD2844 FE AR IAZIR 53 - 1A
an, AN JTAIFESEQ ID NO. 2 173 (huTIM3-CD28Cys) T RIIAEER 45 T L B3 AEA TS
B S S2 TIM3 - CD28R & 25 F , Horh 4 4hH 70 (0 & TIM3 AT 1 4R i SN 25 A 35 FIICD 28 1)
YL AMTB S o 140, TIM3GH M AN A5 A3 m] A8 298 22 2915 54 2L R (1914, huTIM3 - 12aas -
CD28Cys,SEQ ID NO.:175, A 12D AR .

[0194] 55— A rn IR S IH  AATTHEHE T 4R LAG3 - CD28F4 I AR IAZIR 531 - Al
an, AN HHAUFESEQ 1D NO. 1163 (huLAG3-CD28Cys) T /s IR 4> F « A FELEA AN HITE
Bl N2 LAG3 - CD28R A 25 1, Horh 41 4hH 70 (0 S LAG3 AT I 4N i SN 25 A 35 FIICD 28 1)
YL AMTB S o 140, LAG3 4N AN 5 Al AT A8 298 22 2915 54 2L R (19141, huLAG3 - 12aas -
CD28Cys,SEQ ID NO.:159, A 12D .

(01951 ZRbAZe Ui i (N B AL E A FR AR R IR B AR o A K 1 T A I S
Al & U, s % T AR N H ke (& Pfeifer and Verma,
Ann.Rev.Genomics Hum.Genet.2:177,2001) . i 9 mr a0 F5 5 T-RNASH 21103804,
N3 SR AT AR A B, 91 A5y JE R A I 2 (MLV) AT AR R 3R, I ARG B 2 4R
18 ST BT AR I 2, 9 A s B AT AR I 3R S HIV - IR T AR IR A T — 28 oAt 5245
AFERTAE FAHIV-2 FIV EAL YUk 221005 25 - STV - 2T 40 GRS 55) 191890 23k .
ol A S50 2 AT IS 2 B i RN B 2 A , T R A Dt S R B DRI PR B R
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S L B AR 5 e AR R, I HoA e At A TSR RIS, 119,772,
Walchli et al.,PLoS One6:327930,2011;Zhao et al.,]J.Immunol.174:4415,2005;
Engels et al.,Hum.Gene Ther.14:1155,2003;Frecha et al.,Mol.Ther.18:1748,2010;
Verhoeyen et al.,Methods Mol.Biol.506:97,2009 . 3% S5p5 25 AT S £ 4 A A a4 AT
FIE ARGt AR .

[0196]  FERLECST B, 5 85 3 A T 5 I NGl iab & 25 A RN IRAZ IR Fr 51 s m A e
e S R 2R I IR PR IRAZIR P A1 o 9 25 3 AR P A 108 7 S5 A R i Mo s 281 o i
EAOA AT AR RS SAR S AR 7 A1 o T 55 AT e S AR S 2 AR L I, B
AR T 25 E R IR e, sl Pt v an i s RS 7 v A U RTAS b s i e 't
PR IR O AR E SRR a8 s 5 T TR R AR, a5k
{6 1 (GFP) o ACD2[1 ffu ANah Maydak ak 48k %5 11 AEGFR (huEGFRt ; 2 llWang et al.,Blood
118:1255,2011) o i e AUATL N A0 5 2 AL TE T AN R IR Fr S B Ak
T SRORIN 93 BEARIE AT LA RS B IS (B 24) SRR 2 TR AN 41, I 5o e AU
FER 2 M S -3 o 905 85 BRI L 28 11 S4B 045 PR AR (A N A2 R (TRES) s
AR AT D) s s 2 AR BT 5

(01971 FofthalfAth il Fl T 2AZ ER 624 , S FEDNAS & AU , AR A0 Ak 11D 2 i R
AIETMRAROC B (AAV) AU s 748 R AoZin 5 (HSV) I BUA, Cudlhd 5914k &= il
B AINSVAR SISV (Krisky et al.,Gene Ther.5:1517,1998) .

[0198] it JT & T3 76T P i At 28 fA o T L S A & W 20 & i J vk — e (il
o X MO AR QA5 5 3 AR S Mo B 0 84k (Jolly,D J.1999.Emerging Viral
Vectors.pp.209-40in Friedmann T.ed.The Development of Human Gene Therapy.New
York:Cold Spring Harbor Lab) \ulJFvkr A (AIHESE N sl H AL A - 34A) o A —120 50
Brh o5 B sl ok 2 AOA B8 P TSI EE AR (BlnZg a2 681, huEGFRt)

(01991 {E—LESjE {51 rh , Gt AR ST 28 T (R i 525 1 AR 280 PT LA G A 1 — Bl 5

1o A5 40, AR DAGm A B MAS [T R R 528 1 (91, £ 5 PD - LI AN ) B — %E%D@
O TIMMIANE RIS RS )

[0200]  fF—LESjE {51 rh, Gt AR S8 T (R i 52 1 R A8 Rk — 20 L B e s e 1
TCR o fE —2E S B, )i g S R TCRAZ SR o A — B8 SRt A rh | 0545 5 P TCRATHLA
(MHC) T2 PR AIPEBTE HAT R 1 o AE— 28 S b, Bl dmn e i S P DU « Horheaie g 5
PEDUR L EWT - 1 TR Bz 2R sl A R 8 1 AL ) ST B A AR 20T BIVE R N o 7 ) — 28 5
PR, b RS Tl & 2 U B AR w4 , H T PLECD200.CD47 \PD-L1 5k CD58 .
1 T3 — 28I , G A SCA T IR 2R 1 I B AR G 1D NI 32 AR Rk 1
s1RNA o AE—2EREE SR HIHT, NI 4AOECD200R  STRPa, CD279 (PD-1) \CD95 (Fas) 5kCD2.
[0201]  fF—LE 501 rh , REAE AT 4 0 3 1 Rk A 2 JT (R i 52 1 1) A 2 i A2 S e 4
it o AE—2E ST, BRAEAE 4R A T R AR AT R &2 RS A2 TAN, A
PR EN /N R R AR 7L Sh P IR AR sl i 25 o SR AT FL B Pk A5, I T4 i AT
VAMVF 2 K5 RAT , B4 IR < P 8 R 45 S B Rl 2H 2R sl ki« T DA e S sl s fb T4
it o TE i 22 2 AR AT B, FL i —BERE R F-Sandberg et al.,Leukemia 21:230,2000
W AR R S B i FHR = TCRaFTIBAE ) I ARk A TA I - (LS TA I FT BB K SRR = TCR
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aFNBEEMI PN IR K , B FTRE T B 1 DARHINT ok (140, >k H AN RIE TCRoANBEE R L Ak
DAL/ IR T i ke L AR\ A TCRoA B A IR ) 4D Blr PR TCRov%  TCRBAE Bl 5 2k
AL BB, AT ASGE TR DA RN R E B = I TCR 6

[0202]  YERLeCsjmflirh A R AR AT IR &85 1 1 e At DhRe T4, 41
v e VR TR R B RS S P A s R TR L 2D RETA I 1012 T T4 FRAX ks
N1 TE0MG S y STAHNI B CDA+CD25+ T EET AR o Ak — 2 Sy K 4t AR A T
[RS8 A AR 73 £ S INAIL R CD8+T A i « A HECDS+ T4 i . CD8+T ,, 41/}l . CD8+T, A iy 5k
HATRAT & AT — IS BID , B R AT IR &8 FAZIR 73 - 5 AR CD4+T
AN S)HECDA+TAHNND . CDA+T , A1 CDA+T,, ANk HAT M 415 o AF HoAth ST b, g b A
ARG S A RAEIR Y - BINE L T 4IHECDS+T A ANCDS+T AN TAR MR - 71 5 —18
FoAh S, Kbt A T T IR G 28 A RUAZIR 73 - DI NE ER T 4D HECDA+ T FICDAT,,,
I TN o AT R SETE IR, TN IA B0 b T AR A BTt s o 12 T i 52 4
(TCR) « AR HTRS S im s A T TCR VAN Ry - iR S P 5244 (CAR) sl B4
HHIRZIR T

[0203]  {ERLECsmflirh A RSB AR AT IR & 8 1 e it Dhaet B s
.

[0204]  FPRE— ik 22 FRE R RGBS 2 TT PN 25 A 5 25 ) T R g 1) A= DXL - it TR
FENIE T T g R e b A DR R DR A SR A S AT T2 T4 i
B A A DR - g - (U 4R TL2 . TL15 5%

[0205] ¥ K-S0l rp, 4 Y DA SR IR AR AN TF N A IR R 28 P10 7 32 TA1 i 2 CD4 T4
J, FLOA SRR N HLA (MHC) TR PR ) PR e FAT e S PR e s e P i S AN 7 TCR (B I
Sotoet al.,Cancer Immunol Immunother.62:359-369,2013) .

[0206]  fEhEELsRmBIrh , # A e DURIA AR AT (R R & 28 11 1 4 2 TR A SR et
JRRE A E2H TCR o AE— 28 S BIrp B FE DTS WT 1o “WT 1™ 2 45W1 I 1, — BRI 1-,
PECH AT VU AR EE T AENS AT 5 5 T 2R / 43 2 e (P DNAZE 5 S5 M35 WT LA SRR A
S A GRIIE S R A RS 2O A, I BLAE—/ Nl Wi IR i B B b R A= T
FAR NT LI ARIR AT 2 PVEE FPOEE R, RO AR LIV < OF Sies Uk I « I R 6
I A g e« FECER DR e « B AR AR 2R PRRE LA M B O 80 R BINT LR e e R B 2

[0207]  fERERCsgmBirh , gl e DLRGE AR AT (R R & 45 11 14 2 TR R 0T TR B 3=
RS EEZHTCR . “IA] S 227 (MSLN) S 52 b mil AR 25 1 RO BRI, 3wl R 25 1 e D)1 i R Ao
Y, B Az A i DR - RHTT B 3R B AZ A 5 A - i 40 PR RO /R R AR A B A
SR T VETE R o ] 22 A WL 15 B e JU LR 8 R A e A T2 1, mT AR A RS B £ 1
(A o IR A L B2 IT B2 O SRR ATVRE R s P oot 3Rk o e BRI B 2 R B A
SRR AR

[0208]  frhEsCsgmfirh , i e DLRGE AR AT (R sl & 5 11 14 2 TR 0o 4t it
WHE F - AR B ZH TCR

[0209]  {ELEOSEiry , S B AR AR A T T IRl S 28 O 75 32 TR A R 1K CAR

(02101 ¥E Jj—285j ol rh , ARk AR SO A TF RO Rl & 88 1 1 4Rl ARk, HrT LA
J£CD200.CD47 \PD-L15kCD58 . £F X —28 5, Aok AR S A TRl 25 11 R0 7 2 i
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TR FR3E FH T 0D PN 32 AR 25 11 s IRNA 7 — 845 g S eI v, NI E 57 /2 CD200R |
SIRPa..CD279 (PD-1) \CD95 (Fas) 5kCD2.

(02111 AF—285 i, SRk AnASC AT R G 2R A8 J= 4 T AR IA A 1B —Fhh &
B AN, 45 A= 40 AT AR R PRSI R Rk 2 1 (9140, € & PD - TR /NS 28—l 52
UM S TIMB M 28 R A2 )

[02121 &

[0213] AT LA IR AAS AT R iR (R Rk 52 1 A AT 7 RO B4R AL A
O 25 ~ A0 PR S AR SRR e P (BN B B¢ 9050 sk 58 (U ARSI (191 a0
Z) o L ARPE QB NEL DR T & MR A R iE (Morgan et al.,Science 314:126,
2006;Schmitt etal.,Hum.Gene Ther.20:1240,2009; June,J.Clin.Invest.117:1466,
2007) FIfE 4 (Kitchen et al.,PLoS One 4:38208,2009;Rossi et al.,
Nat.Biotechnol.25:1444,2007;Zhang et al.,PLoS Pathog.6:e1001018,2010;Luo et
al.,J.Mol.Med.89:903,2011) /&4y 75 BEMIIAS T 51k

[0214] AU SR A I AE NI 2 PR S & T A AT I S AT 1 RTUAIRTTY
(BT SaE S A B4 LB « BT S B AN 2 e s Fiv B B X0 I = = s 5 e B2 1 I
I s me (LB s JHHE 5 PP BEA YRS 5 FLSHRIRE s APUDSES 5 2K 21988 5 80 5 e I 55 11E 5 2%
T Lo U 5 AT (9 anWalker  JEJECEH AR  ZLICAEIR ) \Brown - Pearce .45 \Ehr LichJIR |
Krebs 2.MerkelZfiia KGRI B/ N s Z2 A« FL IR A 40 S8 S S B
R A P L) o AT UG TT A At 28 20 A diiE B4 AH A oo 5 Rtk 2H 2R i s
I3 5 FE AT 5 SO BEHTFE I/ )N s FEE AT bk R 5 2R AR 5 PR P B2 4R AR B85 5 TR 30/ 5
RN CRTIRE s BCRY TRURE s T 4E000 5 21 48 PR 5 E AN g s AR 4 itude s s e s It
PAJR 5 P SE TR 5 R IRORE 5 KGR IR 5 B9 s 8 PRURA s 1 20 s POUIIR 9 IR 5 Tk 2 e 5 S AL R 5 T
368 5 HH ERE s JUL RS s RN s 255 U s 208 s I oed s T e s 2 e I R o S
W TEUL N REE TG TT (M AE AL« e s NEAS Joe s NELIRE s IR0 5 Vi s e Rs s otk 4 i
S 5 O AP REENOIRE 5 T8 5 B 5 TR I 4 e 5 SE AL TR B s FLIS IR s S S
e 5 DRV A MOIRR s VT JULRA 5~ DL PRURA 5 UL e s LSRR s JUL AR s R SUNLUIRE s Bl
PIIRE 5 25 A TR 5 A 22 I MR 5 e Joed 5 B Bkt e 5 IR s P 2 09R s b 22 R4 fiwdeg s i
28 I RO A 2B s PR s BIAPEETR ; BIARER A ERE B AR o rT AT 7 I ReiE 28
AR RO AE I SR 5 A IR A I A PR TR IR 20 O MG 25 5 i R BE AL 5 TR 5 Ifm 5
TR 5 IS PR B2 IR 5 ISR I /B AR 5 T PAIRA 5 PR AR 5 PR A JULRA 5 AR 3
PR s FARAARE 5 PR s 1 PRORA 5 PR 2 PR 5 21 4R PS5 I3 AR 5~V UL PR 5 13 s
PAIEA 5 MBI PRURA 5 IR PR s IDLPAR 5 KT PR 5 DIP B s SRS PR 5 PAIRE 5 e s 20 & i
SR E SR AR -

(02151 JRAPITAR (R T3 5 R o 25 1 TR Y7 TR ) 2 Mt B g 1 i 2 BA M g , E04B
SRR AN M R EE BB AR AT SRR (NHL) sl pis SR ek R) I
I3 (A 2RI 4R e (ALL) P2 MEIREL 40 H il (CLL) B4R E I 18 i e
L35 PR BAH i B 40 A A S MR B BB 2R 11 IS (AML) ) A8 (A2 LY BER) - 735
R B A s A INIAR E £ EBR 9 B 4 L2 £ 1 T bR 2 A e L0 L R 25 X
IREIRE IR A T BRSO MR S A HRE B SN A RLTBEATE DI 7 I X B iy
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RELIRE (MALT) JhREZ 41 2R 5510 2 X BTk ELIRE 8T MRk E 9 - 4k e 98 518 4 KB
ST bR B9 S B (i) R BT PR E2 978 100 A5 PN K B4 b EEL 3R i M AR Ik 2 9
Burk i t tyfRELIRE/ 11 1055 AN MR R 1 BT BEFE IR EL TR A P 2 s FRS AR bR 2 40
UV o

[0216]  FFEMTH B FuBe EURE I 4 R IRNE ST R A IS RIS 2 VB o)y
RS A VIS R VR R 2 AL 2/ R 78 S BT AL A« A MEFIL A L
B R A TUAMRAE « AR e R A B9 AV IE - CRESTZEGIE  SIEVENGIRHIA « 70 27 B <
Bz S 1 26 IR FHE ZEEAE B PTIR FHE £R 5 AE (ARDS) S 28 i 78 A 79 B %8 45
198 B/ INER B 98 B 0 S 8 Wy S 0 M TR IR P AT I 1k 8 h ISR [P L« Bk ok
FEREAY « A S o Be M DL VAR RG B B - R e MEZLBEARE (SLE) 0 2AME i R 2L B AR
1 EIRELBIRIE RIS E A HE 2 RIS MR 2 5 /DM PRI « 20 A MEREAY 1 MR o 15 i
RTUAPL T 2 AR Sy denham$E B4  AHNE A AT 4RIE NS00 5 S ERR A M
b B N A D 11 T 95 N 5T S S AZ 45 T R EF I B AR B A AN I ZF o AliChurg -
Straussfii RIAHMOH = AE S K (CFh B s R / Ik 2 L ANCARIZR X A I A 2%)
FAERE RS FA 1M Diamond Blackfan® Il Jos5e PR IA LI 24 I E0 4% [ BF Se etk v i 1 22
(ATHA) RPEZL N 22T i FH 2R (PRCA) [AFVITIEEZ (i1 AWRA A S etk ks
MMM DAE 4 A DAE « Ry DIE S5 M A4S H I « A AR ZE 22 45 (CNS)
RYEIN Z A B UG LAAAE  FIENC 1 B - DR E S S50  HU B/ N SR
I DU NEPUIARZE G « LB E R 28 78 \BehcetdiiCastlemanZif5fF \GoodpastureZify
A \Lambert-EatonJlJC J1Z5EAE \ReynaudZE 5 1F .S jorgenZE & fiE \Stevens - JohnsonZg &
IE SRR B AR HE T RN AR UE 10 (GVHD) RS MR R R 1 S e sie bk
20 R N A3 W85 IR BP9 Re i teri R ZRG11E - EL A BhIDk & L e se 2 5k
B A TgAB I« TaMZ0 A PERR 20 0l LaMA T I AP 28 VRE AP I/ Ml kD PR 2505 (LTP)
HAR P /N R D PR 55 0% (TTP) b B30 Bt | S S M Il IR D E =2 ALRNBE 5L F £
TR EAE H D e Mk S AL 2RO B A8 I A P HHAR R D BB IBGR AT 5 B S o Re e N 43
IR B4 S o Ve FER IR 8 2 HIR R 28 (RARER FERIBE ) I 2 R BR 26 VR &2
PEFLIR BRI BE AR AE S AR A E R « B B o e 2 IRIR 2 G AE (B2 IR N 40 Wb 25
B  TADRE PRI AR b e i 22 AORAELRE RS (TDDM) ANISheehanZE 511k 5 H S T e %
WRELTRN ST PEIIG 28 (HIV) PHEEMELH S R GRAED AR R TR BT 26 (NSTP) WAk -2
MZESAE RN 2 (G FE R 22 IR AN gifits CRahiK) Zhik 28) PRI E s 26 (G g )11
R 45 1M 22 ah ik 28) 452 shlik % (PAN) 5R FLEBAE K P& B (TgAS) &k
PR INERE 8 S U AR H-PE AL IR 1 S MRS GRR BT IR) 8 BRE&E I IILAE SR
ATV BR A A IIE WL Z=4m M Z A AE (ALS) el R BB « S i e s
24 4% CoganZi A iE Whi skot t-Aldri chZi A LA A A ZEVERKES 4

[0217]  FEREEMISHEEI, ASCA TR & R S E 0 A s e T Atk iE
PE I SRR 40 s SV B BE R I (AML) A BE e I -

[0218]  fRkEE IEHIH , HIASC AT IR S8 IR TT Sl A T AR T IR -
[0219]  FEREE IEHIT , HIASC AT RS TG TT Sl E T AR 7 I B
[0220]  FrHFE e G, $2 0t T ARSI R MRl &85 IR T o iy ik, Horp kg
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J75 (035 F21X CD200 1) S AR B g CD200 [ BE AR 4RI i I iee , o F LRk 5 5 A A
FrCD200RII NSNS 4 A AN 5

[0221]  FERfE s firh , Be it 1 HIACSC A TR G & B 7 B i g ik, Hd Frd g
Jo3 EAE SR E I I (AML) | O B AT i &85 11 5 A7 €05, CD200R . STRPai. CD95 (Fas)
CD279 (PD-1) sk CD2[IAN AN 43 [ 4H N H 77

[0222]  FERsE s firh , Be it 7 HIACSC A TR G & B 7 B g ik, Hd prd g
i B RE SARE T H PR B &8 3 A 5 TIM3.CD223 (LAG3) CD95 (Fas) ~CD279 (PD-1) &k
CDO2[IAN i ANER A3 AR N 75

[0223]  FERfE s firh , Be it 1 HIACSC A TR G & R 7 B g ik, Hd prad e
i B FUIIR SR O B 45 g i A IRk 2 A MR R O BTk G E B R A5
CD200RIM AN ANTS 3 AN AN 53 o £E— L8 L AT, CD200R - 9aas - CD28Cy sl &4
FH5SEQ 1D NO. : THI RIS AR 75 2 /060% 2 /DT0% 2/ D75%  £/080% . /D
85% /090 % %7095 % 1k 100 % AH R [ 2 AZH TR Gt o £ HELE S, CD200R - 9aas -
CD28CysEl A 25 F U & ek FHSEQ 1D NO: TR R ZAZTT IR - H 20 W) 2 A% FR G o £E
fth 3 hE I, CD200R - 9aas -CD28Cy iy & 1 3H 5SEQ 1D No. : S0F ISR 771 22D
90%  5/091% . 5 /092% . & /093% A D94% A /D9I5%  E D96 %  FDIT % L 5098 % |
Z/099% F/099.5% 1100 % AH A ) LR 7 71 o At — 2P 1 5051 Fh |, CD200R - 9aas -
CD28Cy sl & 2k FISEQ ID NO. : 30ffF /RIS L/ 41 2H A%

[0224]  FERsE s firh, Bett 7 HIACSC A TR G & s 7 B s ik, Hd prad g
I3 EOAE P Bl  JHRRRA EAML , JF H BTk ik & 25 B A 65, CD95 (Fas) [H4RIANTS 53 [ 4n
SN GY o AE— BRI ST, Fastm-4- 1BBR@h &5 [ FH 59 SEQ 1D NO. : 185 RINZAZ TR
A ZE/060% /D T70% E/DT5% E /D80 %  E/D85% & /090 % 5 /095 % 1, 100 % AHIF]
(M Z ARG o £F H L S5, Fas tm-4- 1BBEI A2 1 FH AL 2 ok FHSEQ 1D NO: 1857
(N ZAZAR T YA 2 A% R G o AE A ST A |, Fastm-4- 1BBRL & &5 H £ 55 5 SEQ
ID No. : 186 RIVSIEIR T EDI0% «E DI % FEDI2% FEDI3% . ED949% D
95% % /096 % 2097 % FE/D98% . F /099 %  ZFE /199 . 5% 1k 100 % A [ S ILER T 41 o £
L CTE I, Fastm-4- 1BBEh &85 A 5 2 FHSEQ 1D NO. : 186/~ [1 2 AL 7 71 41
i

[0225]  FERfE st , Bedtt 1 HIACSC A TR G & R 7 B i s ik, Hdh Frd e
I3 EOAE P Bl  JHRRRA R AML , JF H Bk ik & 25 B R A 65, CD95 (Fas) [H4RIANES 43 [ 41
SN G3 o AE— BRI ST, Fas -4 - 1BBtmi@h &85 [ FH 59 SEQ 1D NO. : 18THTRINZAZHHTR
A ZE/D60% /D T70% E/DT5% E/D80%  E/D85%  F /090 % 5 /095 % 1 100 % AHIF]
(M Z AL AR o £E H L S5, Fas -4 - 1BBtmil 25 1 FH B2 ok FHSEQ 1D NO: 187K
(N Z AR T YA 2 A% R S o AE A ST B, Fas -4 - 1BBtmfih & &5 H 155 5 SEQ
ID No.: 188 RINEA IR FHIZE/D90% FE/DIL% T D92% FE/D9I3% /D94 % F /D
95% % /096 % /097 % FE/D98% & /099 %  ZE /199 . 5% 1k 100 % A [ S ILER 7 41 o £
P CTE I, Fas-4- 1BBtm@h &85 A 5 2k FHSEQ 1D NO. : 188Fr /R Z AL 71 41
i

[0226] LY E R S L AR ISR , CREARATI 25 A i (B an B tE KT B B
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V5 FEVD T TEC TR < SERARR B B BRI 2RO BT < A BT BT SR MEAR 1T 7 S S AR T WA | ] 2
FFEA B RLAIER 2 B B TR BB TR AR B ) 0 T B RN 25 4 th (R4 R A 5
WIRIATART 2 AR 00 o A% el 2 B0 4E B 22, B AnBRS 25 « A7 JE I 25 T2 i 25
Pk B 25 i B  FL SR B (BIANHPY) | BIDRE 25 /MR R 2 SR 25 (B AE
RIFafa 5) ~ IER 5 (BIATIR SR £5) I & (BIAnAeii &5) PR II00 25 05 S5 5
1255 (FIGIHTV) FoR & (FIEAHCV JHBV) 55 o 7E FEEE S hE B, AN TR 85 F A EE A
HLA (MHC) 1243 I T AT 7 P it 1 e Jos S A A o

[0227]  ARNFFIREAGE AP LA gE S T8 28 (Bl an, SE4n i o 2 A a T (B T4nfi
(f514nCD8 B CDA T Bk T4Rff I R AL ) 24 T2 E AE— DRI, 257
SARA T F KRS 2 A MO TR 1 R 1042 R BEE R S R R Pk E R4 .

[0228]  AUFEALN TR G 8 A I 29 S W] LALAE S #5677 GRTIED) 500 sl i
(1975 2 (FR 22U O B AR BLFTE) 28T « S I 5 i ) S s RS TR RS 24
SRR 1 A BB NOREIR , R IR N TR ™ B R T PR ) s e I A RZh 25 75
AR ZORME AN T E T 25 &, A S Rk AT RIS & E 4 i Al
25 b AR AR TR R R o SiE IR A 048 7K SRR A e« HH s M4l

Pas
= o

[0229]  fE—BEsjEHIR AL TN AT MBI G 4R TS 1 SR sl K G R N 2 Ik
USRS TR 2 3 e B A5 5 A% T 1 IRT TR B MVRR - 300 es 40 S e 41K
YU BRI IR 1 , B IS I A TR R AR E 45 T A S0 2k QAT i R 25
A AN AE 2P R SR b, ATk 5 i qs S it —0 3k TRt
JUES S PETCR s T R 70 S M 125 22 A1 I TCR  CAR L 45 -k EATAT 21 5 o E LA 11 5
FEFIh, Bt TIRTT IR A9 1, SRR LR A A T RIS & A AN EE A P R
TCR.

[0230]  FE—RLsj i, $2 4 T CDA TN S ok o 1 T 2SHLAR 5 s, R A I
TSR 25T WU I FR 18 QA SRk 1 5 25 A O CDA TAT o AE 2t — 2B 11 S e 151
o, 5 S e sRCD4 TANII T2EHLAR B 1 18 =4ty , F— 20 3Rk TR DUl s S
TCR T R U M 25 52 A1 U TCR CAR LSS -  BRHATRf 414

(02311 FEATA R S 127 ARG AN IL- 219 5 O B 238U

[0232]  fE—sbsjfolrh 34 T T3 n sz i 35 10 e e 4nis (94n, CD4" T4k CD8 T4
I A R AR 5 BRI T N S A T A SR I WA A T Rk
B A RS & AR

[0233] ¥ —LLsTEsl, S0 T 3N s5e4n s (l4n, CD4 T4R =k CD8 T4 ) Hh4mfty
PRI F P2 A0 1, FAA R e Re 4l 5 Qn A SR A T I R 25 1 ek A i 5 2 T R A
fith o AEVE—2L RS HE I, SR At — P Fk TR PR METCR . TR PR
1 5% AN I TCR CAR R4y —F- el HATAT L A5 o AE — 2L S FBI R, B A 4nie A e iE T4
2 (IFN v ) JJHJBEERSEIA - (TNFa) 5 (25 -2 (TL-2)

[0234]  FEHASHEEI AR Rk k2l b — 0 AR B 7 IR T a2y ik
IR T FIVELEE , AN, KAt A AnZE R IRFII AR L 5 B SR R o 4n 1 i 22
NEF ALFTR VAET ML s B RE ok 2 2 (benzodopa) « RV ER 2L WK (meturedopa) Fll
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uredopa; CM I FZ M FHIL 12 (methy lamelamines) , fudf /S & =3I £ 3 =R
[« = AR FERE N « =0 O EE R AR B RN = 2 FR B g s BT 2B Aok T R Ut - R A
W I HE SR T S A e I R SRR A AU . 21 (Melphalan) VI &Y RTT
AT DR JE BEmlT T ph gl  PRIGEIE 73 5 MUASFENR S AR B a7 T R B 25 W s vy T %5
FIT VSR E kI T s P b o b5 &K (aclacinomysins) UZR R 25 LI 3R
(authramycin) « L& 22 5408 TR S 2 R & . K775 % (calicheamicin) \carabicin.
TE41 75 2 (caminomycin) W& H 2 (carzinophilin) 255 2 (chromomycins) £k 2D
FL 5 2= T (detorubicin) 6- % -5- A -L- IF 2R & & RIS R KR
Fv & (esorubicin) «ffHikEL B (idarubicin) JFEPE 27 2 2% (marcel lomycin) « 222455 25 A1)
i (mycophenolic acid) +i& N4 2 (nogalamycin) A 2 (olivomycins) JRK 5 2=
(peplomycin) JHIERF % (potfiromycin) M 2R = 2kFiE & (quelamycin) 2 2 HL
(rodorubicin) JEEATS 2 (streptonigrin) EERES 2 NE5/Z 1 & (tubercidin) KR
7] (ubenimex) \iFralfl ] (zinostatin) EZE R (zorubicin) s HUAEHYD, U1 2515 -
SURMELE (5-FU) s MR 25 i — FIM-ER (denopterin) « FHSUENS (il D | = FR AR MRS
(trimetrexate) ; BEWS ALY, UNIRIAHIEE 6 - BRILGES (I 2K B B2 MRS 5 i (DI
LV AU 6 - RURT R S0 B R BB e R 22 DY SRR T A L Ot
R 5-FU; £ 52 (calusterone) - 2- S N ERER (dromostanolone propionate) .
IR HERS R HELT 2 N IR AE R s DUE IR 2, W & KR K FEIE, g e
(trilostane) ;HHERANFE AN - 5 B A e PN IR 5 PSR IR R 11 5 2005 CIBEINIRR 5 22N I 5
bestrabucil;FbAERE KA RI YD (edatraxate) s MRkl (defofamine) s MISER] 37 s HNY il
(diaziquone) ; K %R (elformithine) ; BEER LIATH s LIRANE (etoglucid) ; iHRER;
FEILR ; A ok 20 W R W RFENMUEE (mitoguazone) s KIT R ; IR PR A T
(mopidamol) ; —JEZAHTIE (nitracrine) sWiwmlfth | ; £52A%(JT (phenamet) ; MEZELL A ; T
B3 GBI (2-ethylhydrazide) s FHELIIE; PSKTM; TR 4 (razoxane) 5 PUfse ; 1534
B AR B IANR s =W f 52,2 27 - = = O 2 PR O IR s KA s ik REE H
Bl T s IR RIS I PR R s gacy tosine s FTHAREH (“Ara-C”) s EAkITE
[ s FERRR s B 5%, B EE A2 (Taxol ™, Bristol -Myers Squibb Oncology,Princeton,
N.J.) FIZPEE42HE (Taxotere ", Rhone-Poulenc Rorer,Antony,France) ; 2K ] TR& Y 75
POt 5 6 - B SRR 5 SRR 5 FHUHRIS s SO0 , GBUEAANR B0 5 A 05 AT T
(VP-16) ; RIABEIENG 5 223455 2 C s KIT R ; KA KA ; 25 i 16 TH R &
JETTH ; AL 35 G s Ay 2 18 5 P D IBRIREA ; CPT- 115 3 M S A9 B I FFIRES 20005 36
FEL 50 FR (DMFO) ; 45 FIR s BRI 25 % (esperamicins) KB FIMEAT iR 252 F
AR AL RE AT AW

[0235]  fF—2E5ga b, i Bhy T T2 2 i S RIS S A 751V B- Raf 41 il 1) L MEK ]
1751 < i S R AT A5 771 i i M ) A SR 7 Rl R TAT 20 5 o £ — S0 S 0, e
HlE S A EIFLE DT s i RNA A — 28 5, A skis iRNAKF - T-PD-1.PD-L1.PD-L.2,
CTLA4.LAG3.KIR.CD244.B7-H3.B7-H4.BTLA HVEM.GAL9. TIM3.A2aRuk H 4115 .

[0236] 53]

[0237] 541
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[0238]  CD200R-CD28Ril &2 A 44 Ak

[0239] i LA R U T ASC AR R s IR Bl &85 1 o s Tl 88 3 s e
R IR E R 1 (TFP) , HEHECD200R AN i &5 A4 3ak sl H 554 FICD 28 4 i N A 515 =
SRR ARy (1A, A AT -V) o /K453 T LB R CD200R (BI1A, A A T) kD28 (K]
1A, R FRPRTT-V) (B IS5 A sl L5500 o £ — L8 = FIPEIYI CD200R - CD28 A 25 [ FH , i /K4
o3 FUFECD281 B 45 A3y, 1 i /e 43 18 A A5 CD 28I 4l AN 43, T Hod S /K 415341
SBIFIAN N I DR S FR T AL (i, B LARG AR T T T, CD200R-CD28Cy s 5 #4 44 IV, CD200R -
3aas-CD28Cys ; L S A&V, CD200R-9aas-CD28Cys) » 4Hfitu S 43 7] 12, CD200R [ 4R ity
SERIR I A B 0y o AE —2E S, 40 AN 53 60 5 CD200R A JE/ N 4 g A0 25 Ayl (B
LA, FFRPRT-TTT) o A FHAt SAFI R, 4TI SN2 B3 2 ACD200RITIN - A 1) T 235 2 AR (fR
BAN-SERZ LA ) (B0, RI1A, #9E4A TV, CD200R - 3aas - CD28Cys) B i 2295 FL IR
(lan, 1A, ¥ FEfAV, CD200R -9aas -CD28Cys) » A] DAH R i 15 il 75 25 AL AR S5 2 o 4
A5 I/, P RE S s Rl 5 2 1 g N B S il 55 e SMACHR T TCR A E 7 DAAZ i it
RIS HIBE ST 5381, CD200R - CD28 4 A H A7 K1 i >k F CD200R 55 HAE A5 S I filE =
FEAR Y CD28 A I N AT S 1% S A I3 AR IS SRR

[0240]  Z@ALCD200R - CD28f 5 25 R BIMERZIR 70 T & DA T ootk (5 237) - 4ifiedhal
43 (CD200R) - Z Z AV &5 443k (CD28 - 2R - Bii/K 414y (CD28ES ) - 41 it PN 4155 (CD2841 )Y
) o AE—2ESTEHIH , 2 i CD200R - CD28F &85 [ IAZIR 73 H % SEQ 1D NO:47-5181.6+
7,10 12, 1481 5HHFE— TR IR 771

[0241]  Z@i A4 EARHIRZIR M Invi trogent] W i i PCRAE 9256 25 Fh AR B, S8 5 7€ [ TOPO
TLpE BIPENTR™/D-TOPO &k (Invitrogen) i, Ifii fiGateway " Hi A (Invitrogen) #F 5]
W S50 B R pMPT 1 -a t tRHP o AE REEE ST IR, £ v [ 2 pMP7 1 - art tRig 5 55 5 A
2T, A AAN T TFPIORZIR 7 1A T T 9 1AL

[0242] ﬁij{ﬁ]m

[0243]  CD200R-CD28#4 B A1 3L I K ik

[0244]  BET-[RC57BL/6Friendf #5i5 SIMZL ML (FBL) FITCR, LR /NG R I R T 47
B 0 /N FRURBEZEE -4 8 CD200R - CD28HR 5 52 e 7 i LABGE TAT L D fE o

[0245] A= TCREL BRI/ NRLLA ™ A= X gag & hi (TCR,, ) 55 PEMICDS T4 . C57BL/6 (B6)
/NEUB E JacksonS4 %  TCR | FEREDR/NTUAECDS T R AN Fr i end i i gag & HAT
FESF PRI TCREE LR (Ohlénet al.,J.Immunol.166:2863-2870,2001) 1 THIRTA 20
FEHIC SRIF AL BWUR 22 W R 37 5 T2 A Pl (B 4 52013 -01) 4 #E « [l B6
Friendjj 2515 S0 (M5 (FBL) 3655 F -MuLVER IS gag 7 (JKCCLCLTVFL (SEQ ID NO. :
213)) »

[0246] KL TR AL AR CD200R - CD28 i 54 LA N pMP7 139 5 S5 5 Ak vp, I T+
FHLCD3FNHTCD 28 HT 44 B 11 S AR /N BRI 40 i o 2 S48 1 v By ok a8 11 AL A, I A
Invitrogeni] WE i PCRAE S 46 %8 h P2 A o SR KA LA A2 71 TOPO T [ B pENTR ™/
D-TOPO™ #if& (Invitrogen) H1, 34l HlGateway " A (Invitrogen) 3 HLAEFS 5 1 s i
FRRARPMPT L -at tRAP o fifi T8OV 145 IR (Qiagen) T30 HE SR 23 38 s Sl i SR 2510
R £ Plat-E Morita et al.,2000,Gene Therapy 7:1063-1066,2000;Cell Biolabs,
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Inc.) AES2RMIEE SRR 28 FIFil, 28R FH TS TCR |, TANE.

[0247] e — K, FIHICD3/CD28FN100U/mL rhIL-2RBATCR | TN 75477 IL- 2FfE
BRI N 124U P EA1000g B0 EE R (spinfection) 90438, JEATTCR,,  TAHMIK)%:
T TN LTI, TICD200 FE SR i 5 U AR L U FBLANN , SR Jm A 740 e LA A ]
JETHEAAR

[0248] LS J5 TR, 114 $71CD200RHT AL o Rl ik 24 O AR T CD8 TR i # i p e ik
(F1B) « gtiax (e 'ta H (GFP) IR TN I B SR TE 4 - 36 % , A9 IR 2 TR
AN G (MFD) A

[0249] =453

[0250]  CD200R - CD2844 AL I AL SO TANOAE RSN IESE R 22 W LAKEON 1~ DR

(02511 A/ S8 LRN2 R R OCD200R - CD28AG AL FTCR | TAT 345 AR SRR T
DIRENIAE T -

[0252] SN F-4fffE RSN 1Y

[0253] Uiz mihfrid , 3N i AE RS> A (Stromnes et al.,J.Clin.Invest.120:
3722-34,2010) . 7E10mLETFR I kP3G AR T 2 EL TR 1 IMDM, 2uMA 22 B i , 100U/ mL 75 25
%/, 10%FBSHIS0uM 2- FiFE LB AR R BRI TR 2 5 IR 4mft (5 10°) JRIRFIFBL
(3 10%) FITCR, te4Hli (10°) SIL-2(50U/mL) —HLHE 7% AEdR o — RIS 5- 7K, A
RN G PR B IBR R we wedil | O NS

[0254]  {(RANTZMIGSE M

[0255]  GnifE Sl B S TCR  TARNE. Dy 7 VA AR ST A I, ARk il i R 1 3¢
ffifflCellTrace%s (CTV,Life Technologies) XﬂLTCRgag TAHRE AT 50 o F3 o B 1Y
CD200 FBLEECD200 FBLANMAIELCTVARIC I Te TR (10°) FIGEPAS FATAM . 3K 5 , 13 i
RYMARTFAHTCR ,, TAIMIFRICTVRREE .

[0256]  Ji 4RI A4E TR 2 BH A 250 CD200 - FBLAH i ( 1-3%) 5£CD200 FBL (R #5) #]
WUSTITCR T anEI 24T 7 - S GFP L ST (L0280 ARLE , i
CD200R-CD28A4 HEA FAT PUAS AT i 5GETCR AR R T-CD200 FBLI S (1528
[0257]  {RANTERfAH EE

[0258] T A a7 S B0 AN AN R, WU T AR IR CD200°
FBLEHATINZ AN RIS Wi, EITCR B S ARt b 41

[0259] —UBBAg e TR T4 2, U FECD200R-CD28tm. CD200R -CD28Cys
CD200R-3aas-CD28CysANCD200R-9aas-CD28Cys (&|2B) o £E X LAy i3 AH1, CD200R-9aas -
CD28Cy s+ Z R h R H S R %L S TN N, S B SIS b i T 3%

[0260]  {RSNTANI S Sl E

[0261]  JHCD200" £k CD200 Ha R FBLANIN # SO AR S HICDS TR S REE A T
FEE, DABE FERIHOR 75 22 5 H 4 2 UCD200R - 9aas -CD28Cys  TFP TN . 5P A= AU T4
JEAHEL , AR B 19CD200°" iy 41 g T 85 4 P s B 7 I IFPRS SR , X RN
BFKCD200R-9aas-CD28Cys  TFPIAACAAHE AT o S (B20) .

[0262]  PRANHE A IE

[0263] i BB FROTAIE A TS , DA€ CD200R - 9aas -CD28Cys  TFP& 73 1T
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S e B S s 2 i (IS) AR IR AC A B 37 CTXB I T e An i B rb (1 IR ot , BT
A BT 2 kb s £ (B12D, 1) B0 FHFBLAA AR 1A 1 CD200 (K12D, I TT) Bl T4m i1k
fFJCD200R (2D, FEIIL) bmic B F 1 RTAAY 43 F- AR T TSI - CD20 O 4 11
CD200R{EISPN It ez (2D, [E1V) |, FRBHF AR/ INE 2, DA F o S s 2l o

[0264]  (G) 3L T-CFSE[M 4o i M E

[0265]  CD28{5 S OB It e 3E 3w 1 hfE (Chen and Flies,Nat.Rev.Immunol.13:
227-242,2013) o Jll1sX 1" CD200R - CD28Fh 754 F -5 1 TAH T RE g 4t % 45 7 35 o K
FBLAAS BREL4 IRg 1 %055 B 5 PBSHAJ2 . 5uM (CFSEhi) 10 . 25uM (CFSE1o) CFSEf 7 104y
Bl LA 25 LB R e i R A i ok B B AR} o B ELAAIFBL R 411 1 - 1
AW HIR E 20 AICD200R - CD28 B GFP R AL FAUTCR | SN HE SN - TA I AE96
FLIREC AR H 137 CHI5 % CO, Mt 75 4/ o 1 3 A AR 3 A FL P e 5 1) ELCFSEFH P
¢1fifs (FBL+EL4) H1) % CFSEhi (FBL) , KAHffiE 1 5 € OFBLEYSR .

[0266] 5] 4R IUTCR . TARAALL , JHCD200R - CD28 4 S (A S TCR,, TAMD
o H B S RSN 2R BLIYE IO BE 71 (BI2E.26) « AR I 28 ' Ykl Ce 11 Trace 22
(CTV) s CRSEARICHE MR 2R , DA A= ELA4H i (CTV') .CD200 FBL (CFSEh1) Al EAFH-EEL4
(CFSELo) X HHEEIIT : 1: TR G (BI2F) oM, R IRGFPHE S TCR  TANIDAARSF IR L
fifZCD200 FBLATICD200 FBL (K12G) «AHELZ N, 5t FRTAHAHEL , JTICD200R -9aas - CD28Cy sk
SHITCR ,, TAHNE R T XRCD200 FBLANNIAI A A I HEIN , DLScAR M E : TEE 54 T 40 %
PL_F1#CD200 FBL (&26) .

[0267]  £5 FJTiR , iX 2L 5 FBHCD200R - CD2844) AL 2] Mk 157 JIHIeg 290 ik 3R 3k 44 N e
TR AR SR A E MR -

[0268] 51:15]]4

[0269]  CD200R-9AAS-CD28CYSHL FIMN TN E 1 1 Mg T-FBLIN I B 1 B s AR A AL R
[0270] 4R AR, B6/ NG N (. p.) 7ES T4 X 10/NEFBLEA MR A (Stromnes et
al.,J.Clin.Invest.120:3722-34,2010) . fELFFBLIEEG KT , (LA - T £ /D6
NI, N 252 T 180mg kg (T ERB LN (Cy, FTAE N Cytoxan™ [fi i) BRIETES « T WE 747
TERFIC H ST EARINIEAT T 1-3URIBI 10°/NTCR | TANNAHE RS 2 i/ N < O T A
S BT FIRR BB B 1 s S TN AIGE P R S TR 4% 2 X 10° L[] 4 2 i
AN, ARSI Ja A /INER A T2 SR AL DAEA T 53 AT o 2 ST 00 /DN B P BRg B2 4, an SRR
HRIUEIE RIS/ 24-48/ N 2 N AR, MPRL2E IR A

[0271] 7y T #FiiCD200R - 9aas - CD28Cy st & e 1M TR AT 73 Wi B FBL I IH A1) T 4E 44
PN 2R BE ORI AT AR 22, R il &85 1 e O PR AT IR 7 A TR L R 2 fnpdEg /N B R
TR 8 Rl E AR AT e an g b (BI3A) o i (o FH R s , AR T3 S 1
B, 2 PERIBR E 25 Fh A U 2] (o5 E S TR EL o B 1. 2- 1. 46% (BI3B) o #4311 CD200R -
9aas-CD28Cys TCR,, TN/ HAL 2R/ INBUS BRI PR CD6 2L 345K , R T 3400
T TR (E30) « BIEE 16K, T I TN AT I T4 R B AR A 22 , B A A va
G (E3D) o SARAN A IIAH , #5KCD200R - 9aas -CD28Cy s [ TAH I AE A4 P i BT~ JHRE
B o B IN R A A, e HE RS 2 i /N 2 /D 3R SR I 5 38 - T4m i
T BN E Rk
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[0272] ;1&1]5

[0273]  CD200R-CD28 TN 4k S8y T VA AR IR 767 rh 2 TR 1
[0274]  CD200R-CD28%% T TANME I 4k T ey 7 VAR R EME 1 s rifs R /N B
T T REEIA TR .

[0275] £ /NGRS T B FIHR [CD200 'FBL A I , K5 , B2 Cy a7 I/ N A 52
T 10T EIINATY (B4A) - 4nEI1AR R, 1855 L 2 ICD200R -CD28 tm . CD200R - 9aas -
CD28Cy s MGFPS HAG S AL S R TAIMG , vl 1~ CD28- Mt S FR BEXS FHCD200R - CD28 44 F {1
ST DIk « ¥ TL - 24 8 S5 ANIIR T 4 T — 41 /NR 10K DUAE 1 T 40 i 1o 3 1
(Stromnes et al.,J.Clin.Invest.120:3722-34,2010) o7 E 517, 01 77 T 4ii AR DAL T4H
Jr £ PRI - S SRS IR TCR | TAINRILHAA R, RIASE A S
ST ZRAY (K4B) .

[0276]  ZEFEs2 1L - 27 S/ INEE /NG Y, TR 3 1 A7 05 3, AHARAS I 2 45 52 AN R 41 T4
FE /NI A TE R B 2 57 (BA4C) RS FE AR L - 27 I /N R 2 T
CD200R - CD28H4 AL S A TANE I/ NG A 1 & B, T CD200R - CD28 44 #:44
R/ INTE £ 7 G Be 2 i N (B0 4D) o AN 32 TATII T 12652 GRP AT FRE A SO TAn i sk 28 8 K
JfasMik (CD200R-CD28Cys 1FP) T TN R ZE/ N ik A7E 2130 K DA _F (B4CHT
4D, 43 BN SR 2k AR RIS (1 2R) JAHEEZ T, 8252.CD200R-CD28 tm TR /INERL 1 1)
71 % FI$52CD200R - 9aas -CD28Cy s TN/ NG HT 183 % £EIATT f A70h 1100 KA L (&4C
FI4D, 53 B ER LR ANLL28) o X B f 3R, FTICD200R - CD28 44 S A% S TN B2 Bt i B 11 1y
IF) Rk, DA v IR TN S eI 7 1 AN T L - 293 S FF 6 i , TR CD200R - CD28 ) A 5 s
LT R Sl b R TAT PR R 2 PO RE B o IR AN SRV A AR 2 AN TL - 293 S 10 /N B ]
A JCD200R tm-CD28F1ICD200R - 9aas - CD28Cy s A [RI /T BEFE AR 22 7 14741 25 7, {H A
FRIFPIA R T TANNE Ty ik, NI & 5GE 1 NS T4 A i v RS AR PR 45
.

[0277] ;1&]]6

[0278]  CD200R-9AAS-CD28CYS THNMIAZ 51 5 IREMEAL U H & R, I ELAER AR
SR IEF AR

(02791 Dy THAAETCR ,, TAIRANHE ST M RE TS ) P BN BI(E LA S BUS IR 2 H
5N, A R s FOEsE N AR SR PN Aol T B S ie st 2R R N &
SOt FTE AN R A FBL | iR Ae , 7E 0 F BTt (BI5A) o R Sh 74 T TCR | S8N-1-, FF
110 MR L 5 PRI TT 1O SR A R ARCHE PR I0A LD : /N FE RS = KRS K,
A 1 8 R TR A AR A SR L ROt (AST) TP S FR S FE M (ALT) LI 7K R v T
451075 o/ INEUTRT BB CD200R - 9aas - CD28Cy s TCR |, AHMIIIIE 4kIATT AE LRSS 3k TR AN
s MIASTECAL T I 7KK, ZRIJCD200R - 9aas -CD28Cy s AN AEALD o /NER 78-S ATAS I 2]
19 F S e e 5455 (B5B) .

[0280] LS MEATANMAHLL , IFPH S IO TANI AR W HH IE & 4202 B N B R8I SR TR
X/ INEUS i 22 TR AT, F AT TR bR s CO3 T B A Tt , DLUE e T4 fiis
i EE B L2 P TR SZ PR A7(E , CD200R - 9aas - CD28Cys BATHATCR | Sk 2 [AI TGk
F 2 XM T TFPZ kI S B 4 i e A 1 in (B50) .
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[0281] i{ﬂ?

[0282]  4- IBBILJIENE SAL S IR e SN TR ARSI R R

[0283] i35z k4 - 1BBAESGE I TN b B, X (8 dF T 40 M A7 AN i A 17 A=
(Chenand Flies,Nat.Rev.Immunol.13:227-242,2013) . & | VPl A sk A~ A CD28[1) 41
NS S a5 A3 4 - IBBIR AN N 5 S48 S A UE 5 7 PAUS S T4 An R 220
BN, i Ff4- 1BB (CD200R - 9aas-4- 1BB) ik 4% 44 - 1BBFICD28 (CD200R - 9aas -CD28-4- 1BB) , /1]
SN2 TR ¥ T3k LR TRP (16A) o NSl SRR 2 TCR |, TARNE, 5 ELANSL IS FhasH:
LEVRIN=HETCR |, S50 -41.

[0284]  #1HICD200R-9aas-CD28Cy sFT M ZL £, F4 - 1BBAG i AL S RO TAN AL RS 2 e
B R (EI6B) o X S Xdin 74 1BB TFP (e 2k TAN I BT A2 -

[0285]  {sfi FH PSR AIARFUSEF-CRSER AR E 75 , FICD200R-4- 1BBFLSHUTCR, T
YR T HH B AR SN R FBLITRE R BE /1 (K16C) - CD200R -4 1BBHL T TN HIA (I FEA 71
(I6D) »

[0286] 5518

[0287]  CD200RTM-CD28[ L Fek s | WT LR ETCRIGA TR DhRE

[0288] 77/ ACD200Rtm-CD28F5 7 (A& (SEQ ID NO. :1) , ARfAE TFPZ s 2 A B 1 A
TN THH I D) RE o 1K 3 R S P2ATC AR 422 , R A S HLA - A2BR I TEWT L, J S P TCR
“CA P L A (KITA) X SR —P2AFF AT RS 1AL, PAB I 55 28 —P2A 7 41| B[N
o T reA i, i HEffectene (Qiagen) FHpRRLSINAN1 4544 {ApMDLg/pRRE « pMD2 - G/
PRSV-REVHI [ MG AL 5:293T/ 1740013 (3 X 10°4HJ3/HR) - oA 5 5 1 K Bl o5t 252
RIS 3RUL GBI s W) I, B 55 0 il A2

[0289] k= NJRPETCRIF Jurkat A TR A - MR IFPANTCRIFE K - X 28 Jurkat T4H
i AE32°C N Hl2m L e S 5 S LL1000g 85 LI HL X 10N R0 4y Fhdh T4 &
Jurkat A TN A 1 — B G T F B TFPI = B A TCRIM ek , IR TCRITM ik 51X
FHTCREL AU TN IME TARAEL (B 74) -

[0290] 145 AR A TAN N, WHLA - A2 (4R ik o0 Ji 1. B A% 4m e (PBMC) o i 1]
MiltenyifEkalifb,.CD8 TN, I A T4NfdExpander CD3/CD28 Dynabeads (Life
Technologies) M1501U/ml TL- 255 RIS PU/ NG, 4 B SCEHT Jurkat  TAR AT HRAERS
STYNNE . andlenr ATl , PR Y375 % (REP) £:10- 14 KRBT/ (Ho et al.,J
Immunol Methods 310:40-52,2006) »

[0291] A Zs4nffu R T2 HIVEAPC, RN B 2 TAP, R HEASfE 538 N TR, TIIMHCT R/
R s vr 2B AN G IR o 1 I 2T R AR T240CD20011) ik (BI7B) o« T240 i 2R
HCSE I N R RECD2005555 (K] TB) «

[0292]  JIWT1 s IO T2 40 R SO T AT A SR 4R I _ECD200 Kk /KPR, H
5{Hc4 TCRIATH: SHOTANMARLL , CD200R tm- CD28%: S 11 T4 o i 1~ HH 3 it 11 Bty (1
70) o b, Y F R T-CD200d imRA AR, S50 BTN AELL , R 5K CD200R tm-CD28%4 &
(T4 (RO TFP TR ;= E RO TRN y FITL- 27K (B7D) .

[0293]  FAKI S, X 2845 AR, 9l 7 DAk A CD200R tm-CD28 44 FEAAR 1 I AT 41 it A1
WT1 7 7 1 TCRIP B AT A - R fek FH TCRA LA S 11 Tt il 2 T HR Gt 14 58 AT 44 o
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ENEN PN T REA s

[0294] 524519

[0295]  STRPa.-CD28jih 25 AL A A Mt 4 I TAT AR ZE

[0296]  JUASCRT IR B ik & 25 A B4 TFP, H A S TRPaft) A1 i a5 A3l 547
FICD28I 4NN AR S 1% 45 A3 (I8A) « it /K& 53 ] LA 4% S TRPank CD2 81 5 i 5 ALy b ik
FLEBIY o AE— BRI (S TRPo - CD28R/ 88 1 H , Bt /K 2H 7 B4R CD28IW S I A5 Al , 1 4mifife
AN 43 A AR CD28 Y AN L ANES 3 , JoHR 5 /K AL/ AR AT I Al S b1 Dk R Bk 3 (914,
STRPa-CD28Cys.SIRPa-6aas-CD28Cys+STRPa-9aas-CD28CysHISIRPa-9aas-CD28Cys) - ZH /I
SN2 53 ] B2 STRPa T 4TI NG A 11 4 Bl 0 o AE — 2B S , 4T SN 53 0 5 STRP
ol A INEE A3 o A At SRR , A0 AN 23 0 75 DS TRPaFIN - At R HIT 36 7S FETR
(5141, STRPa - 6aas -CD28Cys) ok i 3645 FLR (ff 411, STRPa-9aas -CD28Cys) B350/ 4
AR (SIRPa-23aas-CD28Cys) « AIANH 73 R/ NAT BE S 52 Rl &8 1 i E N R S il 5
cSMACHI R TCRAL TE {37 DAL 88 st ST S 1 AR T o AE— 2855I R, A ANAE 75 B0 2 e 11
SIRPa, H AT ARG AN AN 3 (/N B0, O T 25 RE R G- 8 E N AT SNES A 3 H) 3 AN
NN IERR (AN, BAMP9ER 125 3ER) , STRPa-6aas -CD28 245 P BY K IAN - 1= FEHfi 2k
PO SIS IRPaf R 5557 o £E 3 — A3, STRPa - 23aas - CD28 AT SIRPaff i i 47,
it/ D STRPoA I ANEE AP BN 251X o S8, STRPa- CD28 44 A AT K FH STRPo 5 L HE S5
5 A SR FHCD28 41 N A 5L S A5 A3 AR E (N, HEde) 5 51 ae
[0297] i FH B2 b iR 1R 5 1 = A= i S TRPagB it /N2H 23 O TRP (BA8A) o A aizfail2 AP AS:
FEFTCR TN, FF ELANS I3 Hh AL (RS A TCR |, S80I - S T4 5 2401,
FHCDA 7 5mCherry i 1 58 58 i 25 U G K S FBLANNE , SR e g4 743 e DA = A [R] BT
[0298] 41 HICD200R-9aas-CD28Cy s MEL EIY, HISTRPaty S AF: I T AT AR SN 2 58
B R (BI8B) o X S X ia A STRPa-CD28  TFP R i/E TN BEFE A

[0299] 25 T AL TN A AR SN, ansifgl2rh vl JEA T CTVAR BB S 7 « 41 HICD200R -
9aas-CD28CysPTWEL 21, S BT AL , TR PG DAAERF TR - g 40 o 2 fh i 29
(1S TRPaAs EEAR S S T4 i nh s HH s X 45 (K18C) o A, £E 55 STRPa-CD28 T4 fitg 1%
FR3KIG , B R AECDAT g anita , (5 F 5k BT sk D 40t P 5 5 1% S 25381
STRPofL AL ST (KI8D) o Ay T k251 STRPa-CD28 TAN I 24 fiE /1, i FH T
IncuCyte™ 43 5 2452 ik A5 CDAT FBLIN A - 45 F3E 10°mK) Cherry CDAT FBLYE244L K Hh
FAISTRPa- CD28 A% HEpA i S () AT 4 i PO i JBE L 5% 7 K 7 4 it 1% 75 44 PN 19 TneuCyte™
(Essen BioScience) HilL 7 70/ NI o /NI gk — 2 G, LA U JIRE 4RI ) R A5 155 O, 1X
FEL 5 S0 Ik afe BV DA AR 80N - S5 #E R EL SRR, STRPa-CD28 TN fig th 2%
FACDAT EE 4 o

[0300] 545110

[0301]  PD-1-CD28fh & & A AL R IMEE R S I TAn I Fh A A -7 A

[0302] YA TR R BiIVERL S & 2 IE EAEIFP, A5 PD- 11 4R A Al dul ke FL 554
FICD28IW AN N 15 1% a5 Mg (B198) « #5473 W] DL B AEPD - 1 5 CD28 1 FE B 45 Ayl
3 o AE— LB RFIPEIPD - 1 -CD285h A 25 [ H , ES B 2H 70 B AR CD28 1S I &5 A4 dk , i An i oh
oA FFECD28I A N 43, JCH S SIS R s AR A b1 I 2 PR TR AL , DAt i
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[RI1 — 524k (fl4nPD1-CD28Cy s \PD1-9aas-CD28CysMIPD1-21aas-CD28Cys) . 4HfiIANH4Y 1]
PAEL S PD- 14 sl A s Aaal, ok vl DA st (B2, 7 B @b - 9aas , 75
M A& ol - 12aas 8k - 15aas ; fi/DPD-1[924[X , -21aas) , DAAERFH0 > IR0 25 I B
TR T RO S2 AR N 5s 2 ik S 4N, PD1 -CD28 4 i HA Bl i K [ PD1 5 HLim 4,
I S A R FHCD28 4RI N A 5L S A5 A3 AR (F1an, HEE0 (5 51 ae
[0303] i FH B2 F s 1 5 1 P2 A A S TRPaH i AN 23 HO TRP (B9A) o WS gi 2 v ARA
FEFTCR , TARNG, I H AN HABFEAEAR I HETCR,, S8ON 21D o

[0304] i FAGEART - TVRIVIT=A/NELPD1-CD28 TFP (I9A) o ZEA T JE il e 25 A ([ BE =
LA ) IIAEAE T, TN ISR EPD - g 4K (PD-L1IFIPD-L2) FFBLAT - FRI5PD1 -
CD28 T4« 5/ N, B 4m a2 7 HIBD Cytofix/CytopermistflEAbEE, L foidr4mi Py i
N A AN - (TN y FITNFa) o S TARIEAHLL , L ANPD1 - CD2844 A Hh i A —A>
PEATIEE SRS T 4 N 4R =2k (B19B) S

[0305]  {ifi A ZEAAKT- TTTRIV-VIT 4 APD1-CD28 IFP (E9A) o 41 I Firak = A= T 434:PD1 -
CD28IFPAHC4 TCRAJZ AR 4 ik #: S Jurkat T4HAE. FHHTCRAIPDI -12aas-CD28CysikPD1 -
15aas-CD28Cy s FHI TN Z I H = FRCE MM R 1 10355k (E10) S

[0306]  =ffi11

[0307]  FAS-CD28fl 85 AL AL S MIEEFE 1 TN AR S A G 1) TR o

[0308]  JIASCRT IR IR il & 25 A B4 TEP, HAA S Fas I 4u s a A ok L5570 A
CD28M AN AR 515 T a5 (BI11A) BSR4 53 Al LA B 36 Fas B CD28 1) £ A3 sl = 547
AE—BE R [fFas - CD28F & 45 1 1, BE IR 4H 23 AU FECD28[M IS I 2 A, i 4r e SheH 4518
AAECD28I AN ANTR 43, JCH & S S R AL /3 AHAR I an i AN Y- I sl FR FR B (814, Fas -
CD28CysHMIFas-9aas-CD28Cys) - 4NN 53 F] DL B B Fas 4Bk il o AN b fady, ol
RIDARER RS, DAE 2 - B AR BAE FHRS PR EFAIIE 2 TRl R 25 TR 2 (- 9aas) « 34h, Fas-CD28
TR BAT R tHPas S AR5 & 5 | A 105 5 S di ik FH CD28 41 N A5 5% S Ak AE 1 1
(B, FERPEE) 155 1 RE

(03091 ffi FHSEI2 PG ik 11 5 32 77 A AU dE Fas 200 AN 2 BO TRP (B 11A) o dn g2 i ApA
FEFTCR , TARNG, I H AN HABFEAEAR I HETCR,,, SSON 211D o

[0310]  2f [ HffiiEFas-CD28 IFPIRFRL & 8 FAMFN SR8 N, ansBi3prd , /£ %
AN R RO FBL AR IR 1R S S AN A R TCR | R B A8 o AR50
FETAH, Fr 4 BRI St TR SIOTAN R R (E11B) Fas-CD28M EHA(HE A 2K
(FL) Fas[ kA RSN DRI R e 2ETANI s sl 3 (B 110) .

[0311] 55112

[0312]  LAG3-CD28fil &5 AL EHk

[0313] QA TR R BIVERL & & 2 IE B4R IFP, A S LAG3 I 4N i A Al bl FL 54
MCD28I 4N AR S 1% T a5 (B 12) - 5 141 73 AT DL B FELAG3 B CD28 ) Z5 Al L
43 o AL RBIVEILAGS - CD28F A 25 1 H , s R4 0 B Fh CD28 M5 [ &5 A4 3k , 4 shai
Sy EFECD28I KRt AN 43 , o S s IR 4H 43 AR AT I AH o S0 Dk i Bk 3k (491141, LAG3 -
CD28CysHMILAG3-9aas-CD28Cys) « AN N 43 AT LA S LAG3 Y 4Bl s /0 Al AN G Al ik, ok
FAT LA, PAFE 32 - Bl AohE EAE IR OREFAIIG 2 PRI 25 TRl 25 (12, -9aas) « 534N,
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LAG3-CD28#4 A AT K10 1 K F LAG3 55 HAR 25 S I iNE 5 A il FHCD28 4 i N 5 5%
A L IE (B, HRE0 55 e

[0314] i SN2 P R 1) 5 v = AR i FHLAG3 A AN 73 1 TFP (K 124) - Anffrak ,
LAG3-eGFPHFE S TN  H5 T 5 LK, il HTLAG3 LR AL (o AT 24T A > A CD8 T4 1A%
AL (B12B) o bV S 25568 (1 (GFP) [ 3R VR IR o G Fy A 3 I HH LAG3 11
21k (E12B) »

[0315] 55113

[0316]  TIM3-CD28Fh A2 A A4

[0317] QA TR I = BiIvE L & & B iE B4R TFP, H S TIM3I 4R i A Al bul ke FC 554
FCD28 4NN AR S 1% T a5 (B 13A) o 5 14 73 AT DA EFE TIM3 B CD28 1) Z5 Al L
43 o AE— B RBIVEI TIMS - CD28F A 25 [ HY , s R4 40 B Fh CD28 15 [ &5 A4 3k , 4 sha
4y IR A RECD28IKI 4R ANER Y, Jo S 5 s B 4H 0 AR AR 41 it S D s FR k5L (49114, TIM3 -
CD28CysHITIM3-9aas-CD28Cys) « AN 73 7 LA 3 TIM3[R) Al s A SN A ik, 1k
FAT DA, PAFE 4R 2 TRl R FRpod 25 TRTEE 25 (B2, - 9aas) « 734N, TIM3-CD28 44 AR H A7
K H TIM3 S HRE 55 1 IS S #548 a Fh CD28 41 i N5 5 1% S a5 A3 LB I IE AR =5
[ge

[0318]  efi FH Sl 2 HR iR 1) 7 3ok 2 A i FH T IMB 4 it N 4H 3 1 TP (- 13A) & anfiradks , FH
GFP-TIM3H EERHE ST . 5 T 5 1R, 181 BT IM3H TR S Fim SN A AR 53 A CD8 T4
A AR L (B13B) « G Nk taud 't (GFP) IR PR o R 2850 I
HARBLRO TIM3 Rk (&113B)

(03191  5f5114

[0320]  CD200R-CD28Fh a5 44 LA AT H AR T4 7k

[0321] kLB, (8 E L 4A 7 BRI T AR R IR S & H oo
BUPEpl & 2 BAE R R R G 2 (IFP) |, FL A2y CD200R 1 4 it S48 ) ke 2503 75 A1
CD28IM AN N 15 S 1% T a5 Al FLER o (BI14A, A AT -V) o /K 2155 7] DL B 4ECD200R (&
L4AA, # R T) 5 CD28 (B 14A , A AR T T -V) [ 8 JIR 455 Ayl sl L 358 40 o AF — BE o= 48114 1)
CD200R-CD28h & 25 A , i /K4 - fu FECD 281 5 iR 45 Aoy 3ak,, 1 4m i Zh4H 43 ik E3 FECD28 I 4T
NANER 3, TS SR A ARAR g Ah-F- e e B A (B, B 14AR @R T 1T, CD200R -
CD28Cys ; M AHATV,CD200R - 3aas-CD28Cys ; UL M A 734V, CD200R -9aas -CD28Cys) » AHJHIA
143 A] A2y CD200RI AN I AN G A I 1) A S sl 58 53 o AE — 8 5451 Fh, A1 40 4H 53 63 25 CD200R
(FIFE AT SN A (B 14A R IART - TTT) o A HA S, 41 SN2 556325 ACD200R[HIN-
AU HT 235 SR (PR BEN-1E B OB ) (Ban, I 14A, A9 33ER TV, CD200R - 3aas -
CD28Cys) B HT229 2 FE e (flan, - 14A, #g &V, CD200R - 9aas -CD28Cys) « A/
CD200R - CD2844 A A K41 2K FI CD200R 5 H AR &5 A 113l (5 5 #4522 sl FHCD284T i N
S FERIE A IE S SRR

[0322] W PLa i 5 Rl S a A AR RN AN AN 5 TR RN iIX T BESS 5E R fih &
FIE NSRS 5 e SMACHA TR TCRAL 8 37 DAL it s L R S5 1 BE /1. CD2815F 515 5 H AR
KA RS, FOFRSEEE 1 CD28 RIS TCRTE S I B#AIS 1 305 {E (Chen and Flies,
Nat.Rev.Immunol.13:227-242,2013;Yokosuka et al.,Immunity 29:589-601,2008) .1t
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TRESMM, TN S5 APC 2[RI 23 TRl EE B i s, HLEERR 1T HAa R ANE ) 73 IR, A
BT e Sk 4 R TR] e A9 2 R AT B BRI 5 7 T Re S il PN IR TCRAL 8 v A& 3 A 3% 1)
NS 5 A IR TT TN TV CD28 S B 25 A da ik i 2 4 sz 18], LA & I b e =R
(CD28Cys) , HAEFECD28FA) — AV - titm K IRCD2815 544 5 (Lazar-Molnar et al.,Cell
Immunol .244:125-129,2006) .4 T i AR ANCD28 45 A 3ak ) T LA 24 ZE R BT e I
CD200R-9aas -CD28Cy s [1CD200RGH I SNEE A8 ool L 2 251K , X S5 (] T~ FH CD28 4TIy
ANEERISIN NI EH - [FIFE, CD200R - 3aas - CD28Cy s A /NCD200R 5 31 S SE TR o 1 B 1Y)
A ZhCD200R M CoR v e K, DA PR BAN - 2 B2 (B A7 o IR, MG 1 o, B 4k
CD200Rtm-CD28.CD200R - CD28tmAICD200R - 9aas - CD28Cy s -2 Hr T T4Hit S5 APC 2 [H] 1Y
Plria RS TRl , DAAE e o il S TCRAL E 7

[0323]  4ASCD200R -CD28F A 25 [ W AL IR 7 - B 5 UL R ooty (57 &3 4ligshdl
43 (CD200R) - Z Z AV &5 43k (CD28 -2 - Bii/K 414y (CD28ES M) - 41fit PN 4155 (CD2841 )Y
) o E—2ESEHIH , 2 A CD200R - CD28F &85 1 AZIR 73 H 7 SEQ 1D NO:47-5181.6+
7.10.12.14. 155 183HT—T flr /s AR /3o

[0324] it TR R (PIAZIRAE N 2 pMPT 130 s S5 25 A b, U 5 FHPiCD3 A CD28 4t
PRSI A NEUB AR . C5TBL/6 (B6) /N [ Jack son S8 %8 . TCR 6 FE A /NRAECDS”
TN Rk X Friendfi digag R AR MERTCREGFL A (Ohlen et al.,
J.Exp.Med.195:1407-1418,2002) .B6 Friendjpiisis SHUZL 1% (FBL) #ikFrienddpiEs
gag#A7 (JIKCCLCLTVFL (SEQ ID NO.:213)) (Teague et al.,Nat.Med.12:335-341,2006) .
M Invitrogeni] WADNAMY HEAK Sk iH 1 PCRAE 5286 25 i A o Al JT] Gateway ™ B ACKF A& [ TOPO T
W 2 2 R pENTR/D - TOPOFH [ A4 S AR AS 2 30 B SRl 25 3R (RV) pMP 71 -at tR o i TSN 4%
T (Qiagen) HIRVEL T 46 5005 B U 4N AP lat -E (Cel1-Bio Labs) o fEE52 K3
RWCEENR &5 F NI e AT — K, FHACD3/CD28A1100U/mL. rhIL-20BATCR T4 7E77
FETL-2MIBER TR O |, AE124LARH A 1000g 25 DAL 50093 B, RFEATTCR  TARAEAH:
SRR TR, A2 R IR I IARND (5 10°) SZHRIRRIFBL (3 X 10°) FITL-2 (TU/nL) fIA74E
N SN A TR

[0325]  #£3J5 FiK, il i SN A AR HrCD8 AN TFP Sk (K114B) o 2 YAk MBI 1
PUAIE FleBiosciencesBiolegend . 5 S RUCRIEHE N5 -43 % , M A 2 (M) F % S A0~ F- )
R FERL , A TFPAGE AT

[0326] =415

[0327]  CD200R-CD28H4 A FT 7 AR SMIE U SN T 4RI BE5E H 22 W AR SEON 1~ D
[0328] P4 IS4 RICD200R - CD28 4 AR L FETCR |, TARNIIEGE AL AN -2
AEMIRE .

[0329]  PRANTARME ST I E

[0330]  CD281F 51L& AL Ut 48t TCRIFI I TN (1 34585 A1 4775 (Chen and Flies,
Nat.Rev.Immunol.13:227-242,2013) . & [ Hii@CD200R-CD28 IFP &7 GRIAGEINEH , n] %ok
[F Fr i end BRI 5355 #2340 HOFBL ML 1 2 A2 (1 4L HECDS TCREL BE LRI 41 (TCR 41
Jf9) (Stromnes et al.,J Clin Invest.120:3722-3734,2010)) (4nsfili4pfriR) FHdi)sifs
SIFAERINIL - 242 4E DY BG2- 3B T, PAAE BSON F-T AL 281 4k S i 7 7%
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77 % HCellTrace %S (CTV) Fric &N T4l , 7 F RS AR CD200/1FBL (CD200 FBL) (&
15A, | &) kw5 DA K CD200 (CD200 FBL) [FFBLAH M A M ELCTVARIZHITe T4H (10°) 3
KSR el i A AR (BI15A, MED .

[0331]  ZEARAY25: 1HUTHHM SFBLELR N, GRPX FREE ST (BI15A, 5 2%) W R M
F-CD200 BCD200 FBLI e/ INHHE o A, FL /IR A g Pd A (B 154, £1£%) (B2
S 7NN T-CD200 FBLIK 344 , {HLIf K7 T-CD200 FBLIY 3 514 V3 4 250 o o Kk 1 Jf
CD200R-CD28Cy s#% ST A BEMGE 191 -

[0332] 2 7 MR CD200R 5 [ 1M1 251 [t CD200AR F A FTIFT A48 [ Bt 30 i 25 g I 3
TORGB AN/ B SR A A AT LRI, AR T GHT A CD200R 41 AN AICD 2815 B 25 Ayl 1)
FIARE S SRR R (“trCD200R” ; [K115B) o b A A SFIUTCR |, TAN (&
15C) A Z I HIFCD200 FBLAG R [ 454 (K115D) , ZHICD28 LI S 1A B /E H -

[0333]  fRANTAMME el

[0334]  FiiiI7E FTICD200 FBLAIES , #E1H CD200/1 TFPI F o S BT FP TR A T TFP T
2RI B o VPA T IR A CD200 5CD200 FBLIES T2 /IS I L ELTCR  BEHIE S
ZfEEL A, JHICD200  HCD200 FBLAIESAN K S AR AL AT (7 , 2B GRPAT I TCR
T B A A (EI15E) o ARBL, 75 FHCD200" RIS , KX IFPITCR | TAII & EE , 1hifE
CD200 FBLIIJE N HIA~E £ (CD200R-9aas-CD28Cys, BI15F) o Atk IBRE , /L4 ) LR it
et TS ITAR R AR 2 2 A BRI RN & T e o ik, A dE IR P i
J¥:CD200R-9aas-CD28Cy's , 73/ A1) SLHE FHAE 3 RIS 7728 T i RIS 3 0, 15 2157
P> 31500 s 5 (P<0.05) (156, o s & U, RIBSR/ Rl Lk, % T-eGFP L. CD200R tm-
CD28.CD200R-CD28tm.CD200R -3aas-CD28cysAICD200R-9aas -CD28cysH: K TN -

[0335] L T-CFSERI4HIu 5 A2 o

[0336]  CD28(5 5L FAEHEZIN [-IEE (Chen and Flies,Nat.Rev.Immunol.13:227-242,
2013) o IR A 4 T LA A CD200R - 9aas - CD28Cy s K T4 Xt YR HE AN~ L5 3 .

[0337] S FBLAK MEELAREYE =00 2 BIFEPBSH 52 . 5uM (hi) 550 25uM (1o) CFSEGL &
103 Bl o a1 A1 5 ILTE (5 70 2 Fh e 1A IRs i ok 5 o B P ekt o K R S MR EL 40X R
FICD200 FBLIME 4TI L - LR A4 5 70 2 2 CD200R - 9aas - CD28Cy s i F B GFPH: 211
TCR , SO - TEM (B, 38R~ S5 (B T) LEZRAGVEED ££37 THI5 9% CO2(1 96 AL I A
W 77 5/IN o 2 1 9 A A AR 3 FL R R A 1 S CFSE FH 4 411 Jif (FBLEL4) Hffy % CFSEhi
(FBL) , KAfi7E T e[ FBLEL -

[0338]  J{JCD200R-9aas-CD28CysHEFMTCR ,  TAHMIA5CD200 FBLAF Thf HHTAHNE, LA
(UE: Tk (0.3:1) 2% T 40% DA I 1JCD200 FBL (¥|15H) .

[0339]  PRANAMN A 1A

[0340] T #fic HICD200R-9aas -CD28Cys IFPAL I TN E 75 P A= 30 I A2 AR 11
AR 1, XA T AR LRI ER il i A AR T 2 DR 4n A £ AR A
FHCD200 FBLA S , P2 A TEN y L IL-2F0TNFaffJCD200R  TFP T F 43 kb i Tk B4 T4
i B T /3 LB AICD200R  TRP TAI &A= AL A N F IO 4miie (27 % Lb51 %, 1K(151, 5 (4) |
T E 4 EITICD200R  TFP TR & ik AL AT A7 SR Al 110 2 ThRE A (22 % kb7 % ,
BI15T, 55(0) o JETF e YR (MFT) , HICD200 FBLAISEKICD200R  TFP T4 HA H4 It
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iR/ 4niE (E15)) -

[0341] RSN ERE

[0342] Oy | BAT-4BAS A Bt TAN A TFPZE Ik DhRE AL , 1l A8 £2CD200R  TFP
FETHH AT B - 4557 CD80/86 i , RKIRCD28E (v T e o i, 554 T MUK TCRIE S 1HI1E
SALF4 1 (Chen and Flies,Nat.Rev.Immunol.13:227-242,2013) . & J vEAL RIS TFP
Wiz 2, 8 P TTCAE e FE EL 35 2B 5L (CTxB) B An e py (i e (RI15K, ’TTT) , %48
TE G AL B 4E (Stephan et al.,Nat Med.13:1440-1449,2007) , 3 & X Ao
HALERI 5 o SRS T 454 FBL_F [19CD200 (B15K, 1) sk T4 _F [CD200R (CD200R-9aas -
CD28Cys , F15K, EID) [T, R 15 T S MlAH S 1 28 43 - P A0 E o K CD200R  TFPHE (1
PRANG AU TCR , 40 SFBLIALS : 1FE: THE A /1 15mLH, SRS AE37 Clif 72053 3, 2R
JE hnaElp-S1ideVI . 4% (FEbah) 15438l FIPBSYEIRIN F, I 112 9% 22 58 [ iE 455 e
SRS B A e % e to fili FDe L tavision ElitesZ )Gl A60xpifs: , i HImage J
(NTH) 2347

[0343]  CD200R 5 HA5R A NS I AL (7 T- TN « ST F X (B 15K 22 15M, BIIV) | ixX FHHTFP
IR/ INAT LA R G Re S i 1

[0344]  LCK#kfR (L

[0345] i SARRIMERLCKN T TCRIE S5 S 2 T, LK TCRIF S5 S B AWt e
ECD3E A I T e AT SR IS S e (ITAM) Fe A IR AL , MR ZDTCRIS 1%
SHE R W (Chen and Flies,Nat.Rev.Immunol.13:227-242,2013) .LCKi = CD2815 51%
SRR LT 50284 4 , I H.CD28IH T4 43k % T LOK IR LY 394112 ikia (¥,
JENEN (Holdorf et al.,Nat Immunol.3:259-264,2002) . 4 T #i5E CD200R - CD28 IFPs
B RTRML I BG5RCD28(5 5% 5, fEGFPX A S S A9 13 & (CD200R-9aas-CD28Cys) B AiE
PEHGBA I TRy 1344 (CD200R-CD28Cy s) F I TANM ¥4 pLCK Y394 (EI154) K46 FIHT
21 it FHPMA/ 28 2 \FBLECD200 " FBL IR sk AN A0 35k 1 043 %« [5]  H- 4 € 4 g P pLCK
Y394, F18 1 7 A AR AT M - BEFRLCK (Tyr394) Fiik I AR&D Systems, Hid 1 [T
BioLegendJHt/ Nl PEZEA T R ARiCAS I 1 A PN G ta

[0346] iy &7 5 270 ) 35 (PMA/ 25 F-4525) FICD200 FBLIIEL , iX = AN TAm M FE 23 7 2541
LCKY394 kR 1Y, (FI15N) « HIGFPX It ok FAT e K /N CD200R - CD28Cy s[¥) TFPHE S TN
Wi 57 F-CD200 FBLANICD200 FBLAIN HARMAIIK /K pLCK Y3944 1k o {H A2, 24 FHCD200 'FBL
FIBAHT, CD200R - 9aas -CD28Cy s FHITAIMIAE 1073 B B RLCK Y394 BERR I /K- FF ST
157, X Z<BHCD200R -9aas -CD28cy s F kL (it 1 CD28 LIl A EE TRE -

[0347] gk

JON—H

[0348] £ |- irad , ;X B A4 R ] CD200R - CD28 ) S (ke 21 Wi 2 Jjiyed 4 e ) 54 rf e
FITERIE AR R AR PR VE F] . —4HCD200R-CD28  TFPAG I AR/ M 2 I, fEfu 5 — 5%
Pk B AT B TS o7 2 8 2 i FRRE - TAM e B TEP T , S5 R S T 3.
[0349]  JHIIHL2ECD200R-CD28 TFPHE S TANMIAE (RSN B T-CD200 ¥ 40 R TN HH Y 1)
PEGE R - THRE -

[0350] 55116

[0351]  CD200R-9AAS-CD28CYSHE I THHI /s 1 i S T-FBLA T AR HE iR (AR P AR 2
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[0352] 1% VR IR L 4k Ve T4y kb, Rl i SR A PR al A L RS 5, e
5 T3 32 AR S AR o F 1 I H, CD200 8 18 1 325k A MRS 4, I HLS5 A RO 7
JEAHE (Tonks et al.,Leukemia 21:566-568,2007) o K, 374 1 7F AANH I 5 AT 350110 2
JECD200R-9aas-CD28Cys TFPIJTCR,  TAHI7E PRI £ICD200 FBL [ L Jo I HE5 AR 2 11
e .

(03531 sS4 SROTCR T4 Z5BE/ NI (i.p.) FE4T4 X 10°A%
CD200 FBL A IR , S0 VFFBLAR ARG KT, AE 55 FL RN 1 TN AT 6 /NS, /N il JE JE PN 42 =%
180mg/kgEAB e (Cy) , AR D Mg D3 P05 Sk EE gm i D , LT A\ O 4k S Rey T
RS 56 T PG IR AR R B2 X 10 TRPEE S Thy 1. 1 TR S AR S0 1 5e oA
[FIIGEPHS BAE S Thy 1. 17X Thy 1. 2 TRty 5 B g /NG e S U INEEB T AR
NN AR (B 16A) o IR T AR AR ARG A, FFaE kAR R 75 32 = A s s g
3 I HAETES Y K, 55 = AR 5 R R BRI, (K16B) A2 K48 T TL-2 (2 X 10'U/ 7
&) TN RE IS 558K, /NS ST 4 AR At , U SR AR I AR &

[0354] W} F-— e fff 5% , il i 11063, 6 FlEasySep "Mouse CD8 TN E Lt 7l &
(STEMCELL) 43 2CD8 " T4TJHd o i S 000/ NS PRI 38 I P P 67 Ao , n SR P b e i i 2 A 2
1E24-48/NIN Z N A ARSE T, PR 2 RS .

[0355] L5 HE4TuARLL , SRaK TP TN AL R IR 25 Fh s B 1 1. 281 . 44% (K(160) »
N TP AR I TR I AT RE AU 255, 705 (d3) IR (d15) B[R] S — 4/ NR S
T2 SR, DAY e 3N - AL I RIRE VR o 1 1 AR il CD8 T4 i s £ MBI b 43 B T4
J, R e AR AR TPl o 5 S I CD200R - 9aas - CD28Cys TCR,, AN FRT AR5 H5
Jr 3R 5 N F TN SR A — BUAR L T 43 (&116D) « 255 15K, R APETFP X
FRTANR AR A AL, HA RSB R G PD- 1ok Lag-3 (KI16E) , ZHHIX B R4 i /1
BEIOITET AT BR L PR A EDEE -

[0356] [ 2, RN RRACIE LS I 4R IG 7 AR N 7T, CD200R - CD28%: 1) 1 I s
ST By A= R AR i A AR B T A S s , H gt T IL- 245 29 DAAERF AR Y
PR ER

[0357]  sf5l17

[0358]  CD200R-CD28 TN 4k S 3y T VA AR (IR 76 7 rh B BRI 1
(03591 R akME s I PR /N BB AR 1 7] #555CD200R - 9aas -CD28Cys  TFP[1
BRI IR EOE 5 2T IR M TN R B R TE R  B EOR TN R B 8> 25K
PLEEARER A% (Cheever et al.,] Immunol.125:711-714,1980) . 4pypik , mB6/NsEE
JEs T B BOOE ) (4% 10%) CD200 FBL [ IR 40 (Stromnes et al.,] Clin Invest.120:
3722-3734,2010) o« FR S, /NS HFIEIE PN H252 180me / kg BRE i (Cy) , TFAE6/ NN ez
LO°AMTCR 30N F T4, ABE 25434t (Cheever et al.,1980) e fE EINRIBLTCR T
Y11 -3 K4 TICD200R - 9aas - CD28Cy s F T 1 TAN IR T D3 5 2k GRP XS M (R T4 itk
ITEEER (B1TAITB) A2 AW SN AL TANI RS I Be 2 TL-2 10 R AR AIAERF T2
TR — / INEE/INEREA TS (Stromnes et al.,] Clin Invest.120:3722-3734,2010)
(K174) »

[0360] 3 G TL -2, {f N T 40 1 e e 7 1R A 1767 % 19/INil , CD200R - 9aas -

58



N 110621335 B W OB P 55/62 i

CD28Cys TANMIATE T 100% /N, HEA et B 251 (BI17A) o« ISR R IR TRE S 1)
BFE, MG T TL- 2755 o A IX BT 5T, V40 % (1 FHGF P FE A S I T4 AT 197N
FAEHRE30K (K178, 15£8) AL 2 T, #4252 CD200R - 9aas - CD28Cys TANI)/NFITI89 % 1
FBLALFE S 1735 T 100K (178, £1£%,P<0. 05) o X4k FZ 0 HLATCD200R[( TFPEE |
WUE S, AR ARG A T 1 s O T it S8 7 ik 1fn HL AT DUROR SRt 45 T 1L - 21 5
[0361] 5245118

[0362]  CD200RTM-CD28¥)FL kG5 T WT 1FF R TCR)H ﬁTéHElB@E’JIjJﬁE

[0363] I T AR T AT 1o 4857 7 2 s A NS S IR R 2 AL , e B & 2Rk
L2 s v, 7 320008 H T4 i 2 o0 4 i 3K 1T 25 1 CD 19 S (R Bk & it 52 44k (CAR)
(Turtle et al.,] Clin Invest.126:2123-2138,2016;Kalos et al.,Sci Transl
Med.3:95ra73,2011) o ] LART et S TAR i A0k IR e e 1A T4 52 44 (TCR) |, 1252 441l
1o 02 44t PR £ o (1 S 5 0K S 80 AR 2R A S R ) AR R R BB ) B WT L
Fi S RICD8 TN LR 45 (B o R B B A B 7 P95 1 (Chapuis et al., Sci
Transl Med.5:174ral27,2013) , 3 HIEAE A L0 i sk A] Rz g f v s i
WTLE S TCRFE S CD8 TN dE 4Tt 8 (c1inicaltrials.gov NCT01640301,
NCT02408016) , FIrsRWT 1 2 7F UF 22 3 ea v o 38 3k (%5 5% A1~ (Yang et al.,Leukemia
21:868-876,2007;Qi et al.,Sci Rep.5:8924,2015) o FLAGAH I FILETE O T4 805
T 5 il g PR AR RIS RS 5 (Chen et al.,Nat Rev Immunol.13:227-242,
2013) - SR A E S A TP A S LRSS IS CARAN AT, AT 5 N TCRIP) 2 i 75 22 )
BRI il & « SR I, IR A I8 3 A AR /D nRAT I8 Rk SR R B, ifo
i FRAm e S AARBOAAR , XS A A ] RO FRA M T4n s (Driessens et
al.,Tmmunol Rev.229:126-144,2009) o Xt , FUAR R g IRANHI LA 542 S A Dk R
B/ B0 S IO SRS LU T4 e Ieg 75 4 (Mellman et al.,Nature480:480-489,
2011) »

[0364] A VEERENE A M (AML) £ ST FIUSAEATIE % 26 % (Society AC,Cancer
Facts&Figures 2016.Atlanta:American Cancer Society,2016) . T T4 H AR MBI ]
AMLFTAE I IS0, PRI TR 7 A 78T 7 X P I BRI 7 (H S AMLAR S 3kl
IS TR TR DI 92 BT B S (Gedger&Rubnitz,Discov Med.19:275-284,
2015) o 0y S B BRER 168 S0 B R 1B IR ER 1 CD200 55 T4H g 410l 52 AR CD200R 55 &
(Hatherley et al.,Structure 21:820-832,2013) , 3 HAFAMLANHE AR XEM: Ieg (352 &
PR BEIR O S AT A1 e FhZE BICD200 %5 84 )11 (Siva et al.,Cancer Immunol
Immunother.57:987-996,2008;Stumpfova et al.,Cancer Res.70:2962-2972,2010;
Kawasaki et al.,Trends Immunol.29:464-468,2008) . % T-#EE7ES7 1= EEL I, Tk
TEAESEAE T4 (CSC) M s T4 (LSC) HfICD200 2 kY I, 12—/ Ny At , 1X 46
LA = G5 R 7T A RON U A 27 T A 15 | R ANAERRGS (Snauwaert et al.
Oncoimmunology 2:€22943,2013;Tonks et al.,Leukemia 21:566-568,2007;Ho et al.,
58th ASH Annual Meeting,San Diego,CA,2016;Kawasaki et al.,Biochem Biophys Res
Commun . 364:778-782,2007) .CD200R{Z 54L& F4MHIT4HThE (Coles et al.,Leukemia
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26:2148-2151,2012;Kretz-Rommel et al.,The Journal of Immunologyl78:5595-5605,
2007) DL HAh S P 4, fudE B SR 5545755 (NK) 41 (Coles et al.,Leukemia25:792-799,
2011) A5 AMLEEZ TS AN A < e /K EICD200 4%k (Tonks et al.,Leukemia2l:566-
568,2007) .

[0365] 5 Ak A=W AR it T AR IRE SO 1 s2 AR s TR AT L2 , i FLEF2 i 1 JHBR
PSS BEEE S RBE eI S FIONLE b T RS AMLAESE R4 CD200R 5 5 1%
SHIFI I CD8 TR BRI RS 5, il T R Rl & 25 3 (IFP) , iZE A H
S 2mla N T4 RS S5 T S Al & 1 CD200R g AN AH 1, LA TFP AT LA i 45 53X
Tl ) P PR AL P A LR 5 1 R F 2k CD200 1 (3 s A - B 48 5 (5 PD- 1 4h
RS E A e A )55 5 (Prosser et al.,Mol Immunol.51:263-272,2012) ,{H
SEMAE XS T P2 A s A RS S 1053 1 IO .

[0366]  fEAMLIFE RIS (AEClinicaltrials.orgifif ANCT01640301) HIRFSTE T 1 FHTCR
SR TN 75 o T A I PR S AR SR A 7R o B 5 5 I 47 P 2498 HiFred
HutchinsondfEMT ST Ly (FHCRC) ALY T 75 25 5125 (IRB) AISEIE & dh 25408 5 (FDA) 41t
HE o FHTCRAL TN IR T AML R - N4 AL TANIIIATTY I b/ B R 1 R Fhak AT 74N
IS AALNG  AMLAER T ELSCA7 T 1 s BRI CD451 "CD34 " CD38 - 1 (Bachas et al.,
Leukemia 26:1313-1320,2012;Ho et al.,58th ASH Annual Meeting,San Diego,CA,
2016) ,KFCD2007% 1k 5 M3 (R AL AR 1 Bl B3 1 1 BRARAFCD34 4 Ok =26 1 T
TN PEATHE AR IR ICD34 41 AAS I FICD20075K , {HCD2007E A5 i i
FE S AMLEEgR i 2k GuEl42-97% ) (E18A) , 5Lk 1E—3 (Tonks et al.,
Leukemia 21:566-568,2007;Coles et al.,Leukemia 29:1952-1954,2015) .

[0367]  FLFJemit RS 45 (S0 52114-17) , A= T A CD200Rtm-CD28 44 {4 (SEQ
ID NO. : 1) , DA G se s i Ak A TN 5 eg 4 > AT 2 TRliE 25 (B18B) o 46 S AT
T2 LA E T4 TFPRY A A 15 P AR SR DD AR o il b KR N R S P2AT U 12, KAL) S (A
NHATHLA- A2PRAIPIWT L -5 7 PETCR B Aok (1) B i 25 AR Ak rh (Stromnes
et al.,Immunol Rev.257:145-164,2014) , H 1% HAEETT AMLIIG RIS P 0 T4 i
(E]18B) o A ZE—P2AFF A A TR0, AR 11 55 58 —P2AFF A BT FE A .

[0368] [ = Eg s, il IEf fectene (Qiagen) FHIpRRLSINJGURL A % STk pMDLg /
PRRE . pMD2 -G FlIpRSY -REVH1 (- A E {45 5:293T/ 174000 (3 X 10°4)ifa/H) o LS 251 K 5
WoRE IRk, 25 2 KN 3R W B i 55 1M LTI, R S5 00 iR R DA £ o AR RS RIS [P
7 s ANIE 6 FIOHLA - A2 B OR rFSGR A o 1 FAZ 4 (PBMC) o f M 1 teny i R BRZEH,CD8 T4
i, H A T4HfuExpander CD3/CD28 Dynabeads (Life Technologies) f150TU/ml TL-2
Wk SR DU/ INISE , Fr2mL e 2 17 1 732 C PA1000g B UrFEHE5 - 10 X 10°/4N41190 53
PR TN nse it Bk , PLDRGEY 1575 %€ (REP) 4510~ 1406 TANME AT BRI (3 DlHo
et al.,J.Immunol .Methods 310:40-52,2006) »

(03691 A T EASRTITCR  JE AU TARN , Bl 5 535K TCR AICD200R - CD28F: 152 T
JRART 4 2RI = KPR CD200R FE ANIA] S5 /K- I TCR L 3K

[0370] 7y T #fiECD200R-CD28 TFP& 3 ARG S A TAMM Dhfe , IR s O T2k
BRI s S5cm it , AR5 A& MEAML (&1 18A) FIICD200 CML 4TI K562 (Coles et al.,

60



N 110621335 B W OB P 57/62 T

Leukemia 25:792-799,2011) , T2REL BEANN H AR KBRS N J5ECD200 (F18C) o M ji7
WL, s T240 0, FTCR, JICD200R-CD28  TFPH: Sf T2 H L i 3847 (% 18D)
FOFE AR R 1A B, 5 AR AEARE : TEE N (BI18E) |, ix 7 BH s 41 it 3% 5 T DAPE AL )
BICD200F R AEH Do

[0371] Nz, FHAIFPEES AR A TN i 1 i B F-CD200 {4 I3 41 e i #s g Fn4m it
PRI 17 A o X 72 1) S AR TRPL LB A 40l 43 -CD200 , 1247 -1 A dn s O
FHOBAMLAILSCHI) 0, 7 HLC AR HIHI T4 Jo RN o R AMLAN , P 4iE Fofth i 21 20
PEMRE AN S AR CnFLE &5 19 U0 L& AR H1 ) 1CD2003% 1k 38 1 . 7 HE 2 5t
il ,CD200 TFPR] 787 AL 20 MR F SRR, o dh FLIRIR 45 s« O SR A 41
JUIEG o IX U LB, 254 CD200R AN 11 TFP3EA T v e S e TAm M i 2R PR T AR s , ]
DA R i A s 4 e A% B 4 s 5 AR I 10 5 s D SRR =, Tl
TR FH W R S AR DR, DAk G A2t N IR PR S SO PR TR TS AL AR O AU .
BEAh, TFPA] 38 m R T JC R R\ TCR

[0372] ﬁii{ﬁljw

[0373]  CD200RTM-CD28uk FLATWT LFE R4 TCRIYJCD200R - 9AAS -CD28CY Sy FR A Htmm | i
RT4n Lhae

[0374]  fradt— LB, 8 EL9AF 7~ BRI T AR R IR &8 H oo
I Rl 25 1 U FE TP, HA 5 A CD200RI AN g5 Aa el Fo s o FA CD28 4 N R 5
1L S b Myt el H ) (B19A, MR TT-VIT) o 5 /K2H 90 FT LA A FECD200R (B 19A, A AT
TIFIVITT) 5k ACD28 (BI19A, My R TTT-VIT) [Pl e 4 ke b ok 038545 o 76— BE R IR 11
CD200R-CD28F 545 [ H , B /K 4/ A CD28 11 s [IE £k My dal, 1 4R S 4H 233 Fu 7 A CD28H)
AR 53, JCH S 5 B /KA 43 AR B I 41 i S8 - e e e 2 (B an, B 19AM AR TV,
CD200R-CD28Cys ; # 44V, CD200R-9aas -CD28Cy s ; #4144 VT, CD200R - 12aas-CD28Cys ; L &
F3EAVIT, CD200R- 15aas-CD28Cys) o A A “VITT” € 5 4 AN S A SRS I 5 A4 3, (AN
B MBANE S SEIEL (B 19A)  4nlieshdl sy 7] B2 A CD200RIMI 4N SN Al f) 45

B R4y o A — RS ST, AR ANALSY 40 25 CD200R I EEA A ANEE AL 3 (BA19A , W AT T -
IVHIVIII) o fE— LS8 H A ST, A0 S 43 €0 2 ACD200R N - A ity [ i 234 S B (141
L, E19A, #9344V, CD200R-9aas -CD28Cys) A 23 12 L8 (94n, I 19A , A 1AV T ,
CD200R-12aas-CD28Cys) ~ Bk 7228/ M5 3L (4514, B 19A , A #E/AKVIT, CD200R - 15aas -
CD28Cys) o« AL ACD200R - CD28 44 A HAT K1 5 2K [ CD200R 5 H AL &5 5 1N HE
SR Y CD28A N S A% T A AE BB S U RE

[0375] A DA i A1 il 5 A A EHAOR IR A AN 20 1O KN iX R R 2 s i i 5 8
FIE AR SO 5 e SMACHA TR TCRAL 8 57 A& it s L R S 1 BE /1. CD2815 515 5 H AR
KA RS, FOFhSEEE T CD28 R IBURTCRTE S B 1 35 I{E (Chen and Flies,
Nat.Rev.Immunol.13:227-242,2013;Yokosuka et al.,Immunity 29:589-601,2008) .1t
TR, TN S5 APCZ [RI 23 TRl BE B i s, HLEERR 1T HAA R ANE ) 70 IR, A
BT e Sk 4 R TR] B A R AT BB BB 15 7 T Re S il N IR TCRAL S 67 A& 138 AT 341
FLHNBUE 5 o AR TV - VI TRF CD28 IS I 45 A i A {h B 4R i SN2 1], DAG I U B2 I 2 R
(CD28Cys) , HAEIECD28 Yy — B (Y -t K IRCD281E 544 5 ((Lazar-Molnar et al.,Cell
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Immunol .244:125-129,2006) o fE—SE5 5 HI, o4 7 B4 FNCD28 25 A3ek I B IS LR
FITBE DA S, CD200RAN it S S5 A4 k30 o3 ek R AHSE 2 H L 9140, CD200R -9aas -CD28Cy s
CD200RZM IG5 AL I 5 53 FEl R0 9N 2l B TR , ixX 5[] 1~ FH CD28 41 i S5 A3k It £ 5 o 7]
F,CD200R - 12aas - CD28Cy s NI HNCD200R 7 12124 FEFR , CD200R - 15aas - CD28Cy sfA4H
JfANCD200RFER 0 154 2 SR o - A AV -VITH R I 4TI SNCD200R A C A s el A6, AR B
N-SE BB A A o TR 19AR FI R I il &5 1, WERIE 7, CD200Rtm-CD28.
CD200R-CD28tmAICD200R-12aas-CD28cy s FEMIAERF T TN L5 APC [R) AT 5 1 46 2 [ i
2, LME e s il S TCRALZE N

[0376] PP IE R IIAR IR /R B S 5 A T . M 2498 E i Fred Hutchinsonfi
FEMF 7T ALY (FHCRC) MU Y 25 25 b1 (IRB) FNSE & 255 5 B Ry (FDA) #b it o 12 3056 11
clinicaltrials.orgfP{FM INCT01640301.

(03771 Sy T r g, (i HEf fectene (Qiagen) FIpRRLSINJFURL AN {2 ik pMDLg /
PRRE . pMD2 - GHIpRSY -REVHI I A AL A (B]19B) #55:293T /1741 (3 X 10°4Hfia/AR) L)
SRR PR AL, BB 2 NS0 3 RU B i i 1) T8I, 55 0 R R A 25

[0378] Azl 7 ACD200R-CD28 IFPAYEEMAR, ARG I A e S filbb AERr A T4 5 Mg
Y 2 IR =S R RE 25 (B19B) o 1l KRR 3L R P2 AT e 152, AL At N FLATHLA- A2
PRAIIWTL - FE R PETCR 1B AT i (1) B A2 05 R A A o4& b (Stromnes et al.,
ImmunolRev.257:145-164,2014) , 51465 HIAE TGS AMLITIIS RS HH o TR o 6 56—
P2AFFANBEATEAS U, LA 1 55 58 —P2A A L R E 4 .

(03791 FEZRAT R IR I , MAE 3 IOHLA - A2" (A e 3R b J ifn B A2 41 it (PBMC) o i
MiltenyifBkaifbcD8 T4y, 7 AT4N)fuExpander CD3/CD28 Dynabeads
(LifeTechnologies) F1501U/m1 TL- 281354k . B35 PU /NG, FH2mL )8y 25 F i am 42 32°C
PL1000g 5 OFELL5 - 10 X 10°AN R0 ok e S TARM . dn e i ik , DLkt 3 309 5 %€
(REP) 10~ 14K TR A TR H)% (Ho et al.,] Immunol Methods 310:40-52,2006) .
[0380] il i i AN ANM AR #r % SCD8 T4 IFPER ik (19C) o 45 R o, 24 4 S TFP
FIWT VRS PETCRIA % S, AR TN 6725 CD200R -CD28  TFPHIWT LS PETCR.
[0381] 5245120

[0382] 1 JJCD200" 4 REUS , FkCD2005L [ TFPIX TARIATN T~ TFP TARJ Fy £

[0383] >y T iilliat FICD200 " 41 ff R 5 F s B CD200 Y TRPSE 73 2 S8 TFP T4 AT
IFP T4 & 5 , £ HICD200 LCL AR 2 B Al i MU CD200R 41 A Eh Al

[0384] &I 20AFT7, IFP CD200R-CD28tmft) 751k (BI19AT KIS TTT) S580/E FHICD200%E
SYLCLEMIES , IFP T41ME (CD200R ) AH%T-IFP T4HJf (CD200R ) ‘4.

[0385]  Ji]trCD200R (FI19AH 5 VITT) FICD200R - 15aas-CD28Cys (FI19AF G5 AHVIT)
ST A 5, I B> SR (&120BF120C) o SR 1T, Feidk J UL At AL GO T 4R 1
CD200°'LCL REPZJi, JLH EAFCD200R-CD28tm (B 19AFR A EE4ATTIT) AIICD200R-9aas-
CD28Cys (FI19AHT AT HHAY) 2 J kb 238 i (B20CH1120D) «

[0386] 5521

[0387]  %3KCD200R-CD28TMAICD200R - 9AAS-CD28CYS  TFPH) A T4t FE T BE 1380 - T

4B
He
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[0388]  AHXTT-IFP 4ifify, 35548 CD200 [ IFP CD200R-9aas-CD28Cy st A T4 i H. 47 b
DRI PR 177 A o TAPHR S 2R Re 4m it AR T25% 15 PN I PEECD200 (B21A) o AR T Ak 40
HOFIFR R TCRIEANZ A TFPRI & RIIHTI 41 , CD200R - 9aas -CD28Cy s F ik Hfiaik | ks g T2
Al (FH1ug/mL WT,_ i) HO4uias 772k (&121B) .

[0389] Ty /M55 CD200R - 9aas - CD28Cy s F ik AH I M B R0 B F- D RE S& 75 S il 1 i
TOREBE AN/ s e A S A LR, AR AR T {E A CD200RZH i SNANCD 2815 R 45 A3 i1
FAES S & FIE A K (“trCD200R” 5 E19A, F EAVITT; I 21C) o AR TNk
TCR., 40 , e 124l AR S T4 75 A SR B H A o () 4 PR 5 7= 2 (B121D) , 2R
CD200R-9aas-CD28Cy sttt T 33| = 5.

[0390]  [F21EH G [ HABHE R CD200R [ A4 3L A 34 i 4n i A -1~ 7= A= 1) B /7 - CD200R -
CD28tm (BI21FF1121G, #Ric “B”) FICD200R-9aas-CD28Cys (EI21FfN21G, Frid “-97) ‘it &4 =
T AN 7 AR S BRI CD2001 ) TFPER I R B N 22 Dhae4n A 17 A= (B1211) «

(03911 IAAE AT F5 1 5 H B (R 32 -3 s I R 4 e 25 0 2 r oAy 7 23801~
e (K217]) - HHCD200R - CD2 844 A FE 511 T M L ok R T 40 i 52 A 250t 4 it (21K,
CD200R-CD28tm, fRid “B” ,CD200R-9aas-CD28Cys, Frict “-97) -

[0392] =222

[0393]  FAS IFPII{AN M

[0394]  J S5 1 118 1T Fas -CD28A S, JFAE 1 s (/N BB g B4 T 4y K ()
220) .« [AC5TBL/6/INUR I PB4 X 10N IR 4mifs (BEOK) , I BRI AL EE , B i it
(1) AT HARAEIE, (2) SAREEFL10°AGFPELALINTCR |, FEELIHCDS TN G5 , Bk (3) i 4k
H:F210° 1 Fas-CD28%E FHOTCR | FEILINCDS T4MMY (5K o 8k e g FBLIME 1
P A= A S R AG T 00/ IN B 25 I TR P P ML o

[0395]  JilFas IFPHESTAN Mm-S PR AR ER s (B122B) JFREIN R A pr 40 (B
22B.22C) »

[0396] 545123

[0397]  FAS-4-1BBgh a8 [ 4 1A

[0398]  AASCRT IR IRl & 25 A B4R TEP, HAA S Fas 4R s ah A ok L5570 A
4- 1BBRUAIIE N5 5 1% ST 45 3. 4N Sl 53 Pl A0 Fas HO A NG5 A 3s 1 4 S8 k5 0 o £
—BG SR B IR 2 45 T DL FEFas 4 - 1BBERCD28[1) 45 #a e 5k HL a4 o fF — B8 o= Bl 1k 1)
Fas-4-1BBfl &5 1 H, PSR4/ (U FECD281 M s B 45 A, 1 4r e s o3 18 B 5 CD28 1 i
GNESAY , JCHE S TEIA 4 ARARI AT i Ah - Db IR AR 2L (4, Fas-CD28Cys-4-1BBic Al
Fas-9aas-CD28Cys-4-1BBic) - 4fuFhH 73 W A & Fas (P3P ok o g S e Al , oo 2%
RIDARER G, DAAE A2 AR - P AARAH B A I PR i 2 TR R 23 TRIEE 28 (- 9aas) o fE—S ALY
BIVEFas-4- 1BBil &85 I H, BS54 5> (454 - IBBIUES B 45 A4tk (15141, Fas-4- 1BBtm;
23A) o 7340, Fas-4- 1BBI IR FAT R tHFas G HAEES & 5 AR S 5 el Fi 4- IBBANI N {5
S AR A IE (D, FREEE) 5 SRR

[0399]  Fas-4-1BB IFPHIFEEEPTCR AT DAL 46 1M B TAN NG HL SRk o i T SL B2 ip iR 1
— I TT A S Fasdii AN o O TFP 5 5P 14 TNk Fas-4-1BBtm TFPAIFE 3L
PHITCR (TCR , ,, 455 T MFriend il F AL 226 AL IOFBL A M AT AR ISR AL (Stromnes et
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al.,J Clin Invest.120:3722-3734,2010) oﬁi\ifﬁ{Réﬁﬁ%TCRgagﬁTCRgajDFas -4-1BBtm|
DNAM AL JPlat - BN, ) A= b 4 S5 25 IR ZhHEP 14 T4 T 4tCD3FI4iCD28 3]
W, SR T A SR 25 IR0 2K« RIS UK, K IO TR F B TCRANE X Fas ()
R VEpU AR T A 6, Il i SRR A T A o FHERASTCR , FllFas -4 - 1BBtmf A4 4k
HFIP14 TANMAREARUKFIITCR, I Hif ik w7k FfFas-4-1BBtm TFPAY A4 (K]
23B) .

[0400] G ¥ Fas-4- 1BB TN AE A oh 3% B HH 3 5 10 39 1 o ¥ 55 S 9P 14 T4mi
CellTrace2k (CTV) MEFH QLRI A 1y, LN - S5 HE 08 « 11 EL A5 TIFBLIMHYER 4R 356 K « 2%
JEWGA TR It A A T 534 o BEA R, FHTCR,, F2 S IO TR A HH 5k = 3
G, QNIFITCR  FliFas-4- 1BBtmid #6 S T4 (TCR Fas-4- 1BBtm) (#123C, /) o *4E: T8
LI, —SE{ TCRAY TN S H0 H 3458 5 (HU2 , T TCR+Fas -4 - 1BB T4 ) 730 HH 5 ) fr 33
B, NI SCRERG N s ORI sE 68 /1 (B123C,49) »

[0401] 341, Fas-4- 1BB T4 F0 HUR D IANIAE T Fas i i 5 5 15, M Fasffughsh
TINS5 G A2 T Fas(s 5% FEE MBS , IEQIFPRT IR IEE , H dFasid ph 54435
4 - 1BBANE PN £5 A3 U - 123D Y T 4l SR T-Fas s 514 Sl B AE LA s
(1) RRFEILTCR , HIR > Fas IR TN ; (11) FRIKEEFLRITCR | FOEF A= T TR ; 11
(111) KIKXFEILIATCR,, FIFas-4-1BBtmfITAH. JHTCR | BKTCR  +Fas-4-1BB IFPRIBHFIF
SP14 TN TR S5 , i FIDE R G (FLICA) 195 EAR F6 TAR I i 15 M e R 45 (A g - 8
TR TR, DLE S Fas iR MR AN A0 T . FasBRIARI TN (K 2) A BoRiG ERIT DR &
I - 8551k , T TCRAE A TN I i s 35k T o A TN TCRIF TAHME ,, TCR+Fas-4-1BB T
A DR 2R B - 8P TR VR, R IH i i Fas i 2 104l sb -4/ (&123D) «

[0402]  FI4AI 5, X S8 R0, Fas-4- 1BBtmfh 5 25 BRI SFas &5 A1 01/ 41
SET A5 SR SR E RS 5 .

[0403] =524

[0404]  FAS-4-1BBh & &5 [ £ IDS YN SR g i n) g A= 4 Bl F G A7
[0405]  Fas-4-1BBtmf% S TN 7E IP S5 TDSHLA Hh s il g A= KO e g A3

[0406]  TDSFIAUEHN HIF 1 ] A B (Walton et al.,Cancer Res 76:6118-29,
2016) o IncuCyte™ I FI T ID8 T L Fifaa 4nfifa ) 5% 1 (10 7 1 o 4 U SO T4 (TCRER TCR+
4-1BB) S (45 IDS U SR ot &5 2K , 3 1 IncuCyte™ 4347 i Fe: TDSAN A A K
L5 SN E I FORIME AN R A% AR T TCRIY TN, TCR+Fas-4-1BB TN T~ H
X TD8JI A £t i AR g i sl A DROZL s S s (B1244) .

[0407] 534N AHN T HUIR] B2 ZRTCREE SO TAHIIAT T /NG, T tlA] & 2R TCR+Fas-4-
1BBtm#E S TARIIA YT 1O/ N A R S A7 1 o £E TDSFRL P SR A AN 175X 10%p
IDSHRE AN, HHEAT 16 5 K Rk RO AL RS , 33252 LO™AN T ANS . 0 X 10°/MA| 7 %=
PR AR ) /N S S TL - 2, ey B 1O K o A A DN /N R T — 2R A FE, B AR A
TACUCHEAE 28 PRI L2 IR AL o AN T TCRI TAN I, FITCR+Fas -4 - 1BBtmfE S AN
AIEE AN (B24B) o

[0408] =225
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[0409]  FCIKFAS-4- 1BBRb 25 1 IO TAH I AE T MR e (R KPC/ N SRR Hh SR TR T4 i er A 1
DA S A %

[0410]  Jepp 2 3RHA, FHE A A B ZAOTCR - THHM A T e e ia Ty nl DA 5 - KRR RKPC
JHRR AR A7 o AE X U, KPR ] J-ff i (o 5% 15 Fas -4 - 1 BBRIA 25 11 19 TAH L)
TPETT ot A DA A o

04111 ffi I B KK P C R IR Jma B B SR BE AL N 259K (Lee et al.,
Curr.Protoc.Pharmacol.73:14.39.1-14.39.20,2016) ./ HZ T, >90 % ki 55 g
(PDA) Ji B AEKRAS /s FH IO 2848 , 111> 75 % 1 AR5 fEp5 3 Hh R A 2947 . KPCRR L fifi H i i
FrtECre B4l (“C7) AR R fIKras (“K”) Alp53 (“P”) Hh = A2 5848 JKPCRIM (1) L
T APDAHIEZE B S B WO VT 2 SCBERFIE , G AR Sm AN I SN AN - T4 )4k
Fr, (11) @5 T2 IPDAHE R, T EAh ey ik, 9F B (L11) I 7 H LA Re i
A 2R T IPDASE A PRI R 25 2R, 1% 8 251 (U FH CDA0J S 7 AN IPDL L U4k o 1246 HY
W TR 259, 7F 0 BTG T T ORI TSR o

[0412] i o e 7 G e KPC/INER AR AE AT I R BRUIRE , JHAE R 298 Jil , 71 & TR HRE I 5 N\
WFFT . E25A 7 1 HAA I TR PR R/ INERURITAE “B N7 /NG (KPCIREEAT TR /INERD) H gk
JER g A B G o /N BETL 0 il 2 A0 R 2 o FHIAIS IR AL ER /INFR , 75 AR I, 1)
F2 52 TCR- TA )/ INSRE G TR B 2R e T4 (FHeTR] B2 2= TCRAL 1) 4 sk brilH] B 2R TCR
+Fas-4- 1BBtmfL ) Rl R I A0, f AR 074 B N R 14K T 4, B2 i A T4
[/ APCH T ((HAS ARSI | L3k, ANESSIL -2 R e IO T4 i Jm A5 28 K11
AINERURBTITL , T8 1 5 P 2 AR AR A I St KPR G B TAR SR A S A2 1 TR i AV o AE
7S5 RN, ARSI TACUCHE HE ) 2 s ARV AL /N ER A 7355 IR LS 2 S o o A S4B R 4 1T
[ S 56 18 T IO AN 25BT 7R

[0413] 55 = AL TAHN 5 28K, Fas - 4- 1BB TAHAE i f b S 30 H SR A48 A (B
25C) o 5% Fas-4-1BB THEAUAT A /N (100 %) FeI0HE T4RM0FF A , A TCRIK Tt 7% A
FrAME (B1250) o ] 2 225 S HETCRANFas -4 - 1BB TR /& T 1/ ISR A0 22 0 i i AN
[R]BZ 225 A TCRAO TARME S f5e) 7 7 (Mantel -Coxiad:, P<0. 053 &125D) &

[0414]  =2445)26

[0415]  FEAMLIF)/ NI HHFAS -4 - IBBARIAIG SR [ 1o 4k S0y 7%

[0416] it TS24I 10 SE9124 71~ , FFas-4- 1BB TAHI IR Tl T IR IR /7S «
TEFRAMLEE A (Teague et al.,Nature Medicine 12:335-341,2006;0da et al.,Blood
130:2410-2419,2017) , FEGTFBLANMIFHF L AHIKS K o AESB TR, FE4 T A T 104141
RO T, TSI AP N o AN T TCRIV T4HS , FTCR+Fas-4- BBt 1) T4 i
AR A (E126)

[0417] R Zon AR T AL RN RS E SCE 0, (SR 5 Biig , il LUK bk & Fif
S 5 VAR A At S8 51, O FL AT AR Fh g b T 85 s i A B B A % B RS A S
5

[0418] A5 Fh4E M sl FRE S s 2 Fh A1 R R R AT SRl 2 RSS2 R s A 0T 52
1 R R AN ) SN R FR G AT E L R H iR, G REAEASER T S LI I 2 1 R o
No.62/128,979.62/473,28241162/629 , 663 L M PCTIE|FRHI1EPCT/US2016/021064 , F4- A
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PR 5 TN AR FTZER & A0 F « B AT R iR & AR Lt S dai], )
FIMBE S BIR # T -
(04191 FTLAARHEDA b EARFA XS S A TIX BRI S o 1l 5, A2 LA FAM K,
P PO AR B AN LR D0y R SR A BR AR g 1 A A5 AASUR R A5 v A TR S 81 1
R ARy B3 Fir A PT RE R S Bt A R S A AR ORI S5 (R P BV L« A, A
M EERASZ A IFIRIBR A o
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[0001]  FAIEk

[0002]  <110> SBE TR ARNEAENTTTH L

[0003] K=eS-« Bk

[0004] P D« KMATRS

[0005] T M * JitiKHF

[0006]  <120> Fupeif Tl e a5 A R L T

[0007]  <130> 360056.447W0

[0008]  <140> PCT

[0009] <141> 2018-03-16

[0010]  <150> US 62/629,663

[0011]  <151> 2018-02-12

[0012]  <150> US 62/473,282

[0013] <151> 2017-03-17

[0014]  <160> 213

[0015]  <170> FastSEQ for Windows Version 4.0

[0016]  <210> 1

[0017]  <211> 915

[0018]  <212> DNA

[0019]  <213> A TJ¥¥

[0020]  <220>

[0021]  <223> huCD200Rtm-CD28#4 A

[0022]  <400> 1

[0023] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttecctg 60
[0024] gtggeegeca geageagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[0025] gtgctggeecg aagtgaacac cagctggece gtgaagatgg ccaccaacge cgtgetgtge 180
[0026] tgeectecta tcgecetgeg gaacctgatce atcatcacct gggagatcat cctgegggge 240
[0027] cagcccagct gtaccaaggc ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0028] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagecgacct gcagatcaga 360
[0029] cccgtggeca tcacccacga cggetactac cggtgeatca tggtcaccee cgatggeaac 420
[0030] ttccaccggg gataccatct gecaggtgete gtgacccecg aagtgaccet gttccagaac 480
[0031] cggaacagaa ccgecgtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0032] atccccgagg gegattgege caccaagecag gaatactggt ccaacggeac cgtgaccgtg 600
[0033] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0034] ctgaccggca acaagagcct gtacatcgag ctgetgectg tgectggege caagaagtcee 720
[0035] gccaagetgt acatcccecta catcatcctg acaatcatca ttctgaccat cgtgggette 780
[0036] atctggctge tgcgecagcaa geggagecaga ggeggecaca gegactacat gaacatgacce 840
[0037] cctagacgge ctggecccac cagaaagcac taccagccct acgeccectec cegggacttt 900
[0038] gccgcctaca gaage 915

[0039] <210> 2

[0040]  <211> 728

[0041]  <212> DNA
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[0042]  <213> A TJ#%l

[0043]  <220>

[0044]  <223> huCD200RIZ (AL AN Ky I

[0045]  <400> 2

[0046] tgetgtgeee ttggagaacc gecaacctgg gectgetget gatcctgace atcttectgg 60
[0047] tggcegecag cagecagectg tgecatggacg agaagcagat cacccagaac tacagcaagg 120
[0048] tgctggeega agtgaacacc agetggeccg tgaagatgge caccaacgee gtgetgtget 180
[0049] gceectectat cgecetgegg aacctgatca tcatcacctg ggagatcate ctgeggggee 240
[0050] agcccagetg taccaaggee taccggaaag agacaaacga gacaaaagaa acaaactgca 300
[0051] ccgacgageg gatcacatgg gtgtccagac ccgaccagaa cagcgacctg cagatcagac 360
[0052] ccgtggecat cacccacgac ggectactacc ggtgecatcat ggtcacccce gatggecaact 420
[0053] tccaccgggg ataccatctg caggtgetcg tgacccccga agtgaccetg ttccagaacce 480
[0054] ggaacagaac cgccgtgtge aaggecegtgg ccggaaaacc tgecgeccag atctcttgga 540
[0055] tccececgaggg cgattgegee accaagcagg aatactggtc caacggcacce gtgaccgtga 600
[0056] agtccacctg tcactgggag gtgcacaacg tgtccaccgt gacatgccac gtgtcccace 660
[0057] tgaccggcaa caagagcctg tacatcgage tgetgectgt gectggegee aagaagtcceg 720
[0058] ccaagctg 728

[0059] <210> 3

[0060] <211> 63

[0061]  <212> DNA

[0062]  <213> A TJ¥4

[0063]  <220>

[0064]  <223> huCD200RES R4 4l

[0065]  <400> 3

[0066] tacatcccct acatcatcct gacaatcatc attctgacca tcgtgggett catctggetg 60
[0067] ctg 63

[0068] <210> 4

[0069]  <211> 81

[0070]  <212> DNA

[0071]  <213> A T34

[0072]  <220>

[0073]  <223> CD28EJE L, kgl

[0074]  <400> 4

[0075] ttctgggtge tggtggtggt cggaggegtg ctggectget acagectget ggtcaccgtg 60
[0076] gccttcatca tcttttgggt ¢ 81

[0077] <210> 5

[0078]  <211> 123

[0079]  <212> DNA

[0080]  <213> AT /74l

[0081]  <220>

[0082]  <223> CD284H)ifu N S Ab ek

[0083]  <400> 5
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[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]

cgcagcaage ggagcagagg cggeccacage gactacatga acatgacccce tagacggect 60

ggcecccacca gaaagcacta ccagcecctac gecccteceee gggactttge cgectacaga 120

age 123
<210> 6
<211> 933
<212> DNA

213> ANTLFF4

220>

<223> huCD200R-CD28 tm#4 {4

<400> 6
atgctgtgee
gtggccecgceca
gtgctggeeg
tgcecetecta
cagcccagcet
accgacgagc
cccgtggeca
ttccaccggg
cggaacagaa
atccccgagg
aagtccacct
ctgaccggca
gccaagectgt
gtcaccgtgg
gactacatga
gceectececee
210> 7
211> 942
<212> DNA

cttggagaac
gcagcagcct
aagtgaacac
tcgeectgeg
gtaccaaggc
ggatcacatg
tcacccacga
gataccatct
ccgeegtgtg
gcgattgege
gtcactggga
acaagagcct
tctgggtget
ccttecatcat
acatgacccce

gggactttge

213> N T4

<220>

cgccaacctg
gtgcatggac
cagctggcecce
gaacctgatc
ctaccggaaa
ggtgtccaga
cggctactac
gcaggtgctce
caaggccgtg
caccaagcag
ggtgcacaac
gtacatcgag
ggtggtggte
cttttgggtce
tagacggcct

cgcctacaga

ggcetgetge
gagaagcaga
gtgaagatgg
atcatcacct
gagacaaacg
ccecgaccaga
cggtgcatca
gtgaccccceg
gcecggaaaac
gaatactggt
gtgtccaccg
ctgectgecetg
ggaggegtge
cgcagcaagc
ggcceccacca
agc 933

<223> huCD200R-9aas-CD28Cy s 4 i

<400> 7

atgctgtgcce
gtggccegeca
gtgctggeeg
tgcectecta
cagcccaget
accgacgagc
cccgtggeca
ttccaccggg

cggaacagaa

cttggagaac
gcagcagcct
aagtgaacac
tcgeeetgeg
gtaccaaggc
ggatcacatg
tcacccacga
gataccatct

ccgeegtgtg

cgccaacctg
gtgcatggac
cagctggcecce
gaacctgatc
ctaccggaaa
ggtgtccaga
cggctactac
gcaggtgcecte
caaggccgtg

ggcctgetge
gagaagcaga
gtgaagatgg
atcatcacct
gagacaaacg
ccecgaccaga
cggtgcatca
gtgaccccceg

gcecggaaaac
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tgatcctgac
tcacccagaa
ccaccaacgc
gggagatcat
agacaaaaga
acagcgacct
tggtcaccce
aagtgaccct
ctgeccecgecca
ccaacggcac
tgacatgcca
tgcetggege
tggccetgeta
ggagcagagsg
gaaagcacta

tgatcctgac
tcacccagaa
ccaccaacgce
gggagatcat
agacaaaaga
acagcgacct
tggtcaccce
aagtgaccct

ctgececgececa

catcttcctg
ctacagcaag
cgtgetgtge
cctgegggge
aacaaactgc
gcagatcaga
cgatggcaac
gttccagaac
gatctcttgg
cgtgaccgtg
cgtgtcccac
caagaagtcc
cagcctgetg
cggccacage

ccagccctac

catcttcctg
ctacagcaag
cgtgetgtge
cctgeggggce
aacaaactgc
gcagatcaga
cgatggcaac
gttccagaac

gatctcttgg

120
180
240
300
360
420
480
540
600
660
720
780
840
900

60

120
180
240
300
360
420
480
540
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[0126] atccccgagg gegattgege caccaagcecag gaatactggt ccaacggecac cgtgaccgtg 600
[0127] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0128] ctgaccggeca acaagagcect gtacatcgag ctgetgectg tgtgteccag cectetgttt 720
[0129]  cccggeccta gcaagecttt ctgggtgetg gtggtgetcg gaggegtget ggectgetac 780
[0130] agcctgetgg tcaccgtgge cttcatcate ttttgggtece gecagcaageg gagcagagge 840
[0131] ggccacageg actacatgaa catgacccct agacggectg gecccaccag aaagcactac 900
[0132] cagccctacg ccecteceeg ggactttgee gectacagaa ge 942

[0133] <210> 8

[0134]  <211> 702

[0135]  <212> DNA

[0136]  <213> ALF¥4l

[0137]  <220>

[0138]  <223> ANIHPEEAEII{IhuCD200R - 9aas )y

[0139]  <400> 8

[0140] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttecctg 60
[0141] gtggccgeca geagcageet gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[0142] gtgctggeeg aagtgaacac cagetggece gtgaagatgg ccaccaacge cgtgetgtge 180
[0143] tgceectecta tegecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[0144] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0145] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagegacct gcagatcaga 360
[0146] ccegtggeca tcacccacga cggetactac cggtgecatca tggtcaccee cgatggecaac 420
[0147] ttccaccggg gataccatct gecaggtgete gtgaccceccg aagtgacccet gttccagaac 480
[0148] cggaacagaa ccgecgtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0149] atcccecgagg gegattgege caccaagecag gaatactggt ccaacggecac cgtgaccgtg 600
[0150] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0151] ctgaccggca acaagagcct gtacatcgag ctgetgectg tg 702

[0152] <210> 9

[0153]  <211> 36

[0154]  <212> DNA

[0155]  <213> A T34

[0156]  <220>

[0157]  <223> CD28Cys% Bk gihyls

[0158]  <400> 9

[0159] tgtcccagee ctetgtttee cggecctage aagect 36

[0160]  <210> 10

[0161] <211> 933

[0162]  <212> DNA

[0163]  <213> A L4

[0164]  <220>

[0165]  <223> huCD200R-12aas-CD28Cys it @ik

[0166]  <400> 10

[0167] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttectg 60
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[0168] gtggeegeca geageagect gtgcatggac gagaagcaga tcacccagaa ctacagcaag 120
[0169] gtgctggeecg aagtgaacac cagctggece gtgaagatgg ccaccaacge cgtgetgtge 180
[0170] tgeectecta tcecgecetgeg gaacctgatce atcatcacct gggagatcat cctgegggge 240
[0171]  cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0172] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[0173] cccgtggeca tcacccacga cggetactac cggtgeatca tggtcaccee cgatggeaac 420
[0174] ttccaccggg gataccatct gecaggtgete gtgacccecg aagtgacccet gttccagaac 480
[0175] cggaacagaa ccgecgtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0176] atccccgagg gegattgege caccaagecag gaatactggt ccaacggeac cgtgaccgtg 600
[0177] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0178] ctgaccggca acaagagcct gtacatcgag ctgtgtccca gecctetgtt tececeggecet 720
[0179] agcaagcctt tctgggtget ggtggtggtce ggaggegtge tggectgeta cagectgetg 780
[0180] gtcaccgtgg ccttcatcat cttttgggte cgecagcaage ggagcagagg cggecacage 840
[0181] gactacatga acatgacccc tagacggcct ggecccacca gaaagcacta ccagecctac 900
[0182] gccceteece gggactttge cgectacaga age 933

[0183] <210> 11

[0184]  <211> 693

[0185]  <212> DNA

[0186]  <213> A T34

[0187]  <220>

[0188]  <223> 4MffufhEAL K IhuCD200R - 12aas 4y

[0189]  <400> 11

[0190] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttectg 60
[0191] gtggcecgeca geageagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[0192] gtgetggecg aagtgaacac cagetggecce gtgaagatgg ccaccaacge cgtgetgtge 180
[0193] tgcectecta tecgecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[0194] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0195] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagegacct gcagatcaga 360
[0196] ccegtggeca tcacccacga cggetactac cggtgecatca tggtcaccce cgatggecaac 420
[0197] ttccaccggg gataccatct gcaggtgetce gtgacccceccg aagtgacccet gttccagaac 480
[0198] cggaacagaa ccgeegtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0199] atccccgagg gegattgege caccaagecag gaatactggt ccaacggecac cgtgaccgtg 600
[0200] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0201] ctgaccggeca acaagagcct gtacatcgag ctg 693

[0202] <210> 12

[0203] <211> 945

[0204]  <212> DNA

[0205]  <213> A L4

[0206]  <220>

[0207]  <223> huCD200R-9aas-CD28Cys tm-41BBicyd{Ak

[0208]  <400> 12

[0209] atgctgtgee cttggagaac cgccaacctg ggeetgetge tgatcctgac catcttectg 60
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[0210] gtggeegeca geageagect gtgcatggac gagaagcaga tcacccagaa ctacagcaag 120
[0211] gtgctggeecg aagtgaacac cagctggece gtgaagatgg ccaccaacge cgtgetgtge 180
[0212] tgeectecta tcecgecetgeg gaacctgatce atcatcacct gggagatcat cctgegggge 240
[0213] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0214] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[0215] cccgtggeca tcacccacga cggetactac cggtgeatca tggtcaccee cgatggeaac 420
[0216] ttccaccggg gataccatct gecaggtgete gtgacccecg aagtgacccet gttccagaac 480
[0217] cggaacagaa ccgecgtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0218] atccccgagg gegattgege caccaagecag gaatactggt ccaacggeac cgtgaccgtg 600
[0219] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0220] ctgaccggca acaagagcct gtacatcgag ctgetgectg tgtgtcccag cectetgttt 720
[0221] cceggeeccta gecaagecttt ctgggtgetg gtggtggteg gaggegtget ggectgetac 780
[0222] agcctgetgg tcaccgtgge cttcatcate ttttgggtca ageggggecag aaagaagetg 840
[0223] ctgtacatct tcaagcagcc tttcatgegg cccgtgecaga ccacccagga agaggacgge 900
[0224] tgcteetgea gattcccega ggaagaagaa ggeggetgeg agetg 945

[0225] <210> 13

[0226] <211> 126

[0227]  <212> DNA

[0228] <213> AT 74

[0229]  <220>

[0230]  <223> 4- IBBZHMUN 1S

[0231]  <400> 13

[0232] aagcggggca gaaagaagct gctgtacatc ttcaagcage ctttcatgeg geccgtgeag 60
[0233] accacccagg aagaggacgg ctgctcctge agattccccg aggaagaaga aggeggetge 120
[0234] gagctg 126

[0235] <210> 14

[0236] <211> 936

[0237]  <212> DNA

[0238] <213> A TJ¥¥

[0239]  <220>

[0240]  <223> huCD200R-12aas-CD28Cys tm-41BBicHy ik

[0241]  <400> 14

[0242] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttecctg 60
[0243] gtggeecgeca geageagect gtgcatggac gagaagcaga tcacccagaa ctacagcaag 120
[0244] gtgctggeecg aagtgaacac cagectggece gtgaagatgg ccaccaacge cgtgetgtge 180
[0245] tgecectecta tecgecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[0246] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0247] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[0248] cccgtggeca tcacccacga cggetactac cggtgeatca tggtcaccee cgatggeaac 420
[0249] ttccaccggg gataccatct gecaggtgete gtgacccecg aagtgaccet gttccagaac 480
[0250] cggaacagaa ccgecgtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[0251] atccccgagg gegattgege caccaagecag gaatactggt ccaacggeac cgtgaccgtg 600
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[0252] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[0253] ctgaccggca acaagagcct gtacatcgag ctgtgtccca geectetgtt tcccggecet 720
[0254] agcaagcctt tctgggtget ggtggtggtc ggaggegtge tggectgeta cagectgetg 780
[0255] gtcaccgtgg ccttcatcat cttttgggtc aagcggggea gaaagaaget getgtacate 840
[0256] ttcaagcage ctttcatgeg geccgtgecag accacccagg aagaggacgg ctgetectge 900
[0257] agattccccg aggaagaaga aggeggetge gagetg 936

[0258] <210> 15

[0259] <211> 1059

[0260]  <212> DNA

[0261]  <213> A TJ¥4

[0262] <220>

[0263]  <223> huCD200R-12aas-CD28Cys tm ic-41BBicAyi{k

[0264]  <400> 15

[0265] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttecctg 60
[0266] gtggcegeca gecagcageet gtgeatggac gagaagcaga tcacccagaa ctacagcaag 120
[0267] gtgetggecg aagtgaacac cagetggecce gtgaagatgg ccaccaacge cgtgetgtge 180
[0268] tgcectecta tecgecctgeg gaacctgatce atcatcacct gggagatcat cctgegggge 240
[0269] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[0270] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[0271] ccegtggeca tcacccacga cggetactac cggtgecatca tggtcaccce cgatggecaac 420
[0272] ttccaccggg gataccatct gecaggtgete gtgaccceccg aagtgaccct gttccagaac 480
[0273] cggaacagaa ccgeegtgtg caaggeegtg gecggaaaac ctgecgecca gatctettgg 540
[0274] atccccgagg gegattgege caccaagcecag gaatactggt ccaacggecac cgtgaccgtg 600
[0275] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgcca cgtgtcccac 660
[0276] ctgaccggeca acaagagcect gtacatcgag ctgtgtccca gecetetgtt tececeggeeet 720
[0277] agcaagcctt tctgggtget ggtggtggte ggaggegtge tggectgeta cagectgetg 780
[0278] gtcaccgtgg ccttcatcat cttttgggte cgcagcaage ggagcagagg cggecacage 840
[0279] gactacatga acatgacccc tagacggcct ggccccacca gaaagcacta ccagecctac 900
[0280] gceectecee gggactttge cgectacaga agcaageggg gecagaaagaa getgetgtac 960
[0281] atcttcaage agcctttcat geggecegtg cagaccacce aggaagagga cggetgetee 1020
[0282] tgcagattcc ccgaggaaga agaaggcgge tgegagetg 1059

[0283] <210> 16

[0284]  <211> 1305

[0285]  <212> DNA

[0286]  <213> ALJ¥4l)

[0287]  <220>

[0288]  <223> huSIRPotm-CD28#4 {4

[0289]  <400> 16

[0290] atggaacctg ccggacctge tcctggeaga ctgggaccte tgetgtgtet getgetggee 60
[0291] geetettgtg cttggagegg agtggctgge gaagaggaac tgcaagtgat ccageccgac 120
[0292] aagagcgtge tggtggecge tggegaaacc gecaccctga gatgtacage caccagectg 180
[0293] atcccegtgg gecccatcca gtggtttaga ggegetggee ctggeagaga getgatctac 240
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[0294] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagcggaac 300
[0295] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgecgg cacctactac 360
[0296] tgcgtgaagt tccggaaggg cageccccgac gacgtggaat tcaaaagegg agccggeace 420
[0297] gagctgagcg tgegggctaa accttctgee cctgtggtgt ctggacctge cgecagaget 480
[0298] acacctcage acaccgtgte ttttacctge gagagccacg gettcagece cagagacatc 540
[0299] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggacccet 600
[0300] gtgggcgaga gecgtgtecta cagecatccac agcaccgeca aggtggtget gaccegegaa 660
[0301] gatgtgcaca gccaagtgat ctgcgaggtg geccacgtga cactgecaggg cgatcctetg 720
[0302] agaggaaccg ccaacctgtc cgagacaatc agagtgcccc ccaccctgga agtgacccag 780
[0303] cagcectgtge gggecgagaa ccaagtgaac gtgacctgece aagtgeggaa gttctacccee 840
[0304] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0305] accgtgaccg agaacaagga tggcacctac aattggatga gctggetget cgtgaacgtg 960
[0306] tccgeccace gggacgatgt gaagectgaca tgccaggtgg aacacgacgg ccagectgee 1020
[0307] gtgtccaaga gccacgatct gaaggtgtca geccatccca aagagcaggg ctccaacaca 1080
[0308] gccgcegaga acaccggeag caacgagegg aacatctaca tcgtegtgge cgtegtgtge 1140
[0309] accctgetgg tggcactget gatggecget ctgtaccteg tgegcagcaa geggageaga 1200
[0310] ggcggecaca gegactacat gaacatgacc cctagacgge ctggecccac cagaaagceac 1260
[0311] taccagccct acgeccctee cecgggacttt gecgectaca gaage 1305

[0312] <210> 17

[0313]  <211> 1119

[0314]  <212> DNA

[0315]  <213> AL ¥4

[0316]  <220>

[0317]  <223> huSTRPaFefAAN Mt AL

[0318]  <400> 17

[0319] atggaacctg ccggacctge tcctggeaga ctgggaccte tgetgtgtet getgetggee 60
[0320] geetettgtg cttggagegg agtggetgge gaagaggaac tgcaagtgat ccageccgac 120
[0321] aagagcgtge tggtggecge tggegaaace gecaccetga gatgtacage caccagectg 180
[0322] atccecegtgg gecccatcca gtggtttaga ggegetggee ctggecagaga getgatctac 240
[0323] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagcggaac 300
[0324] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgeegg cacctactac 360
[0325] tgcgtgaagt tccggaaggg cagecccgac gacgtggaat tcaaaagegg agecggeacce 420
[0326] gagctgageg tgegggetaa accttetgee cetgtggtgt ctggacctge cgecagaget 480
[0327] acacctcagc acaccgtgtc ttttacctge gagagccacg gettcagece cagagacatc 540
[0328] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggacccet 600
[0329] gtgggcgaga gegtgtecta cagecatccac agcaccgeca aggtggtget gacccgegaa 660
[0330] gatgtgcaca gccaagtgat ctgegaggtg gcccacgtga cactgcaggg cgatcctetg 720
[0331] agaggaaccg ccaacctgtc cgagacaatc agagtgccce ccaccctgga agtgacccag 780
[0332] cagcctgtge gggccgagaa ccaagtgaac gtgacctgee aagtgeggaa gttctaccee 840
[0333] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0334] accgtgaccg agaacaagga tggcacctac aattggatga gectggetget cgtgaacgtg 960
[0335] tccgeccace gggacgatgt gaagetgaca tgecaggtgg aacacgacgg ccagectgee 1020
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[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]
[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]

gtgtccaaga gccacgatct gaaggtgtca geccatccca aagagcaggg ctccaacaca 1080

gcecgecgaga acaccggeag caacgagegg aacatctac 1119

<210>
211>
212>
<213>
<220>
223>
<400>

18
63
DNA

18

NLFH1

huSTRPoS i 45 A e

atcgtcgtgg gegtegtgtg caccetgetg gtggecactge tgatggecge tctgtaccte 60

gtg 63
<210>
Q211>
212>
213>
220>
223>
<400> 19

atggaacctg

19
1323
DNA

gceetettgtg
aagagcgtgce
atcccegtgg
aaccagaaag
aacatggact
tgcgtgaagt
gagctgageg
acacctcagc
accctgaagt
gtgggcgaga
gatgtgcaca
agaggaaccg
cagcctgtge
cagcggetge
accgtgaccg
tcegeccace
gtgtccaaga
gcegecgaga
ggaggegtge
cgcagcaagc
ggcceccacca
age 1323

<210> 20

N5

ccggacctge
cttggagegg
tggtggeege
gccccatceca
agggccactt
tcagcatccg
tccggaaggg
tgcgggctaa
acaccgtgte
ggttcaagaa
gcgtgtecta
gccaagtgat
ccaacctgtce
gggccgagaa
agctgacctg
agaacaagga
gggacgatgt
gccacgatcet
acaccggceag
tggccetgeta
ggagcagagg

gaaagcacta

huSTRPo.-CD28 tmAs Ak

tcctggecaga
agtggetgge
tggcgaaacc
gtggtttaga
ccccagagtg
gatcggcaac
cagcccecgac
accttctgece
ttttacctge
cggcaacgag
cagcatccac
ctgegaggtg
cgagacaatc
ccaagtgaac
gctggaaaac
tggcacctac
gaagctgaca
gaaggtgtca
caacgagcgg
cagcectgetg
cggeccacage

ccagccctac

ctgggacctce
gaagaggaac
gccaccctga
ggcgetggece
accaccgtgt
atcacccctg
gacgtggaat
cctgtggtgt
gagagccacg
ctgtccegact
agcaccgcca
gcccacgtga
agagtgccce
gtgacctgcce
ggcaatgtgt
aattggatga
tgccaggteg
gcccatcecca
aacatctact
gtcaccgtgg
gactacatga

gceectececee

75

tgetgtgtet
tgcaagtgat
gatgtacagc
ctggcagaga
ccgacctgac
ccgatgeegg
tcaaaagcgg
ctggacctge
gcttcagecce
tccagaccaa
aggtggtget
cactgcaggg
ccaccctgga
aagtgcggaa
cceggaccga
gctggetget
aacacgacgg
aagagcaggg
tctgggtget
ccttcatcat
acatgacccce

gggactttge

gctgetggee
ccagcccgac
caccagcctg
gctgatctac
caagcggaac
cacctactac
agccggeacc
cgccagagcet
cagagacatc
cgtggaccct
gacccgcgaa
cgatcctctg
agtgacccag
gttctaccce
gacagccagc
cgtgaacgtg
ccagectgece
ctccaacaca
ggtggtggte
cttttgggtce
tagacggcct

cgcctacaga

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
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[0378] <211> 1323

[0379]  <212> DNA

[0380] <213> A LJ¥%

[0381]  <220>

[0382]  <223> huSIRPa 12aas-CD28CysHgfH{A

[0383]  <400> 20

[0384] atggaacctg ccggacctge tcctggecaga ctgggaccte tgetgtgtet getgetggee 60
[0385] geetettgtg cttggagegg agtggetgge gaagaggaac tgcaagtgat ccageccgac 120
[0386] aagagcgtge tggtggecge tggegaaace gecaccetga gatgtacage caccagectg 180
[0387] atcccegtgg gecccatcca gtggtttaga ggegetggee ctggeagaga getgatctac 240
[0388] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagcggaac 300
[0389] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgecgg cacctactac 360
[0390] tgcgtgaagt tccggaaggg cagecccgac gacgtggaat tcaaaagegg agccggceacce 420
[0391] gagctgagecg tgegggetaa accttctgee cetgtggtgt ctggacctge cgecagaget 480
[0392] acacctcagc acaccgtgtc ttttacctge gagagccacg gettcagece cagagacatce 540
[0393] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggaccet 600
[0394] gtgggcgaga gecgtgtecta cagecatccac agcaccgeca aggtggtget gacccgegaa 660
[0395] gatgtgcaca gccaagtgat ctgcgaggtg geccacgtga cactgecaggg cgatcctetg 720
[0396] agaggaaccg ccaacctgtc cgagacaatc agagtgcccce ccaccctgga agtgacccag 780
[0397] cagcctgtge gggccgagaa ccaagtgaac gtgacctgee aagtgeggaa gttctaccee 840
[0398] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0399] accgtgaccg agaacaagga tggcacctac aattggatga gctggetget cgtgaacgtg 960
[0400] tccgeccace gggacgatgt gaagectgaca tgccaggtgg aacacgacgg ccagectgee 1020
[0401] gtgtccaaga gccacgatct gaaggtgtca gecccatccca aagagcaggg ctccaacaca 1080
[0402] geetgtecca gecetetgtt teceggecet agecaagectt tetgggtget ggtggtggte 1140
[0403] ggaggcgtge tggcctgeta cagectgetg gtcaccgtgg ccttcatcat cttttgggte 1200
[0404] cgcagcaagec ggagcagagg cggeccacage gactacatga acatgacccce tagacggect 1260
[0405] ggccccacca gaaagcacta ccagecctac geccctecce gggactttge cgectacaga 1320
[0406] agc 1323

[0407] <210> 21

[0408] <211> 1083

[0409] <212> DNA

[0410]  <213> AT ¥4l

[0411]  <220>

[0412]  <223> ANIIPEERIIhuSTRPo. 12aasf5>

[0413]  <400> 21

[0414] atggaacctg ccggacctge tcctggecaga ctgggaccte tgetgtgtet getgetggee 60
[0415] geetettgtg cttggagegg agtggetgge gaagaggaac tgcaagtgat ccageccgac 120
[0416] aagagcgtge tggtggeege tggegaaace gecaccetga gatgtacage caccagectg 180
[0417] atccecegtgg gecccatcca gtggtttaga ggegetggee ctggecagaga getgatctac 240
[0418] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagcggaac 300
[0419] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgeegg cacctactac 360

76



FF

5l %R

CN 110621335 B 11/149 7T
[0420] tgcgtgaagt tccggaaggg cagecccgac gacgtggaat tcaaaagegg ageccggeacce 420
[0421] gagctgageg tgcgggctaa accttetgee cetgtggtgt ctggacctge cgecagaget 480
[0422] acacctcage acaccgtgte ttttacctge gagagccacg gettcagece cagagacatc 540
[0423] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggaccct 600
[0424] gtgggcgaga gegtgtecta cagecatccac agcaccgeca aggtggtget gacccgegaa 660
[0425] gatgtgcaca gccaagtgat ctgcgaggtg gcccacgtga cactgcaggg cgatcctetg 720
[0426] agaggaaccg ccaacctgtc cgagacaatc agagtgcccc ccaccctgga agtgacccag 780
[0427] cagcctgtge gggecgagaa ccaagtgaac gtgacctgec aagtgeggaa gttctaccce 840
[0428] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0429] accgtgaccg agaacaagga tggcacctac aattggatga gctggetget cgtgaacgtg 960
[0430] tccgeccace gggacgatgt gaagetgaca tgccaggtgg aacacgacgg ccagectgee 1020
[0431] gtgtccaaga gccacgatct gaaggtgtca gecccatccca aagagcaggg ctccaacaca 1080
[0432]  gcc 1083

[0433]  <210> 22

[0434]  <211> 1326

[0435]  <212> DNA

[0436]  <213> A T4

[0437]  <220>

[0438] <223> huSIRPa-12aas-CD28Cys tm-41BBicAyffi

[0439]  <400> 22

[0440] atggaacctg ccggacctge tcctggecaga ctgggaccte tgetgtgtet getgetggee 60
[0441] gcetettgtg cttggagegg agtggetgge gaagaggaac tgcaagtgat ccageccgac 120
[0442] aagagcgtge tggtggecge tggecgaaace geccaccctga gatgtacage caccagectg 180
[0443] atcccegtgg gecccatcca gtggtttaga ggegetggee ctggeagaga getgatctac 240
[0444] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagcggaac 300
[0445] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgecgg cacctactac 360
[0446] tgcgtgaagt tccggaaggg cageccccgac gacgtggaat tcaaaagegg agecggeace 420
[0447] gagctgagcg tgcgggetaa accttctgee cetgtggtgt ctggacctge cgecagaget 480
[0448] acacctcagc acaccgtgte ttttacctge gagagccacg gettcagece cagagacatc 540
[0449] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggaccct 600
[0450] gtgggcgaga gecgtgtecta cagecatccac agcaccgeca aggtggtget gacccgegaa 660
[0451] gatgtgcaca gccaagtgat ctgcgaggtg geccacgtga cactgecaggg cgatcctetg 720
[0452] agaggaaccg ccaacctgtc cgagacaatc agagtgcccc ccaccctgga agtgacccag 780
[0453] cagcectgtge gggecgagaa ccaagtgaac gtgacctgece aagtgeggaa gttctacccee 840
[0454] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0455] accgtgaccg agaacaagga tggcacctac aattggatga gctggetget cgtgaacgtg 960
[0456] tccgeccace gggacgatgt gaagetgaca tgccaggtgg aacacgacgg ccagectgee 1020
[0457] gtgtccaaga gccacgatct gaaggtgtca geccatccca aagagcaggg ctccaacaca 1080
[0458] gcctgtccca gecctetgtt teceggecet agecaagectt tctgggtget ggtggtggte 1140
[0459] ggaggcgtge tggectgeta cagectgetg gtcaccgtgg ccttecatcat cttttgggte 1200
[0460] aagcggggca gaaagaagct gctgtacatc ttcaagcage ctttcatgeg geccgtgeag 1260
[0461] accacccagg aagaggacgg ctgctcctge agattccccg aggaagaaga aggeggetge 1320
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[0462] gagctg 1326

[0463] <210> 23

[0464] <211> 1449

[0465]  <212> DNA

[0466]  <213> A TJ¥4l

[0467]  <220>

[0468] <223> huSIRPo-12aas-CD28Cys tm ic-41BBictyaik

[0469]  <400> 23

[0470] atggaacctg ccggacctge tcctggecaga ctgggaccte tgetgtgtet getgetggee 60
[0471] geetettgtg cttggagegg agtggetgge gaagaggaac tgcaagtgat ccageccgac 120
[0472] aagagcgtge tggtggecge tggegaaace gecaccctga gatgtacage caccageetg 180
[0473] atcccegtgg gecccatcca gtggtttaga ggegetggee ctggecagaga getgatctac 240
[0474] aaccagaaag agggccactt ccccagagtg accaccgtgt ccgacctgac caagceggaac 300
[0475] aacatggact tcagcatccg gatcggcaac atcacccctg ccgatgecgg cacctactac 360
[0476] tgcgtgaagt tccggaaggg cagecccgac gacgtggaat tcaaaagegg agccggceacce 420
[0477] gagctgageg tgegggctaa accttectgee cetgtggtgt ctggacctge cgecagaget 480
[0478] acacctcagc acaccgtgtc ttttacctge gagagccacg gettcagece cagagacatc 540
[0479] accctgaagt ggttcaagaa cggcaacgag ctgtccgact tccagaccaa cgtggaccct 600
[0480] gtgggegaga gegtgtecta cagcatccac agcaccgeca aggtggtget gacccgegaa 660
[0481] gatgtgcaca gccaagtgat ctgcgaggtg geccacgtga cactgecaggg cgatcctetg 720
[0482] agaggaaccg ccaacctgtc cgagacaatc agagtgccce ccaccctgga agtgacccag 780
[0483] cagcetgtge gggecgagaa ccaagtgaac gtgacctgece aagtgeggaa gttctaccee 840
[0484] cagcggetge agetgacctg getggaaaac ggcaatgtgt cccggaccga gacagecage 900
[0485] accgtgaccg agaacaagga tggcacctac aattggatga gctggetget cgtgaacgtg 960
[0486] tcecgeccace gggacgatgt gaagetgaca tgeccaggtgg aacacgacgg ccagectgee 1020
[0487] gtgtccaaga gccacgatct gaaggtgtca geccatccca aagagcaggg ctccaacaca 1080
[0488] gcetgtecca geectetgtt tceceggecct agcaagectt tectgggtget ggtggtggte 1140
[0489] ggaggcgtge tggcctgeta cagectgetg gtcaccgtge cettcatcat cttttgggte 1200
[0490] cgcagcaagc ggagcagagg cggecacage gactacatga acatgaccce tagacggect 1260
[0491] ggcecceccacca gaaagcacta ccagecctac gecccteccee gggactttge cgectacaga 1320
[0492] agcaagcggg gcagaaagaa getgetgtac atcttcaage agectttcat geggeccgtg 1380
[0493] cagaccaccc aggaagagga cggcetgetee tgcagattce ccgaggaaga agaaggegge 1440
[0494]  tgcgagctg 1449

[0495]  <210> 24

[0496]  <211> 305

[0497]  <212> PRT

[0498]  <213> A LJ¥4

[0499]  <220>

[0500]  <223> huCD200Rtm-CD28%5 [

[0501]  <400> 24

[0502] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu

[0503] 1 5 10 15
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[0504] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0505] 20 25 30

[0506] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0507] 35 40 45

[0508] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0509] 50 55 60

[0510] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0511] 65 70 75 80
[0512]  Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0513] 85 90 95
[0514]  Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0515] 100 105 110

[0516] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0517] 115 120 125

[0518] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0519] 130 135 140

[0520] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0521] 145 150 155 160
[0522] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0523] 165 170 175
[0524] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0525] 180 185 190

[0526] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0527] 195 200 205

[0528] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0529] 210 215 220

[0530] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Pro Gly Ala Lys Lys Ser
[0531] 225 230 235 240
[0532] Ala Lys Leu Tyr Ile Pro Tyr Ile Ile Leu Thr Ile Ile Ile Leu Thr
[0533] 245 250 255
[0534] Ile Val Gly Phe Ile Trp Leu Leu Arg Ser Lys Arg Ser Arg Gly Gly
[0535] 260 265 270

[0536] His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg
[0537] 275 280 285

[0538] Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg
[0539] 290 295 300

[0540]  Ser

[0541] 305

[0542]  <210> 25

[0543] <211> 243

[0544]  <212> PRT

[0545]  <213> A TJ¥4l
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[0546]  <220>

[0547]  <223> huCD200R¥ AL INEEF I,

[0548]  <400> 25

[0549] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0550] 1 5 10 15
[0551] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0552] 20 25 30

[0553] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0554] 35 40 45

[0555] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0556] 50 55 60

[0557] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0558] 65 70 75 80
[0559]  Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0560] 85 90 95
[0561] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0562] 100 105 110

[0563] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0564] 115 120 125

[0565] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0566] 130 135 140

[0567] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0568] 145 150 155 160
[0569] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0570] 165 170 175
[0571] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0572] 180 185 190

[0573] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0574] 195 200 205

[0575] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0576] 210 215 220

[0577] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Pro Gly Ala Lys Lys Ser
[0578] 225 230 235 240
[0579] Ala Lys Leu

[0580] <210> 26

[0581] <211> 21

[0582]  <212> PRT

[0583]  <213> A_LJ¥4

[0584]  <220>

[0585]  <223> huCD200R{ES ik Fi s

[0586]  <400> 26

[0587] Tyr Ile Pro Tyr Ile Ile Leu Thr Ile Ile Ile Leu Thr Ile Val Gly
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[0588] 1 5 10 15
[0589] Phe Ile Trp Leu Leu

[0590] 20

[0591]  <210> 27

[0592] <211> 27

[0593]  <212> PRT

[0594]  <213> A LJ¥4

[0595]  <220>

[0596]  <223> CD28EEMEi 4k Ak 7R 1

[0597]  <400> 27

[0598] Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu
[0599] 1 5 10 15
[0600] Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val

[0601] 20 25

[0602]  <210> 28

[0603] <211> 41

[0604]  <212> PRT

[0605]  <213> A_LJ74

[0606]  <220>

[0607]  <223> CD28ZHI PN £k Fgtal 2 1

[0608]  <400> 28

[0609] Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr
[0610] 1 5 10 15
[0611]  Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro
[0612] 20 25 30

[0613] Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[0614] 35 40

[0615]  <210> 29

[0616] <211> 311

[0617]  <212> PRT

[0618]  <213> A L4

[0619]  <220>

[0620]  <223> huCD200R-CD28tm#s [

[0621]  <400> 29

[0622] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0623] 1 5 10 15
[0624] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0625] 20 25 30

[0626] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0627] 35 40 45

[0628] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0629] 50 55 60
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[0630] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0631] 65 70 75 80
[0632] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0633] 85 90 95
[0634] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0635] 100 105 110

[0636] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0637] 115 120 125

[0638] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0639] 130 135 140

[0640] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0641] 145 150 155 160
[0642] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0643] 165 170 175
[0644] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0645] 180 185 190

[0646] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0647] 195 200 205

[0648] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0649] 210 215 220

[0650] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Pro Gly Ala Lys Lys Ser
[0651] 225 230 235 240
[0652] Ala Lys Leu Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys
[0653] 245 250 255
[0654] Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser
[0655] 260 265 270

[0656] Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg
[0657] 275 280 285

[0658] Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg
[0659] 290 295 300

[0660] Asp Phe Ala Ala Tyr Arg Ser

[0661] 305 310

[0662]  <210> 30

[0663] <211> 314

[0664]  <212> PRT

[0665] <213> A TJ¥%

[0666]  <220>

[0667] <223> huCD200R-9aas-CD28Cysts

[0668]  <400> 30

[0669] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0670] 1 5 10 15
[0671] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
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[0672] 20 25 30

[0673] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0674] 35 40 45

[0675] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0676] 50 55 60

[0677] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0678] 65 70 75 80
[0679] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0680] 85 90 95
[0681] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0682] 100 105 110

[0683] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0684] 115 120 125

[0685] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0686] 130 135 140

[0687] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0688] 145 150 155 160
[0689] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0690] 165 170 175
[0691] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0692] 180 185 190

[0693] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0694] 195 200 205

[0695] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0696] 210 215 220

[0697] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Cys Pro Ser Pro Leu Phe
[0698] 225 230 235 240
[0699] Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val
[0700] 245 250 255
[0701] Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp
[0702] 260 265 270

[0703] Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met
[0704] 275 280 285

[0705] Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala
[0706] 290 295 300

[0707]  Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[0708] 305 310

[0709] <210> 31

[0710] <211> 234

[0711]  <212> PRT

[0712]  <213> A TJ#%

[0713]  <220>
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[0714]  <223> huCD200R-9aas#h [

[0715]  <400> 31

[0716] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0717] 1 5 10 15
[0718] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0719] 20 25 30

[0720] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0721] 35 40 45

[0722] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0723] 50 55 60

[0724] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0725] 65 70 75 80
[0726] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0727] 85 90 95
[0728] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0729] 100 105 110

[0730] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0731] 115 120 125

[0732] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0733] 130 135 140

[0734] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0735] 145 150 155 160
[0736] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0737] 165 170 175
[0738] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0739] 180 185 190

[0740] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0741] 195 200 205

[0742] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0743] 210 215 220

[0744] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val

[0745] 225 230

[0746] <210> 32

[0747] <211> 12

[0748] <212> PRT

[0749] <213> AT 4

[0750]  <220>

[0751]  <223> CD28Cys (4HfESNISSY) E 1

[0752]  <400> 32

[0753] Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro

[0754] 1 5 10

[0755]  <210> 33
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[0756] <211> 311

[0757]  <212> PRT

[0758]  <213> A T.J#4l

[0759]  <220>

[0760] <223> huCD200R-12aas-CD28Cys%& [

[0761]  <400> 33

[0762] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0763] 1 5 10 15
[0764] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0765] 20 25 30

[0766] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0767] 35 40 45

[0768] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0769] 50 55 60

[0770] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0771] 65 70 75 80
[0772]  Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0773] 85 90 95
[0774] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0775] 100 105 110

[0776]  Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0777] 115 120 125

[0778] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0779] 130 135 140

[0780] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0781] 145 150 155 160
[0782] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0783] 165 170 175
[0784] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0785] 180 185 190

[0786] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0787] 195 200 205

[0788] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0789] 210 215 220

[0790] Lys Ser Leu Tyr Ile Glu Leu Cys Pro Ser Pro Leu Phe Pro Gly Pro
[0791] 225 230 235 240
[0792] Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys
[0793] 245 250 255
[0794] Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser
[0795] 260 265 270

[0796] Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg
[0797] 275 280 285
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[0798]
[0799]
[0800]
[0801]
[0802]
[0803]
[0804]
[0805]
[0806]
[0807]
[0808]
[0809]
[0810]
[0811]
[0812]
[0813]
[0814]
[0815]
[0816]
[0817]
[0818]
[0819]
[0820]
[0821]
[0822]
[0823]
[0824]
[0825]
[0826]
[0827]
[0828]
[0829]
[0830]
[0831]
[0832]
[0833]
[0834]
[0835]
[0836]
[0837]
[0838]
[0839]

Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg

290

295

Asp Phe Ala Ala Tyr Arg Ser

305

<210> 34
211> 23
<212> PR

213>

<220>

223>

<400> 34
Met Leu Cys

1
Thr

Gln

Trp

Ala

65

Gln

Glu

Gln

Tyr

Tyr

145

Arg

Gln

Trp

His

Lys
225

Ile

Ile

Pro

50

Leu

Pro

Thr

Asn

Tyr

130

His

Asn

Ile

Ser

Asn

210

Ser

<210> 35

1
T

Phe
Thr
35

Val
Arg
Ser
Asn
Ser
115
Arg
Leu
Arg
Ser
Asn
195

Val

Leu

NTLFH1

Pro
Leu
20

Gln
Lys
Asn
Cys
Cys
100
Asp
Cys
Gln
Thr
Trp
180
Gly

Ser

Tyr

Trp

5

Val

Asn

Met

Leu

Thr

85

Thr

Leu

Ile

Val

Ala

165

Ile

Thr

Thr

Ile

310

huCD200R-12aast& A

Arg

Ala

Tyr

Ala

Ile

70

Lys

Asp

Gln

Met

Leu

150

Val

Pro

Val

Val

Glu
230

Thr

Ala

Ser

Thr

55

Ile

Ala

Glu

Ile

Val

135

Val

Cys

Glu

Thr

Thr

215

Leu

Ala

Ser

Lys

40

Asn

Ile

Tyr

Arg

Arg

120

Thr

Thr

Lys

Gly

Val

200
Cys

Asn
Ser
25

Val
Ala
Thr
Arg
Ile
105
Pro
Pro
Pro
Ala
Asp
185

Lys

His

86

Leu
10
Ser

Leu

Val

Lys
90

Thr
Val
Asp
Glu
Val
170
Cys

Ser

Val

Gly

Leu

Ala

Leu

Glu

75

Glu

Trp

Ala

Gly

Val

155

Ala

Ala

Thr

Ser

300

Leu

Cys

Glu

Cys

60

Ile

Thr

Val

Ile

Asn

140

Thr

Gly

Thr

Cys

His
220

Leu

Met

Val

45

Cys

Ile

Asn

Ser

Thr

125

Phe

Leu

Lys

Lys

His

205

Leu

Leu
Asp
30

Asn
Pro
Leu
Glu
Arg
110
His
His
Phe
Pro
Gln
190

Trp

Thr

Ile
15

Glu
Thr
Pro
Arg
Thr
95

Pro
Asp
Arg
Gln
Ala
175
Glu

Glu

Gly

Leu

Lys

Ser

Ile

Gly

80

Lys

Asp

Gly

Gly

Asn

160

Ala

Tyr

Val

Asn
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[0840] <211> 315

[0841]  <212> PRT

[0842] <213> AT 4

[0843]  <220>

[0844]  <223> huCD200R-9aas-CD28Cys tm-41BBicZs [

[0845]  <400> 35

[0846] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu

(08471 1 5 10 15
[0848] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0849] 20 25 30

[0850] GIn Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0851] 35 40 45

[0852] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0853] 50 55 60

[0854] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0855] 65 70 75 80
[0856] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0857] 85 90 95
[0858] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[0859] 100 105 110

[0860] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0861] 115 120 125

[0862] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0863] 130 135 140

[0864] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0865] 145 150 155 160
[0866] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0867] 165 170 175
[0868] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0869] 180 185 190

[0870] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0871] 195 200 205

[0872] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0873] 210 215 220

[0874] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Cys Pro Ser Pro Leu Phe
[0875] 225 230 235 240
[0876] Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val
[0877] 245 250 255
[0878] Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp
[0879] 260 265 270

[0880] Val Lys Arg Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe
[0881] 275 280 285
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[0882]
[0883]
[0884]
[0885]
[0886]
[0887]
[0888]
[0889]
[0890]
[0891]
[0892]
[0893]
[0894]
[0895]
[0896]
[0897]
[0898]
[0899]
[0900]
[0901]
[0902]
[0903]
[0904]
[0905]
[0906]
[0907]
[0908]
[0909]
[0910]
[0911]
[0912]
[0913]
[0914]
[0915]
[0916]
[0917]
[0918]
[0919]
[0920]
[0921]
[0922]
[0923]

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

Leu

Lys

Ser

Ile

Gly

80

Lys

Asp

Gly

Gly

290 295 300
Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu
305 310 315
<210> 36
211> 42
<212> PRT
213> AT 751
220>
<223> 4-1BBAHINAH /T
<400> 36
Lys Arg Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe Met
1 5 10 15
Arg Pro Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg Phe
20 25 30
Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu
35 40
<210> 37
211> 312
<212> PRT
213> NTJ751
220>
<223> huCD200R-12aas-CD28Cys tm-41BBict[]
<400> 37
Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile
1 5 10 15
Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu
20 25 30
Gln Ile Thr GIn Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr
35 40 45
Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro
50 55 60
Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg
65 70 75
Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr
85 90 95
Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro
100 105 110
GlIn Asn Ser Asp Leu GIn Ile Arg Pro Val Ala Ile Thr His Asp
115 120 125
Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg
130 135 140
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[0924] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0925] 145 150 155 160
[0926] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0927] 165 170 175
[0928] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0929] 180 185 190

[0930] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0931] 195 200 205

[0932] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0933] 210 215 220

[0934] Lys Ser Leu Tyr Ile Glu Leu Cys Pro Ser Pro Leu Phe Pro Gly Pro
[0935] 225 230 235 240
[0936] Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys
[0937] 245 250 255
[0938] Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Lys Arg
[0939] 260 265 270

[0940] Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe Met Arg Pro
[0941] 275 280 285

[0942] Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg Phe Pro Glu
[0943] 290 295 300

[0944] Glu Glu Glu Gly Gly Cys Glu Leu

[0945] 305 310

[0946] <210> 38

[0947] <211> 353

[0948]  <212> PRT

[0949]  <213> A LJ¥4

[0950]  <220>

[0951]  <223> huCD200R-12aas-CD28Cys tm ic-41BBic#iH

[0952]  <400> 38

[0953] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[0954] 1 5 10 15
[0955] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[0956] 20 25 30

[0957] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[0958] 35 40 45

[0959] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[0960] 50 55 60

[0961] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[0962] 65 70 75 80
[0963] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[0964] 85 90 95
[0965] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
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[0966] 100 105 110

[0967]  Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[0968] 115 120 125

[0969] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[0970] 130 135 140

[0971] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[0972] 145 150 155 160
[0973] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[0974] 165 170 175
[0975] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[0976] 180 185 190

[0977] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[0978] 195 200 205

[0979] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[0980] 210 215 220

[0981] Lys Ser Leu Tyr Ile Glu Leu Cys Pro Ser Pro Leu Phe Pro Gly Pro
[0982] 225 230 235 240
[0983] Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys
[0984] 245 250 255
[0985] Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser
[0986] 260 265 270

[0987] Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg
[0988] 275 280 285

[0989] Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg
[0990] 290 295 300

[0991] Asp Phe Ala Ala Tyr Arg Ser Lys Arg Gly Arg Lys Lys Leu Leu Tyr
[0992] 305 310 315 320
[0993] 1Ile Phe Lys Gln Pro Phe Met Arg Pro Val Gln Thr Thr Gln Glu Glu
[0994] 325 330 335
[0995] Asp Gly Cys Ser Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly Cys Glu
[0996] 340 345 350

[0997] Leu

[0998] <210> 39

[0999] <211> 435

[1000] <212> PRT

[1001]  <213> ALJ7%)

[1002] <220>

[1003]  <223> huSIRPo tm-CD28%#5

[1004]  <400> 39

[1005] Met Glu Pro Ala Gly Pro Ala Pro Gly Arg Leu Gly Pro Leu Leu Cys
[1006] 1 5 10 15
[1007] Leu Leu Leu Ala Ala Ser Cys Ala Trp Ser Gly Val Ala Gly Glu Glu
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[1008] 20 25 30

[1009] Glu Leu Gln Val Ile Gln Pro Asp Lys Ser Val Leu Val Ala Ala Gly
[1010] 35 40 45

[1011]  Glu Thr Ala Thr Leu Arg Cys Thr Ala Thr Ser Leu Ile Pro Val Gly
[1012] 50 55 60

[1013] Pro Ile Gln Trp Phe Arg Gly Ala Gly Pro Gly Arg Glu Leu Ile Tyr
[1014] 65 70 75 80
[1015] Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1016] 85 90 95
[1017]  Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1018] 100 105 110

[1019]  Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1020] 115 120 125

[1021]  Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1022] 130 135 140

[1023] Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1024] 145 150 155 160
[1025] Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
[1026] 165 170 175
[1027]  Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1028] 180 185 190

[1029] Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1030] 195 200 205

[1031] TIle His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1032] 210 215 220

[1033] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1034] 225 230 235 240
[1035] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1036] 245 250 255
[1037] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1038] 260 265 270

[1039] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1040] 275 280 285

[1041]  Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1042] 290 295 300

[1043] Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1044] 305 310 315 320
[1045] Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1046] 325 330 335
[1047] Gly Gln Pro Ala Val Ser Lys Ser His Asp Leu Lys Val Ser Ala His
[1048] 340 345 350

[1049]  Pro Lys Glu Gln Gly Ser Asn Thr Ala Ala Glu Asn Thr Gly Ser Asn
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[1050] 355 360 365

[1051] Glu Arg Asn Ile Tyr Ile Val Val Gly Val Val Cys Thr Leu Leu Val
[1052] 370 375 380

[1053] Ala Leu Leu Met Ala Ala Leu Tyr Leu Val Arg Ser Lys Arg Ser Arg
[1054] 385 390 395 400
[1055] Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro
[1056] 405 410 415
[1057] Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala
[1058] 420 425 430

[1059] Tyr Arg Ser

[1060] 435

[1061]  <210> 40

[1062] <211> 373

[1063]  <212> PRT

[1064]  <213> AT ¥4l

[1065]  <220>

[1066]  <223> huSTRPaZX {0 H i

[1067]  <400> 40

[1068] Met Glu Pro Ala Gly Pro Ala Pro Gly Arg Leu Gly Pro Leu Leu Cys
[1069] 1 5 10 15
[1070] Leu Leu Leu Ala Ala Ser Cys Ala Trp Ser Gly Val Ala Gly Glu Glu
[1071] 20 25 30

[1072] Glu Leu Gln Val Ile Gln Pro Asp Lys Ser Val Leu Val Ala Ala Gly
[1073] 35 40 45

[1074]  Glu Thr Ala Thr Leu Arg Cys Thr Ala Thr Ser Leu Ile Pro Val Gly
[1075] 50 55 60

[1076] Pro Ile Gln Trp Phe Arg Gly Ala Gly Pro Gly Arg Glu Leu Ile Tyr
[1077] 65 70 75 80
[1078] Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1079] 85 90 95
[1080] Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1081] 100 105 110

[1082] Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1083] 115 120 125

[1084] Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1085] 130 135 140

[1086] Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1087] 145 150 155 160
[1088] Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
[1089] 165 170 175
[1090] Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1091] 180 185 190
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[1092] Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1093] 195 200 205

[1094] Ile His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1095] 210 215 220

[1096] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1097] 225 230 235 240
[1098] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1099] 245 250 255
[1100] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1101] 260 265 270

[1102] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1103] 275 280 285

[1104] Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1105] 290 295 300

[1106] Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1107] 305 310 315 320
[1108] Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1109] 325 330 335
[1110] Gly Gln Pro Ala Val Ser Lys Ser His Asp Leu Lys Val Ser Ala His
[1111] 340 345 350

[1112] Pro Lys Glu Gln Gly Ser Asn Thr Ala Ala Glu Asn Thr Gly Ser Asn
[1113] 355 360 365

[1114]  Glu Arg Asn Ile Tyr

[1115] 370

[1116]  <210> 41

[1117]  <211> 21

[1118]  <212> PRT

[1119]1  <213> A L4

[1120] <220>

[1121]  <223> huSTRPofS A5 M2 1]

[1122]  <400> 41

[1123] 1Ile Val Val Gly Val Val Cys Thr Leu Leu Val Ala Leu Leu Met Ala
[1124] 1 5 10 15
[1125] Ala Leu Tyr Leu Val

[1126] 20

[1127]  <210> 42

[1128] <211> 441

[1129]  <212> PRT

[1130]  <213> A L4

[1131]  <220>

[1132]  <223> huSIRPa-CD28tmzs [

[1133]  <400> 42
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[1134] Met Glu Pro Ala Gly Pro Ala Pro Gly Arg Leu Gly Pro Leu Leu Cys
[1135] 1 5 10 15
[1136] Leu Leu Leu Ala Ala Ser Cys Ala Trp Ser Gly Val Ala Gly Glu Glu
[1137] 20 25 30

[1138] Glu Leu Gln Val Ile Gln Pro Asp Lys Ser Val Leu Val Ala Ala Gly
[1139] 35 40 45

[1140] Glu Thr Ala Thr Leu Arg Cys Thr Ala Thr Ser Leu Ile Pro Val Gly
[1141] 50 55 60

[1142]  Pro Ile Gln Trp Phe Arg Gly Ala Gly Pro Gly Arg Glu Leu Ile Tyr
[1143] 65 70 75 80
[1144] Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1145] 85 90 95
[1146] Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1147] 100 105 110

[1148] Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1149] 115 120 125

[1150] Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1151] 130 135 140

[1152] Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1153] 145 150 155 160
[1154] Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
[1155] 165 170 175
[1156] Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1157] 180 185 190

[1158] Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1159] 195 200 205

[1160] Ile His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1161] 210 215 220

[1162] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1163] 225 230 235 240
[1164] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1165] 245 250 255
[1166] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1167] 260 265 270

[1168] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1169] 275 280 285

[1170]  Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1171] 290 295 300

[1172]  Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1173] 305 310 315 320
[1174] Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1175] 325 330 335
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[1176] Gly Gln Pro Ala Val Ser Lys Ser His Asp Leu Lys Val Ser Ala His
[1177] 340 345 350

[1178]  Pro Lys Glu Gln Gly Ser Asn Thr Ala Ala Glu Asn Thr Gly Ser Asn
[1179] 355 360 365

[1180] Glu Arg Asn Ile Tyr Phe Trp Val Leu Val Val Val Gly Gly Val Leu
[1181] 370 375 380

[1182] Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val
[1183] 385 390 395 400
[1184] Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr
[1185] 405 410 415
[1186] Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro
[1187] 420 425 430

[1188] Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[1189] 435 440

[1190] <210> 43

[1191]  <211> 441

[1192]  <212> PRT

[1193]  <213> A TJ¥4

[1194]  <220>

[1195]  <223> huSIRPa-12aas-CD28Cyszs ]

[1196]  <400> 43

[1197] Met Glu Pro Ala Gly Pro Ala Pro Gly Arg Leu Gly Pro Leu Leu Cys
[1198] 1 5 10 15
[1199] Leu Leu Leu Ala Ala Ser Cys Ala Trp Ser Gly Val Ala Gly Glu Glu
[1200] 20 25 30

[1201] Glu Leu Gln Val Ile Gln Pro Asp Lys Ser Val Leu Val Ala Ala Gly
[1202] 35 40 45

[1203] Glu Thr Ala Thr Leu Arg Cys Thr Ala Thr Ser Leu Ile Pro Val Gly
[1204] 50 55 60

[1205] Pro Ile Gln Trp Phe Arg Gly Ala Gly Pro Gly Arg Glu Leu Ile Tyr
[1206] 65 70 75 80
[1207]  Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1208] 85 90 95
[1209] Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1210] 100 105 110

[1211]  Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1212] 115 120 125

[1213]  Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1214] 130 135 140

[1215]  Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1216] 145 150 155 160
[1217]  Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
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[1218] 165 170 175
[1219] Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1220] 180 185 190

[1221]  Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1222] 195 200 205

[1223] Ile His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1224] 210 215 220

[1225] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1226] 225 230 235 240
[1227] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1228] 245 250 255
[1229] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1230] 260 265 270

[1231] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1232] 275 280 285

[1233]  Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1234] 290 295 300

[1235] Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1236] 305 310 315 320
[1237]  Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1238] 325 330 335
[1239] Gly Gln Pro Ala Val Ser Lys Ser His Asp Leu Lys Val Ser Ala His
[1240] 340 345 350

[1241]  Pro Lys Glu Gln Gly Ser Asn Thr Ala Cys Pro Ser Pro Leu Phe Pro
[1242] 355 360 365

[1243] Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu
[1244] 370 375 380

[1245] Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val
[1246] 385 390 395 400
[1247] Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr
[1248] 405 410 415
[1249]  Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro
[1250] 420 425 430

[1251]  Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[1252] 435 440

[1253]  <210> 44

[1254] <211> 361

[1255]  <212> PRT

[1256]  <213> AT ¥4l

[1257]  <220>

[1258] <223> huSIRPa-12aast&[

[1259]  <400> 44

96



CN 110621335 B F 5 = 31/149 T
[1260] Met Glu Pro Ala Gly Pro Ala Pro Gly Arg Leu Gly Pro Leu Leu Cys
[1261] 1 5 10 15
[1262] Leu Leu Leu Ala Ala Ser Cys Ala Trp Ser Gly Val Ala Gly Glu Glu
[1263] 20 25 30

[1264] Glu Leu Gln Val Ile Gln Pro Asp Lys Ser Val Leu Val Ala Ala Gly
[1265] 35 40 45

[1266] Glu Thr Ala Thr Leu Arg Cys Thr Ala Thr Ser Leu Ile Pro Val Gly
[1267] 50 55 60

[1268] Pro Ile Gln Trp Phe Arg Gly Ala Gly Pro Gly Arg Glu Leu Ile Tyr
[1269] 65 70 75 80
[1270] Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1271] 85 90 95
[1272] Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1273] 100 105 110

[1274]  Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1275] 115 120 125

[1276] Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1277] 130 135 140

[1278] Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1279] 145 150 155 160
[1280] Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
[1281] 165 170 175
[1282] Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1283] 180 185 190

[1284] Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1285] 195 200 205

[1286] Ile His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1287] 210 215 220

[1288] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1289] 225 230 235 240
[1290] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1291] 245 250 255
[1292] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1293] 260 265 270

[1294] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1295] 275 280 285

[1296]  Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1297] 290 295 300

[1298] Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1299] 305 310 315 320
[1300] Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1301] 325 330 335
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[1302]
[1303]
[1304]
[1305]
[1306]
[1307]
[1308]
[1309]
[1310]
[1311]
[1312]
[1313]
[1314]
[1315]
[1316]
[1317]
[1318]
[1319]
[1320]
[1321]
[1322]
[1323]
[1324]
[1325]
[1326]
[1327]
[1328]
[1329]
[1330]
[1331]
[1332]
[1333]
[1334]
[1335]
[1336]
[1337]
[1338]
[1339]
[1340]
[1341]
[1342]
[1343]

Gly Gln Pro Ala Val Ser Lys

340

Pro Lys Glu Gln Gly Ser Asn

<210> 45
211> 44

212>
213>

<220>

223>

<400> 45
Met Glu Pro

1

Leu

Glu

Glu

Pro

65

Asn

Thr

Pro

Pro

Arg

145

Thr

Pro

Asp

Ile

Gln

225
Arg

Leu
Leu
Thr
50

Ile
Gln
Lys
Ala
Asp
130
Ala
Pro
Arg
Phe
His
210

Val

Gly

355

2

PRT
N7

Leu
Gln
35

Ala
Gln
Lys
Arg
Asp
115
Asp
Lys
Gln
Asp
Gln
195
Ser

Ile

Thr

Ala
Ala
20

Val
Thr
Trp
Glu
Asn
100
Ala
Val
Pro
His
Ile
180
Thr
Thr

Cys

Ala

Gly
5
Ala
Ile
Leu
Phe
Gly
85
Asn
Gly
Glu
Ser
Thr
165
Thr
Asn
Ala

Glu

Asn

Pro

Ser

Gln

Arg

Arg

70

His

Met

Thr

Phe

Ala

150

Val

Leu

Val

Lys

Val

230

Leu

huSIRPa-12aas-CD28Cys

Ala
Cys
Pro
Cys
55

Gly
Phe
Asp
Tyr
Lys
135
Pro
Ser
Lys
Asp
Val
215

Ala

Ser

Ser His Asp Leu Lys Val Ser Ala His

Thr
360

345
Ala

tm-41BBict

Pro
Ala
Asp
40

Thr
Ala
Pro
Phe
Tyr
120
Ser
Val
Phe
Trp
Pro
200
Val
His

Glu

Gly Arg Leu

Trp
25

Lys
Ala
Gly
Arg
Ser
105
Cys
Gly
Val
Thr
Phe
185
Val
Leu

Val

Thr

98

10

Ser

Ser

Thr

Pro

Val

90

Ile

Val

Ala

Ser

Cys

170

Lys

Gly

Thr

Thr

Ile

Gly
Val
Ser
Gly
75

Thr
Arg
Lys
Gly
Gly
155
Glu
Asn
Glu
Arg
Leu

235
Arg

Gly
Val
Leu
Leu
60

Arg
Thr
Ile
Phe
Thr
140
Pro
Ser
Gly
Ser
Glu
220

Gln

Val

Pro
Ala
Val
45

Ile
Glu
Val
Gly
Arg
125
Glu
Ala
His
Asn
Val
205
Asp

Gly

Pro

350

Leu
Gly
30

Ala
Pro
Leu
Ser
Asn
110
Lys
Leu
Ala
Gly
Glu
190
Ser
Val

Asp

Pro

Leu
15

Glu
Ala
Val
Ile
Asp
95

Ile
Gly
Ser
Arg
Phe
175
Leu
Tyr
His
Pro

Thr

Cys

Glu

Gly

Gly

80

Leu

Thr

Ser

Val

Ala

160

Ser

Ser

Ser

Ser

Leu

240

Leu
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[1344]
[1345]
[1346]
[1347]
[1348]
[1349]
[1350]
[1351]
[1352]
[1353]
[1354]
[1355]
[1356]
[1357]
[1358]
[1359]
[1360]
[1361]
[1362]
[1363]
[1364]
[1365]
[1366]
[1367]
[1368]
[1369]
[1370]
[1371]
[1372]
[1373]
[1374]
[1375]
[1376]
[1377]
[1378]
[1379]
[1380]
[1381]
[1382]
[1383]
[1384]
[1385]

Glu Val

Cys Gln

Glu Asn
290

Asn Lys

305

Ser Ala

Gly Gln
Pro Lys
Gly Pro

370
Ala Cys

385
Lys Arg

Arg Pro

Pro Glu

<210> 46

Thr

Val

275

Gly

Asp

His

Pro

Glu

355

Ser

Tyr

Gly

Val

Glu
435

<211> 483
<212> PRT

213> N T4

220>

Gln
260
Arg

Asn

Gly

Arg

Ala

340

Gln

Lys

Ser

Arg

Gln

420
Glu

245
Gln Pro

Lys Phe

Val Ser

Thr Tyr
310

Asp Asp

325

Val Ser

Gly Ser
Pro Phe
Leu Leu

390
Lys Lys
405

Thr Thr

Glu Gly

Val

Tyr

Arg

295

Asn

Val

Lys

Asn

Trp

375

Val

Leu

Gln

Gly

<223> huSIRPa-12aas-CD28Cys

<400> 46

Met Glu Pro Ala Gly Pro Ala

1

5

Leu Leu Leu Ala Ala Ser Cys

20

Glu Leu Gln Val Ile Gln Pro

35

Glu Thr Ala Thr Leu Arg Cys

50

55

Pro Ile Gln Trp Phe Arg Gly

65

70

250
Arg Ala Glu Asn Gln
265
Pro Gln Arg Leu Gln
280
Thr Glu Thr Ala Ser
300
Trp Met Ser Trp Leu
315
Lys Leu Thr Cys Gln
330
Ser His Asp Leu Lys
345
Thr Ala Cys Pro Ser
360
Val Leu Val Val Val
380
Thr Val Ala Phe Ile
395
Leu Tyr Ile Phe Lys
410
Glu Glu Asp Gly Cys
425
Cys Glu Leu
440

tm ic-41BBict [

Pro Gly Arg Leu Gly
10
Ala Trp Ser Gly Val
25

Asp Lys Ser Val Leu

40

Thr Ala Thr Ser Leu
60

Ala Gly Pro Gly Arg

75

99

Val
Leu
285
Thr
Leu
Val
Val
Pro
365
Gly
Ile

Gln

Ser

Pro
Ala
Val
45

Ile

Glu

Asn
270
Thr
Val
Val
Glu
Ser
350
Leu
Gly
Phe

Pro

Cys
430

Leu
Gly
30

Ala

Pro

Leu

255
Val

Trp

Thr

Asn

His

335

Ala

Phe

Val

Trp

Phe

415
Arg

Leu
15

Glu
Ala

Val

Ile

Thr
Leu
Glu
Val
320
Asp
His
Pro
Leu
Val
400

Met

Phe

Cys

Glu

Gly

Gly

Tyr
80
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[1386] Asn Gln Lys Glu Gly His Phe Pro Arg Val Thr Thr Val Ser Asp Leu
[1387] 85 90 95
[1388] Thr Lys Arg Asn Asn Met Asp Phe Ser Ile Arg Ile Gly Asn Ile Thr
[1389] 100 105 110

[1390] Pro Ala Asp Ala Gly Thr Tyr Tyr Cys Val Lys Phe Arg Lys Gly Ser
[1391] 115 120 125

[1392] Pro Asp Asp Val Glu Phe Lys Ser Gly Ala Gly Thr Glu Leu Ser Val
[1393] 130 135 140

[1394] Arg Ala Lys Pro Ser Ala Pro Val Val Ser Gly Pro Ala Ala Arg Ala
[1395] 145 150 155 160
[1396] Thr Pro Gln His Thr Val Ser Phe Thr Cys Glu Ser His Gly Phe Ser
[1397] 165 170 175
[1398] Pro Arg Asp Ile Thr Leu Lys Trp Phe Lys Asn Gly Asn Glu Leu Ser
[1399] 180 185 190

[1400] Asp Phe Gln Thr Asn Val Asp Pro Val Gly Glu Ser Val Ser Tyr Ser
[1401] 195 200 205

[1402] Ile His Ser Thr Ala Lys Val Val Leu Thr Arg Glu Asp Val His Ser
[1403] 210 215 220

[1404] Gln Val Ile Cys Glu Val Ala His Val Thr Leu Gln Gly Asp Pro Leu
[1405] 225 230 235 240
[1406] Arg Gly Thr Ala Asn Leu Ser Glu Thr Ile Arg Val Pro Pro Thr Leu
[1407] 245 250 255
[1408] Glu Val Thr Gln Gln Pro Val Arg Ala Glu Asn Gln Val Asn Val Thr
[1409] 260 265 270

[1410] Cys Gln Val Arg Lys Phe Tyr Pro Gln Arg Leu Gln Leu Thr Trp Leu
[1411] 275 280 285

[1412]  Glu Asn Gly Asn Val Ser Arg Thr Glu Thr Ala Ser Thr Val Thr Glu
[1413] 290 295 300

[1414]  Asn Lys Asp Gly Thr Tyr Asn Trp Met Ser Trp Leu Leu Val Asn Val
[1415] 305 310 315 320
[1416] Ser Ala His Arg Asp Asp Val Lys Leu Thr Cys Gln Val Glu His Asp
[1417] 325 330 335
[1418] Gly Gln Pro Ala Val Ser Lys Ser His Asp Leu Lys Val Ser Ala His
[1419] 340 345 350

[1420] Pro Lys Glu Gln Gly Ser Asn Thr Ala Cys Pro Ser Pro Leu Phe Pro
[1421] 355 360 365

[1422] Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu
[1423] 370 375 380

[1424] Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val
[1425] 385 390 395 400
[1426] Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr
[1427] 405 410 415
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[1428] Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro
[1429] 420 425 430

[1430] Pro Arg Asp Phe Ala Ala Tyr Arg Ser Lys Arg Gly Arg Lys Lys Leu
[1431] 435 440 445

[1432] Leu Tyr Ile Phe Lys Gln Pro Phe Met Arg Pro Val Gln Thr Thr Gln
[1433] 450 455 460

[1434]  Glu Glu Asp Gly Cys Ser Cys Arg Phe Pro Glu Glu Glu Glu Gly Gly
[1435] 465 470 475 480
[1436] Cys Glu Leu

[1437]  <210> 47

[1438] <211> 900

[1439]  <212> DNA

[1440]  <213> A L4

[1441]  <220>

[1442]  <223> muCD200Rtm-CD28

[1443]  <400> 47

[1444] atgttctget tctggeggac aagegecctg gecgtgetge tgatctgggg agtgtttgtg 60
[1445] gccggecagea getgeaccga caagaaccag accacccaga acaacageag cagececetg 120
[1446] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[1447] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagetgag aggectgece 240
[1448] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagetg cctgggeaga 300
[1449] aacatcacct gggccagecac cccagaccac agccctgage tgcecagatcag cgecgtgaca 360
[1450] ctgcagcacg agggcaccta cacatgcgag acagtgaccce ccgagggcaa cttcgagaag 420
[1451] aactacgatc tgcaggtget ggtgeccccce gaagtgacct acttccccga gaagaataga 480
[1452] agcgccegtgt gegaggecat ggetggeaaa cetgeegece agatctettg gagecctgac 540
[1453] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[1454] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgteccca cctgaccgge 660
[1455] aaccagagcc tgagcatcga gctgagcaga ggecggaaacc agtccctgag gecctacatce 720
[1456] ccttacatca tccccagecat catcatcctg atcatcatcg getgecatctg cctgetgaac 780
[1457] agcagaagaa acagaggcgg ccagagcgac tacatgaaca tgacccccag aaggectgge 840
[1458] ctgaccagaa agccctacca gccttacgee cctgecagag acttcgecge ctacagacct 900
[1459] <210> 48

[1460] <211> 918

[1461]  <212> DNA

[1462]  <213> A T4

[1463]  <220>

[1464]  <223> muCD200R-CD28tm

[1465]  <400> 48

[1466] atgttctget tctggeggac aagegecctg geegtgetge tgatctgggg agtgtttgtg 60
[1467] gccggecagea getgeaccga caagaaccag accacccaga acaacageag cagececetg 120
[1468] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[1469] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagectgag aggcctgece 240
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[1470] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagcetg cctgggeaga 300
[1471] aacatcacct gggccagecac cccagaccac agccctgage tgecagatcag cgecgtgaca 360
[1472] ctgcagcacg agggcaccta cacatgcgag acagtgacce ccgagggecaa cttcgagaag 420
[1473] aactacgatc tgcaggtget ggtgccccce gaagtgacct acttccccga gaagaataga 480
[1474] agcgccgtgt gegaggecat ggetggeaaa cetgeegece agatctettg gagecctgac 540
[1475] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[1476] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tegtgtceca cetgaccgge 660
[1477] aaccagagcc tgagcatcga gctgagcaga ggecggaaacc agtccctgag geccttetgg 720
[1478] gccctggtgg tggtggecgg cgtgetgttt tgttacggee tgetegtgac cgtggecetg 780
[1479] tgcgtgatct ggaccaacag cagaagaaac agaggcggec agagcegacta catgaacatg 840
[1480] acccccagaa ggectggecet gaccagaaag ccctaccage cttacgecce tgecagagac 900
[1481] ttcgeecgeet acagacct 918

[1482] <210> 49

[1483]  <211> 945

[1484]  <212> DNA

[1485]  <213> AT )74l

[1486]  <220>

[1487] <223> muCD200R-CD28Cys

[1488] <400> 49

[1489] atgttctget tctggeggac aagegecctg geegtgetge tgatctgggg agtgtttgtg 60
[1490] gccggeagea getgeaccga caagaaccag accacccaga acaacageag cagecceetg 120
[1491] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggeccctget gtgetgttte 180
[1492] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagctgag aggectgece 240
[1493] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagetg cctgggeaga 300
[1494] aacatcacct gggccagecac cccagaccac ageccctgage tgecagatcag cgecgtgaca 360
[1495] ctgcagcacg agggcaccta cacatgcgag acagtgaccc ccgagggcaa cttcgagaag 420
[1496] aactacgatc tgcaggtget ggtgeccccece gaagtgacct acttccccga gaagaataga 480
[1497] agcgeegtgt gegaggecat ggetggeaaa cctgecgece agatctettg gagecctgac 540
[1498] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggageace 600
[1499] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgtceccca cctgaccgge 660
[1500] aaccagagcc tgagcatcga gectgagecaga ggeggaaacc agtccctgag gecctgecac 720
[1501] acccagagca gccccaaget gttetgggee ctggtggtgg tggecggegt getgttttgt 780
[1502] tacggcectge tcgtgaccgt ggecctgtge gtgatctgga ccaacagecag aagaaacaga 840
[1503] ggcggecaga gegactacat gaacatgacc cccagaagge ctggectgac cagaaagece 900
[1504] taccagcctt acgcccectge cagagacttc geccgectaca gacct 945

[1505]  <210> 50

[1506]  <211> 936

[1507]  <212> DNA

[1508]  <213> A T4

[1509] 220>

[1510] <223> muCD200R-3aas-CD28Cys

[1511] <400> 50
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[1512] atgttctget tctggeggac aagegecctg gecgtgetge tgatctgggg agtgtttgtg 60
[1513]  gccggeagea getgeaccga caagaaccag accacccaga acaacageag cageeccetg 120
[1514] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[1515] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagectgag aggectgece 240
[1516] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagcetg cctgggecaga 300
[1517] aacatcacct gggccagcac cccagaccac agccctgage tgcagatcag cgecgtgaca 360
[1518] ctgcagcacg agggcaccta cacatgcgag acagtgacce ccgagggcaa cttcgagaag 420
[1519] aactacgatc tgcaggtget ggtgeccceccece gaagtgacct acttccccga gaagaataga 480
[1520] agcgeegtgt gegaggecat ggetggecaaa cctgecgeee agatctettg gagecctgac 540
[1521] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[1522] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgteccca cctgaccgge 660
[1523] aaccagagcc tgagcatcga gctgagcaga ggcggaaacc agtcctgeca cacccagage 720
[1524] agccccaage tgttctggge cetggtggtg gtggeecggeg tgetgttttg ttacggectg 780
[1525] ctcgtgaccg tggecctgtg cgtgatctgg accaacageca gaagaaacag aggeggecag 840
[1526] agcgactaca tgaacatgac ccccagaagg cctggectga ccagaaagec ctaccagect 900
[1527] tacgcccetg ccagagactt cgeccgectac agacct 936

[1528] <210> 51

[1529] <211> 918

[1530] <212> DNA

[1531]  <213> A LJ¥4

[1532] 220>

[1533] <223> muCD200R-9aas-CD28Cys

[1534] <400> 51

[1535] atgttctget tctggeggac aagegecctg gecgtgetge tgatctgggeg agtgtttgtg 60
[1536] gccggeagea getgeaccga caagaaccag accacccaga acaacageag cagecceetg 120
[1537] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[1538] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagctgag aggectgece 240
[1539] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagcetg cctgggeaga 300
[1540] aacatcacct gggccagecac cccagaccac ageccctgage tgecagatcag cgecgtgaca 360
[1541] ctgcagcacg agggcaccta cacatgcgag acagtgaccc ccgagggcecaa cttcgagaag 420
[1542] aactacgatc tgcaggtgct ggtgccccee gaagtgacct acttcccega gaagaataga 480
[1543] agcgeccgtgt gegaggecat ggetggeaaa cetgeegece agatctettg gagecctgac 540
[1544] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[1545] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgtecca cctgaccgge 660
[1546] aaccagagcc tgagcatcga gctgagectge cacacccaga gecagecccaa getgttetgg 720
[1547] gceetggtgg tggtgegecgg cgtgetgttt tgttacggee tgetcgtgac cgtggeecctg 780
[1548] tgcgtgatct ggaccaacag cagaagaaac agaggceggec agagcegacta catgaacatg 840
[1549] acccccagaa ggectggeet gaccagaaag ccctaccage cttacgecce tgecagagac 900
[1550] ttcgeecgeet acagacct 918

[1551] <210> 52

[1552] <211> 939

[1553]  <212> DNA
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[1554]  <213> AT J#%

[1655]  <220>

[1556] <223> muCD200R-9aas-CD28Cys tm-41BBic

[1557]  <400> 52

[1558] atgttctget tctggeggac aagegecctg gecgtgetge tgatctgggg agtgtttgtg 60
[1559] gccggeagea getgeaccga caagaaccag accacccaga acaacageag cagecccctg 120
[1560] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggeccctget gtgetgttte 180
[1561] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagctgag aggectgece 240
[1562] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagetg cctgggeaga 300
[1563] aacatcacct gggccagcac cccagaccac agccctgage tgcagatcag cgecgtgaca 360
[1564] ctgcagcacg agggcaccta cacatgcgag acagtgaccc ccgagggcaa cttcgagaag 420
[1565] aactacgatc tgcaggtget ggtgeccccee gaagtgacct acttccccga gaagaataga 480
[1566] agcgeegtgt gegaggecat ggetggeaaa cctgecgece agatctettg gagecctgac 540
[1567] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggageace 600
[1568] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgteccca cctgaccgge 660
[1569] aaccagagcc tgagcatcga gctgagetge cacacccaga gcagecccaa getgttetgg 720
[1570] gccctggtgg tggtggcegg cgtgetgttt tgttacggee tgctegtgac cgtggecetg 780
[1571] tgcgtgatet ggaccagegt getgaagtgg atcagaaaga agttccccca catcttcaag 840
[1572] cagcccttca agaaaaccac cggegetgece caggaagagg acgectgeag ctgtagatge 900
[1573] cctcaggaag aagaaggcgg cggaggegge tacgagetg 939

[1574]  <210> 53

[1575] <211> 1062

[1576]  <212> DNA

[15771  <213> A LJF4)

[1578]  <220>

[1579]  <223> muCD200R-9aas-CD28Cys tm ic-41BBic

[1580]  <400> 53

[1581] atgttctget tctggeggac aagegecctg geegtgetge tgatctgggg agtgtttgtg 60
[1582] gccggecagea getgeaccga caagaaccag accacccaga acaacageag cagececetg 120
[1583] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[1584] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagetgag aggectgece 240
[1585] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagetg cctgggeaga 300
[1586] aacatcacct gggccagecac cccagaccac agccctgage tgcecagatcag cgecgtgaca 360
[1587] ctgcagcacg agggcaccta cacatgcgag acagtgaccce ccgagggcaa cttcgagaag 420
[1588] aactacgatc tgcaggtget ggtgeccccce gaagtgacct acttccccga gaagaataga 480
[1589] agcgcegtgt gegaggecat ggetggeaaa cetgeegece agatctettg gagecctgac 540
[1590] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[1591] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgteccca cctgaccgge 660
[1592] aaccagagcc tgagcatcga gctgagetge cacacccaga gecagecccaa getgttetgg 720
[1593] geeetggtgg tggtggccgg cgtgetgttt tgttacggee tgetcgtgac cgtggecetg 780
[1594] tgcgtgatct ggaccaacag cagaagaaac agaggceggcec agagegacta catgaacatg 840
[1595] acccccagaa ggectggeet gaccagaaag ccctaccage cttacgecce tgecagagac 900
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[1596]
[1597]
[1598]
[1599]
[1600]
[1601]
[1602]
[1603]
[1604]
[1605]
[1606]
[1607]
[1608]
[1609]
[1610]
[1611]
[1612]
[1613]
[1614]
[1615]
[1616]
[1617]
[1618]
[1619]
[1620]
[1621]
[1622]
[1623]
[1624]
[1625]
[1626]
[1627]
[1628]
[1629]
[1630]
[1631]
[1632]
[1633]
[1634]
[1635]
[1636]
[1637]

ttcgeegeect acagacctag cgtgetgaag tggatcagaa agaagttccce ccacatctte 960

aagcagccct

tcaagaaaac

caccggeget geccaggaag aggacgectg cagetgtaga 1020

tgcecctcagg aagaagaagg cggeggagge ggetacgage tg 1062

210>
211>
212>
213>
220>
223>
<400> 54

atggaacctg

54
1305
DNA

agcgccagcet
aagtccgtgt
ctgeeegtgg
agcttcgetg
aacatggact
tgcgtgaagt
accgaggtgt
ggcatccceeg
atcaccctga
cccagceggea
atggacgtga
ctgagaggaa
cagcagagcc
ccegaggacce
aagaacctga
tcetecgece
gccatcacca
cagaccttcce
gcetgtgete
ggcggcecaga
taccagcctt
<210> 55

211> 1323
<212> DNA
213>
220>
223>

<400> 55

N5

muSIRPo tm-CD28

ctggacctge
gtttctgtac
ctgtggeege
gcccecatcag
gcgagtacgt
tcagcatcag
tccagaaggg
acgtgectgge
accagaaagt
agtggttcaa
agaacgtgtc
acagcaaagt
tcgeccaacct
ccaccagcat
tgcagctgat
caaagaacac
accgcgagga
gaaaccacac
ccgacaacaa
tgctggtggt
gcgactacat

acgcccctge

NLFP3

muSIRPa-CD28tm

ccctggeaga
cggegeceace
tggcgacage
atggtataga
gcccagaatce
gatcagcaac
cagcagcgag
taagcccagce
gaacttcaca
ggacggccag
ctacaacatc
gatctgcgag
gagcaacttc
gaaccaagtg
ctggctggaa
cgacggcacc
cgtggtgtte
agtgctgggce
cgeccacccac
gctgetgatg
gaacatgacc

cagagacttc

ctgggacctce
ggcaaagaac
accgtgectga
ggcgtgggece
agaaacgtgt
gtgacccctg
ccegacaccg
cctcectgagg
tgcaagagcc
gaactgcacc
agctccaccg
gtggcccaca
atcagagtgt
aacctgacct
aacggcaacg
tacaactaca
acgtgccaag
ttcgeccaca
aactggaacg
gcegeeetgt
cccagaaggce

gccecgectaca

tgctgetgtg
tgaaagtgac
actgtaccct
ctagcagact
ccgacaccac
ccgacgeegg
agattcagtc
tgtcecggecee
acggcttcag
ccctggaaac
tgcgggtggt
tcacactgga
ccccaaccegt
gcagagccga
tgtccagaaa
ccteeetgtt
tgaagcacga
gcagcgacca
tgttcatcgg
ataacagcag
ctggectgac
gacct 1305

cctgetgetg
ccagcccgag
gaccagcctg
gctgatctac
caagcggaac
catctactac
tggcggegga
tgctgataga
cceccagaaac
caccgtgaac
gctgaacagce
cagaagccce
gaaagtgaca
gagattctac
cgacaccccee
tctcgtgaac
ccagcagcece
gggcagcatg
cgtgggegtg
aagaaacaga

cagaaagccce

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260

atggaacctg ctggacctge ccctggecaga ctgggaccte tgetgetgtg cetgetgetg 60

agcgccaget gtttctgtac cggegecacce ggcaaagaac tgaaagtgac ccageccgag 120

aagtccgtgt ctgtggecge tggegacage accgtgetga actgtaccet gaccagectg 180
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[1638] ctgeceegtgg gecccatcag atggtataga ggegtgggee ctagecagact getgatctac 240
[1639] agcttcgetg gegagtacgt geccagaatc agaaacgtgt ccgacaccac caageggaac 300
[1640] aacatggact tcagcatcag gatcagcaac gtgacccctg ccgacgecgg catctactac 360
[1641] tgcgtgaagt tccagaaggg cagcagegag cccgacaccg agattcagte tggeggegga 420
[1642] accgaggtgt acgtgectgge taagcccage cctcctgagg tgtccggece tgetgataga 480
[1643] ggcatccceg accagaaagt gaacttcaca tgcaagagec acggettcag ccccagaaac 540
[1644] atcaccctga agtggttcaa ggacggccag gaactgcace ccctggaaac caccgtgaac 600
[1645] cccagecggea agaacgtgtc ctacaacatc agctccaccg tgegggtggt getgaacage 660
[1646] atggacgtga acagcaaagt gatctgcgag gtggeccaca tcacactgga cagaagecce 720
[1647] ctgagaggaa tcgccaacct gagcaacttc atcagagtgt ccccaaccgt gaaagtgaca 780
[1648] cagcagagcc ccaccagecat gaaccaagtg aacctgacct gcagagccga gagattctac 840
[1649] cccgaggace tgcagetgat ctggetggaa aacggcaacg tgtccagaaa cgacaccccee 900
[1650] aagaacctga caaagaacac cgacggcacc tacaactaca cctccctgtt tctcgtgaac 960
[1651] tcectecgeee accgegagga cgtggtgtte acgtgecaag tgaagcacga ccagcagece 1020
[1652] gccatcacca gaaaccacac agtgctggge ttcgeccaca gecagegacca gggecageatg 1080
[1653] cagaccttcc ccgacaacaa cgccacccac aactggaact tctgggecet ggtggtggtg 1140
[1654] gccggegtge tgttttgtta cggeetgete gtgaccgtge cectgtgegt gatctggace 1200
[1655] aacagcagaa gaaacagagg cggccagage gactacatga acatgacccce cagaaggect 1260
[1656] ggcctgacca gaaagcccta ccagecttac gecccectgeca gagacttcge cgectacaga 1320
[1657]  cct 1323

[1658] <210> 56

[1659] 211> 1350

[1660] <212> DNA

[16611  <213> ALJF4)

[1662]  <220>

[1663] (223> muSIRPa-CD28cys

[1664] <400> 56

[1665] atggaacctg ctggacctge ccctggecaga ctgggaccte tgetgetgtg cetgetgetg 60
[1666] agcgeccaget gtttetgtac cggegecace ggecaaagaac tgaaagtgac ccageccgag 120
[1667] aagtccgtgt ctgtggecge tggegacage accgtgetga actgtaccet gaccagectg 180
[1668] ctgccegtgg gecccatcag atggtataga ggegtgggee ctageagact getgatctac 240
[1669] agcttcgetg gegagtacgt geccagaatc agaaacgtgt ccgacaccac caageggaac 300
[1670] aacatggact tcagcatcag gatcagcaac gtgacccctg ccgacgeecgg catctactac 360
[1671] tgcgtgaagt tccagaaggg cagcagcgag cccgacaccg agattcagte tggeggegga 420
[1672] accgaggtgt acgtgectgge taagcccage cctcectgagg tgtccggeece tgetgataga 480
[1673] ggcatcceecg accagaaagt gaacttcaca tgcaagagec acggettcag ccccagaaac 540
[1674] atcaccctga agtggttcaa ggacggccag gaactgcacc ccctggaaac caccgtgaac 600
[1675] cccagecggea agaacgtgtc ctacaacatc agctccaccg tgegggtggt getgaacage 660
[1676] atggacgtga acagcaaagt gatctgcgag gtggecccaca tcacactgga cagaagccce 720
[1677] ctgagaggaa tcgccaacct gagcaacttc atcagagtgt ccccaaccgt gaaagtgaca 780
[1678] cagcagagcc ccaccagcat gaaccaagtg aacctgacct gcagagceccga gagattctac 840
[1679] cccgaggacc tgcagctgat ctggetggaa aacggcaacg tgtccagaaa cgacaccece 900
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[1680] aagaacctga caaagaacac cgacggcacc tacaactaca cctccctgtt tctcgtgaac 960
[1681] tccteecgeee accgegagga cgtggtgtte acgtgecaag tgaagcacga ccagecagece 1020
[1682] gccatcacca gaaaccacac agtgetggge ttcgeccaca gecagegacca gggcageatg 1080
[1683] cagaccttcc ccgacaacaa cgccacccac aactggaact gecacaccca gagcagecce 1140
[1684] aagctgttet gggetetggt ggtggtggee ggegtgetgt tttgttacgg cetgetegtg 1200
[1685] accgtggece tgtgegtgat ctggaccaac agcagaagaa acagaggegg ccagagegac 1260
[1686] tacatgaaca tgacccccag aaggcctgge ctgaccegga agecttacca gecttacgee 1320
[1687] cctgccagag acttcgecge ctacagacct 1350

[1688] <210> 57

[1689] <211> 1332

[1690]  <212> DNA

(16911  <213> AT 74

[1692] <220>

[1693] <223> muSIRPa-6aas-CD28cys

[1694]  <400> 57

[1695] atggaacctg ctggacctge ccctggeaga ctgggaccte tgetgetgtg cetgetgetg 60
[1696] agcgeccaget gtttctgtac cggegecace ggcaaagaac tgaaagtgac ccageccgag 120
[1697] aagtccgtgt ctgtggecge tggegacage accgtgetga actgtaccct gaccagectg 180
[1698] ctgcecegtgg gecccatcag atggtataga ggegtgggee ctagecagact getgatctac 240
[1699] agcttcgetg gegagtacgt geccagaatc agaaacgtgt ccgacaccac caageggaac 300
[1700] aacatggact tcagcatcag gatcagcaac gtgacccctg ccgacgecgg catctactac 360
[1701] tgcgtgaagt tccagaaggg cagcagegag cccgacaccg agattcagte tggeggegga 420
[1702] accgaggtgt acgtgctgge taagcccage cctcctgagg tgtccggece tgetgataga 480
[1703] ggcatccececg accagaaagt gaacttcaca tgcaagagcec acggcttcag ccccagaaac 540
[1704] atcaccctga agtggttcaa ggacggccag gaactgcacc ccctggaaac caccgtgaac 600
[1705] cccageggea agaacgtgte ctacaacatc agctccaccg tgegggtggt getgaacage 660
[1706] atggacgtga acagcaaagt gatctgcgag gtggcccaca tcacactgga cagaagcecce 720
[1707] ctgagaggaa tcgccaacct gagcaacttc atcagagtgt ccccaaccgt gaaagtgaca 780
[1708] cagcagagcc ccaccagcat gaaccaagtg aacctgacct gcagageega gagattctac 840
[1709] cccgaggace tgcagetgat ctggetggaa aacggcaacg tgtccagaaa cgacacccece 900
[1710] aagaacctga caaagaacac cgacggcacc tacaactaca cctccctgtt tctcgtgaac 960
[1711] tcctecgeee accgegagga cgtggtgtte acgtgecaag tgaagcacga ccagcagece 1020
[1712] gccatcacca gaaaccacac agtgetggge ttcgeccaca gecagegacca gggecageatg 1080
[1713] cagaccttcec ccgacaacaa ctgccacacc cagagcagec ccaagetgtt ctgggetetg 1140
[1714] gtggtgetgg ccggegtget gttttgttac ggectgeteg tgaccgtgge cctgtgegtg 1200
[1715] atctggacca acagcagaag aaacagaggc ggccagageg actacatgaa catgacccce 1260
[1716] agaaggcctg gecctgacceg gaagecttac cagecttacg cccctgecag agacttecgee 1320
[1717]  gcctacagac ct 1332

[1718]  <210> 58

[1719]  <211> 1323

[1720]  <212> DNA

(17211 <213> A L4
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[1722]  <220>

[1723] <223> muSIRPa-9aas-CD28cys

[1724]  <400> 58

[1725] atggaacctg ctggacctge ccctggecaga ctgggaccte tgetgetgtg cetgetgetg 60
[1726] agcgccaget gtttctgtac cggegecacce ggcaaagaac tgaaagtgac ccageccgag 120
[1727] aagtccgtgt ctgtggecge tggegacage accgtgetga actgtaccet gaccagectg 180
[1728] ctgccegtgg gecccatcag atggtataga ggegtgggee ctageagact getgatctac 240
[1729] agcttcgetg gegagtacgt geccagaatc agaaacgtgt ccgacaccac caageggaac 300
[1730] aacatggact tcagcatcag gatcagcaac gtgacccctg ccgacgeegg catctactac 360
[1731] tgcgtgaagt tccagaaggg cagcagegag cccgacaccg agattcagte tggeggegga 420
[1732] accgaggtgt acgtgectgge taagcccage cctcetgagg tgtccggece tgetgataga 480
[1733] ggcatcceceg accagaaagt gaacttcaca tgcaagagcec acggcttcag ccccagaaac 540
[1734] atcaccctga agtggttcaa ggacggccag gaactgcacc ccctggaaac caccgtgaac 600
[1735] cccageggea agaacgtgtc ctacaacatc agctccaccg tgegggtggt getgaacage 660
[1736] atggacgtga acagcaaagt gatctgcgag gtggeccaca tcacactgga cagaagccce 720
[1737] ctgagaggaa tcgccaacct gagcaacttc atcagagtgt ccccaaccgt gaaagtgaca 780
[1738] cagcagagcc ccaccagcat gaaccaagtg aacctgacct gcagagccga gagattctac 840
[1739] cccgaggacc tgcagetgat ctggetggaa aacggcaacg tgtccagaaa cgacaccece 900
[1740] aagaacctga caaagaacac cgacggcacc tacaactaca cctccctgtt tctcgtgaac 960
[1741] tccteegeee accgegagga cgtggtgtte acgtgecaag tgaagcacga ccagecagece 1020
[1742] gccatcacca gaaaccacac agtgetggge ttcgeccaca gecagegacca gggeageatg 1080
[1743] cagaccttcc cctgccacac ccagagcage cccaagetgt tctgggetet ggtggtggtg 1140
[1744] gceggegtge tgttttgtta cggectgete gtgacegtgg cectgtgegt gatctggace 1200
[1745] aacagcagaa gaaacagagg cggccagage gactacatga acatgaccce cagaaggect 1260
[1746] ggcctgacce ggaagectta ccagecttac geccctgeca gagacttege cgectacaga 1320
[1747] cct 1323

[1748] <210> 59

[1749] <211> 1281

[1750] <212> DNA

[1751]  <213> A TJ¥4l

[1752] <220>

[1753] <223> muSIRPa-23aas-CD28cys

[1754]  <400> 59

[1755] atggaacctg ctggacctge ccctggecaga ctgggaccte tgetgetgtg cetgetgetg 60
[1756] agcgecaget gtttctgtac cggegecace ggcaaagaac tgaaagtgac ccageccgag 120
[1757] aagtccgtgt ctgtggecge tggegacage accgtgetga actgtaccet gaccagectg 180
[1758] ctgceegtgg gecccatcag atggtataga ggegtgggee ctagecagact getgatctac 240
[1759] agcttcgetg gegagtacgt geccagaatc agaaacgtgt ccgacaccac caageggaac 300
[1760] aacatggact tcagcatcag gatcagcaac gtgacccctg ccgacgeegg catctactac 360
[1761] tgcgtgaagt tccagaaggg cagcagegag cccgacaccg agattcagte tggeggegga 420
[1762] accgaggtgt acgtgctgge taagcccage cctcctgagg tgtccggece tgetgataga 480
[1763] ggcatcccecg accagaaagt gaacttcaca tgcaagagec acggcttcag ccccagaaac 540
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[1764] atcaccctga agtggttcaa ggacggccag gaactgcacc ccctggaaac caccgtgaac 600
[1765] cccageggea agaacgtgte ctacaacatc agctccaccg tgegggtggt getgaacage 660
[1766] atggacgtga acagcaaagt gatctgcgag gtggcccaca tcacactgga cagaagecce 720
[1767] ctgagaggaa tcgccaacct gagcaacttc atcagagtgt ccccaaccgt gaaagtgaca 780
[1768] cagcagagcc ccaccagcat gaaccaagtg aacctgacct gecagagccga gagattctac 840
[1769] cccgaggace tgcagetgat ctggetggaa aacggcaacg tgtccagaaa cgacacccce 900
[1770] aagaacctga caaagaacac cgacggcacc tacaactaca cctccctgtt tctcgtgaac 960
[1771] tcectecgeee accgegagga cgtggtgtte acgtgecaag tgaagcacga ccagcagece 1020
[1772] gccatcacca gaaaccacac agtgctggge tgccacacce agagcagece caagetgtte 1080
[1773] tgggetetgg tggtggtgge cggegtgetg ttttgttacg gectgetegt gaccgtggee 1140
[1774] ctgtgegtga tctggaccaa cagcagaaga aacagaggeg gccagagega ctacatgaac 1200
[1775] atgaccccca gaaggectgg cctgaccegg aagecttace agecttacge ccctgecaga 1260
[1776] gacttcgceg cctacagace t 1281

[1777]  <210> 60

[1778]  <211> 137

[1779]  <212> PRT

[1780]  <213> AT 74

[1781]  <220>

[1782]  <223> huPD-1Jf~N

[1783]  <400> 60

[1784] Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp Asn

[1785] 1 5 10 15

[1786] Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val Leu

[1787] 20 25 30

[1788] Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala Ala

[1789] 35 40 45

[1790] Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg Val

[1791] 50 55 60

[1792] Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg Ala

[1793] 65 70 75 80

[1794] Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu Ala

[1795] 85 90 95

[1796] Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val Thr

[1797] 100 105 110

[1798] Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro Ser Pro Arg

[1799] 115 120 125

[1800] Ser Ala Gly Gln Phe Gln Thr Leu Val

[1801] 130 135

[1802] <210> 61

[1803] <211> 627

[1804]  <212> DNA

[1805] <213> A LJ¥¥
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[1806]  <220>

[1807]  <223> huCD2EE{ALHfINESFyda

[1808]  <400> 61

[1809] atgagctttc catgtaaatt tgtagccage ttccttctga ttttcaatgt ttcttccaaa 60
[1810] ggtgcagtct ccaaagagat tacgaatgec ttggaaacct ggggtgectt gggtcaggac 120
[1811] atcaacttgg acattcctag ttttcaaatg agtgatgata ttgacgatat aaaatgggaa 180
[1812] aaaacttcag acaagaaaaa gattgcacaa ttcagaaaag agaaagagac tttcaaggaa 240
[1813] aaagatacat ataagctatt taaaaatgga actctgaaaa ttaagcatct gaagaccgat 300
[1814] gatcaggata tctacaaggt atcaatatat gatacaaaag gaaaaaatgt gttggaaaaa 360
[1815] atatttgatt tgaagattca agagagggtc tcaaaaccaa agatctcctg gacttgtatc 420
[1816] aacacaaccc tgacctgtga ggtaatgaat ggaactgacc ccgaattaaa cctgtatcaa 480
[1817] gatgggaaac atctaaaact ttctcagagg gtcatcacac acaagtggac caccagcctg 540
[1818] agtgcaaaat tcaagtgcac agcagggaac aaagtcagca aggaatccag tgtcgagect 600
[1819] gtcagctgte cagagaaagg tctggac 627

[1820] <210> 62

[1821] <211> 209

[1822] <212> PRT

[1823] <213> A LJ¥¥

[1824] <220>

[1825]  <223> huCD23&{AANEsNEEH I

[1826]  <400> 62

[1827] Met Ser Phe Pro Cys Lys Phe Val Ala Ser Phe Leu Leu Ile Phe Asn
[1828] 1 5 10 15

[1829] Val Ser Ser Lys Gly Ala Val Ser Lys Glu Ile Thr Asn Ala Leu Glu
[1830] 20 25 30

[1831] Thr Trp Gly Ala Leu Gly Gln Asp Ile Asn Leu Asp Ile Pro Ser Phe
[1832] 35 40 45

[1833] Gln Met Ser Asp Asp Ile Asp Asp Ile Lys Trp Glu Lys Thr Ser Asp
[1834] 50 55 60

[1835] Lys Lys Lys Ile Ala Gln Phe Arg Lys Glu Lys Glu Thr Phe Lys Glu
[1836] 65 70 75 80

[1837] Lys Asp Thr Tyr Lys Leu Phe Lys Asn Gly Thr Leu Lys Ile Lys His
[1838] 85 90 95

[1839] Leu Lys Thr Asp Asp Gln Asp Ile Tyr Lys Val Ser Ile Tyr Asp Thr
[1840] 100 105 110

[1841] Lys Gly Lys Asn Val Leu Glu Lys Ile Phe Asp Leu Lys Ile Gln Glu
[1842] 115 120 125

[1843] Arg Val Ser Lys Pro Lys Ile Ser Trp Thr Cys Ile Asn Thr Thr Leu
[1844] 130 135 140

[1845] Thr Cys Glu Val Met Asn Gly Thr Asp Pro Glu Leu Asn Leu Tyr Gln
[1846] 145 150 155 160
[1847] Asp Gly Lys His Leu Lys Leu Ser Gln Arg Val Ile Thr His Lys Trp
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[1848] 165 170 175

[1849] Thr Thr Ser Leu Ser Ala Lys Phe Lys Cys Thr Ala Gly Asn Lys Val

[1850] 180 185 190

[1851] Ser Lys Glu Ser Ser Val Glu Pro Val Ser Cys Pro Glu Lys Gly Leu
[1852] 195 200 205

[1853] Asp

[1854] <210> 63

[1855] <211> 78

[1856]  <212> DNA

[1857]  <213> A TJ¥4

[1858]  <220>

[1859]  <223> huCD2i5 st kgl

[1860]  <400> 63

[1861] atctatctca tcattggcat atgtggagga ggcagectct tgatggtctt tgtggeactg 60
[1862] ctcgttttct atatcacc 78

[1863] <210> 64

[1864] <211> 26

[1865]  <212> PRT

[1866]  <213> A T34

[1867]  <220>

[1868]  <223> huCD25 4k Atk

[1869]  <400> 64

[1870] Ile Tyr Leu Ile Ile Gly Ile Cys Gly Gly Gly Ser Leu Leu Met Val

[1871] 1 5 10 15

[1872] Phe Val Ala Leu Leu Val Phe Tyr Ile Thr

[1873] 20 25

[1874] <210> 65

[1875]  <211> 828

[1876]  <212> DNA

[1877]1  <213> AT 74

[1878]  <220>

[1879]  <223> huCD2tm-CD28 DNA

[1880]  <400> 65

[1881] atgagctttc catgtaaatt tgtagccage ttccttctga ttttcaatgt ttcttccaaa 60
[1882] ggtgcagtct ccaaagagat tacgaatgcc ttggaaacct ggggtgectt gggtcaggac 120
[1883] atcaacttgg acattcctag ttttcaaatg agtgatgata ttgacgatat aaaatgggaa 180
[1884] aaaacttcag acaagaaaaa gattgcacaa ttcagaaaag agaaagagac tttcaaggaa 240
[1885] aaagatacat ataagctatt taaaaatgga actctgaaaa ttaagcatct gaagaccgat 300
[1886] gatcaggata tctacaaggt atcaatatat gatacaaaag gaaaaaatgt gttggaaaaa 360
[1887] atatttgatt tgaagattca agagagggtc tcaaaaccaa agatctcctg gacttgtatc 420
[1888] aacacaaccc tgacctgtga ggtaatgaat ggaactgacc ccgaattaaa cctgtatcaa 480
[1889] gatgggaaac atctaaaact ttctcagagg gtcatcacac acaagtggac caccagcctg 540
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[1890] agtgcaaaat tcaagtgcac agcagggaac aaagtcagca aggaatccag tgtcgagect 600
[1891] gtcagctgtc cagagaaagg tctggacatc tatctcatca ttggcatatg tggaggagge 660
[1892] agcctcttga tggtetttgt ggecactgete gttttctata tcacccgcag caageggage 720
[1893] agaggcggee acagcegacta catgaacatg acccctagac ggectggece caccagaaag 780
[1894] cactaccagc cctacgccee tccccgggac tttgeegeet acagaage 828

[1895]  <210> 66

[1896] <211> 276

[1897]  <212> PRT

[1898] <213> A TJ¥¥

[1899]  <220>

[1900]  <223> huCD2tm-CD28

[1901]  <400> 66

[1902] Met Ser Phe Pro Cys Lys Phe Val Ala Ser Phe Leu Leu Ile Phe Asn
[1903] 1 5 10 15

[1904] Val Ser Ser Lys Gly Ala Val Ser Lys Glu Ile Thr Asn Ala Leu Glu
[1905] 20 25 30

[1906] Thr Trp Gly Ala Leu Gly Gln Asp Ile Asn Leu Asp Ile Pro Ser Phe
[1907] 35 40 45

[1908] Gln Met Ser Asp Asp Ile Asp Asp Ile Lys Trp Glu Lys Thr Ser Asp
[1909] 50 55 60

[1910] Lys Lys Lys Ile Ala Gln Phe Arg Lys Glu Lys Glu Thr Phe Lys Glu
[1911] 65 70 75 80

[1912] Lys Asp Thr Tyr Lys Leu Phe Lys Asn Gly Thr Leu Lys Ile Lys His
[1913] 85 90 95

[1914] Leu Lys Thr Asp Asp Gln Asp Ile Tyr Lys Val Ser Ile Tyr Asp Thr
[1915] 100 105 110

[1916] Lys Gly Lys Asn Val Leu Glu Lys Ile Phe Asp Leu Lys Ile Gln Glu
[1917] 115 120 125

[1918] Arg Val Ser Lys Pro Lys Ile Ser Trp Thr Cys Ile Asn Thr Thr Leu
[1919] 130 135 140

[1920] Thr Cys Glu Val Met Asn Gly Thr Asp Pro Glu Leu Asn Leu Tyr Gln
[1921] 145 150 155 160
[1922] Asp Gly Lys His Leu Lys Leu Ser Gln Arg Val Ile Thr His Lys Trp
[1923] 165 170 175

[1924] Thr Thr Ser Leu Ser Ala Lys Phe Lys Cys Thr Ala Gly Asn Lys Val

[1925] 180 185 190

[1926] Ser Lys Glu Ser Ser Val Glu Pro Val Ser Cys Pro Glu Lys Gly Leu
[1927] 195 200 205

[1928] Asp Ile Tyr Leu Ile Ile Gly Ile Cys Gly Gly Gly Ser Leu Leu Met
[1929] 210 215 220

[1930] Val Phe Val Ala Leu Leu Val Phe Tyr Ile Thr Arg Ser Lys Arg Ser
[1931] 225 230 235 240
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[1932] Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly
[1933] 245 250 255

[1934] Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala
[1935] 260 265 270

[1936] Ala Tyr Arg Ser

[1937] 275

[1938] <210> 67

[1939] <211> 831

[1940] <212> DNA

[1941]1  <213> A TJF4

[1942]  <220>

[1943]  <223> huCD2-CD28tm

[1944]  <400> 67

[1945] atgagctttc catgtaaatt tgtagccage ttccttctga ttttcaatgt ttcttccaaa 60
[1946] ggtgcagtct ccaaagagat tacgaatgcc ttggaaacct ggggtgectt gggtcaggac 120
[1947] atcaacttgg acattcctag ttttcaaatg agtgatgata ttgacgatat aaaatgggaa 180
[1948] aaaacttcag acaagaaaaa gattgcacaa ttcagaaaag agaaagagac tttcaaggaa 240
[1949] aaagatacat ataagctatt taaaaatgga actctgaaaa ttaagcatct gaagaccgat 300
[1950] gatcaggata tctacaaggt atcaatatat gatacaaaag gaaaaaatgt gttggaaaaa 360
[1951] atatttgatt tgaagattca agagagggtc tcaaaaccaa agatctcctg gacttgtatc 420
[1952] aacacaaccc tgacctgtga ggtaatgaat ggaactgacc ccgaattaaa cctgtatcaa 480
[1953] gatgggaaac atctaaaact ttctcagagg gtcatcacac acaagtggac caccagcctg 540
[1954] agtgcaaaat tcaagtgcac agcagggaac aaagtcagca aggaatccag tgtcgagect 600
[1955] gtcagctgtc cagagaaagg tctggacttc tgggtgetgg tggtggtegg aggegtgetg 660
[1956] gcetgetaca gectgetggt caccgtggee ttcatcatet tttgggtecg cagecaagegg 720
[1957] agcagaggcg gccacagega ctacatgaac atgaccccta gacggectgg ccccaccaga 780
[1958] aagcactacc agccctacge ccctceceegg gactttgecg cctacagaag ¢ 831

[1959]1  <210> 68

[1960] <211> 277

[1961]  <212> PRT

[1962] <213> A TJ¥4

[1963]  <220>

[1964]  <223> huCD2-CD28tm

[1965]  <400> 68

[1966] Met Ser Phe Pro Cys Lys Phe Val Ala Ser Phe Leu Leu Ile Phe Asn
[1967] 1 5 10 15

[1968] Val Ser Ser Lys Gly Ala Val Ser Lys Glu Ile Thr Asn Ala Leu Glu
[1969] 20 25 30

[1970] Thr Trp Gly Ala Leu Gly Gln Asp Ile Asn Leu Asp Ile Pro Ser Phe
[1971] 35 40 45

[1972]  Gln Met Ser Asp Asp Ile Asp Asp Ile Lys Trp Glu Lys Thr Ser Asp
[1973] 50 55 60
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[1974] Lys Lys Lys Ile Ala Gln Phe Arg Lys Glu Lys Glu Thr Phe Lys Glu
[1975] 65 70 75 80

[1976] Lys Asp Thr Tyr Lys Leu Phe Lys Asn Gly Thr Leu Lys Ile Lys His
[1977] 85 90 95

[1978] Leu Lys Thr Asp Asp Gln Asp Ile Tyr Lys Val Ser Ile Tyr Asp Thr
[1979] 100 105 110

[1980] Lys Gly Lys Asn Val Leu Glu Lys Ile Phe Asp Leu Lys Ile Gln Glu
[1981] 115 120 125

[1982] Arg Val Ser Lys Pro Lys Ile Ser Trp Thr Cys Ile Asn Thr Thr Leu
[1983] 130 135 140

[1984] Thr Cys Glu Val Met Asn Gly Thr Asp Pro Glu Leu Asn Leu Tyr Gln
[1985] 145 150 155 160
[1986] Asp Gly Lys His Leu Lys Leu Ser Gln Arg Val Ile Thr His Lys Trp
[1987] 165 170 175

[1988] Thr Thr Ser Leu Ser Ala Lys Phe Lys Cys Thr Ala Gly Asn Lys Val

[1989] 180 185 190

[1990] Ser Lys Glu Ser Ser Val Glu Pro Val Ser Cys Pro Glu Lys Gly Leu
[1991] 195 200 205

[1992] Asp Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser
[1993] 210 215 220

[1994] Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg
[1995] 225 230 235 240
[1996] Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro
[1997] 245 250 255

[1998] Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe
[1999] 260 265 270

[2000] Ala Ala Tyr Arg Ser

[2001] 275

[2002] <210> 69

[2003] <211> 969

[2004]  <212> DNA

[2005]  <213> A TJ¥4

[2006]  <220>

[2007]  <223> huCD200R-CD28Cys

[2008]  <400> 69

[2009] atgctgtgee cttggagaac cgccaacctg ggectgetge tgatcctgac catcttectg 60
[2010] gtggececgeca geageagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[2011] gtgetggecg aagtgaacac cagetggecce gtgaagatgg ccaccaacge cgtgetgtge 180
[2012] tgcecteeta tegecctgeg gaacctgatce atcatcacct gggagatcat cctgegggge 240
[2013]  cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[2014] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[2015] ccegtggeca tcacccacga cggetactac cggtgecatca tggtcaccce cgatggecaac 420
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[2016] ttccaccggg gataccatct gecaggtgete gtgacccccg aagtgaccet gttccagaac 480
[2017] cggaacagaa ccgeegtgtg caaggeegtg gecggaaaac ctgecgecca gatctettgg 540
[2018] atccccgagg gegattgege caccaagcag gaatactggt ccaacggcac cgtgaccgtg 600
[2019] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtcccac 660
[2020] ctgaccggeca acaagagcect gtacatcgag ctgetgectg tgectggege caagaagtcece 720
[2021] gccaagetgt gtcccageece tetgtttece ggecctagea agectttetg ggtgetggtg 780
[2022] gtggtcggag gegtgetgge ctgetacage ctgetggtea cegtggeett catcatettt 840
[2023] tgggtcecgea gecaageggag cagaggegge cacagegact acatgaacat gacccctaga 900
[2024] cggeectggee ccaccagaaa gcactaccag ccctacgecce ctcceceggga ctttgecgee 960
[2025] tacagaagc 969

[2026] <210> 70

[2027]  <211> 323

[2028] <212> PRT

[2029]  <213> A L4

[2030]  <220>

[2031]  <223> huCD200R-CD28Cys

[2032]  <400> 70

[2033] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[2034] 1 5 10 15

[2035] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[2036] 20 25 30

[2037] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[2038] 35 40 45

[2039] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[2040] 50 55 60

[2041] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[2042] 65 70 75 80

[2043]  Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[2044] 85 90 95

[2045] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[2046] 100 105 110

[2047] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[2048] 115 120 125

[2049] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[2050] 130 135 140

[2051] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[2052] 145 150 155 160
[2053] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[2054] 165 170 175

[2055] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[2056] 180 185 190

[2057] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
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[2058] 195 200 205

[2059] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[2060] 210 215 220

[2061] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Pro Gly Ala Lys Lys Ser
[2062] 225 230 235 240
[2063] Ala Lys Leu Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe
[2064] 245 250 255

[2065] Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu
[2066] 260 265 270

[2067] Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg
[2068] 275 280 285

[2069] Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro
[2070] 290 295 300

[2071] Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala
[2072] 305 310 315 320
[2073] Tyr Arg Ser

[2074] <210> 71

[2075] <211> 519

[2076] <212> DNA

[2077]  <213> A L4

[2078] <220>

[2079] <223 huFasBRAAIINEEAE

[2080]  <400> 71

[2081] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2082] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagace 120
[2083] gtgaccaccg tggaaaccca gaacctggaa ggcctgcecacc acgacggeca gttcectgecac 180
[2084] aagccttgte cccctggega geggaaggee agagactgta ctgtgaacgg cgacgageee 240
[2085] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2086] tgceggeggt gecagactgtg tgatgaggge cacggectgg aagtggaaat caactgecacce 360
[2087] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2088] gagcactgcg acccctgtac caagtgegaa cacggecatca tcaaagagtg caccctgace 480
[2089] tccaacacaa agtgcaaaga ggaaggcage agaagcaac 519

[2090] <210> 72

[2091] <211> 173

[2092] <212> PRT

[2093] <213> A LJ7%)

[2094]  <220>

[2095]  <223> huFas¥BEARAnfIINEG

[2096]  <400> 72

[2097] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2098] 1 5 10 15

[2099] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
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[2100] 20 25 30

[2101] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2102] 35 40 45

[2103] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2104] 50 55 60

[2105]  Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2106] 65 70 75 80

[2107] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2108] 85 90 95

[2109]  Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2110] 100 105 110

[2111] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2112] 115 120 125

[2113]  Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2114] 130 135 140

[2115]  Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2116] 145 150 155 160
[2117]  Ser Asn Thr Lys Cys Lys Glu Glu Gly Ser Arg Ser Asn

[2118] 165 170

[2119]  <210> 73

[2120] <211> 498

[2121]  <212> DNA

[2122]  <213> A TJ#%

[2123]  <220>

[2124]  <223> huFas#igdhitls, -7aas

[2125]  <400> 73

[2126] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2127] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2128] gtgaccaccg tggaaaccca gaacctggaa ggcctgeace acgacggeca gttctgecac 180
[2129] aagccttgte cccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2130] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggceccactt cagcagcaag 300
[2131] tgceggeggt geagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacc 360
[2132] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2133] gagcactgcg acccctgtac caagtgecgaa cacggcatca tcaaagagtg caccctgacc 480
[2134] tccaacacaa agtgcaaa 498

[2135]  <210> 74

[2136] <211> 166

[2137]  <212> PRT

[2138]  <213> A TJ¥4l

[2139] <220>

[2140]  <223> huFasiiffufhaEss -Taas

[2141]  <400> 74
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[2142] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2143] 1 5 10 15

[2144] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2145] 20 25 30

[2146] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2147] 35 40 45

[2148] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2149] 50 55 60

[2150] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2151] 65 70 75 80

[2152] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2153] 85 90 95

[2154] Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2155] 100 105 110

[2156] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2157] 115 120 125

[2158] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2159] 130 135 140

[2160] Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2161] 145 150 155 160
[2162] Ser Asn Thr Lys Cys Lys

[2163] 165

[2164] <210> 75

[2165] 211> 483

[2166]  <212> DNA

[2167]  <213> A L4

[2168]  <220>

[2169]1  <223> huFas#ffushgitls -12aas

[2170] <400> 75

[2171] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2172] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2173] gtgaccaccg tggaaaccca gaacctggaa ggcctgcecacc acgacggeca gttctgecac 180
[2174] aagccttgte cccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2175] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2176] tgceggeggt geagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacce 360
[2177] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2178] gagcactgecg acccctgtac caagtgcgaa cacggcatca tcaaagagtg caccctgacc 480
[2179]  tcc 483

[2180] <210> 76

[2181] 211> 161

[2182] <212> PRT

[2183]  <213> A LJ¥4
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[2184]  <220>

[2185]  <223> huFas#fisheittis -12aas

[2186]  <400> 76

[2187] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2188] 1 5 10 15
[2189] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2190] 20 25 30

[2191] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2192] 35 40 45

[2193] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2194] 50 55 60

[2195]  Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2196] 65 70 75 80
[2197]  Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2198] 85 90 95
[2199]  Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2200] 100 105 110

[2201] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2202] 115 120 125

[2203] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2204] 130 135 140

[2205] Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2206] 145 150 155 160
[2207]  Ser

[2208] <210> 77

[2209] <211> 51

[2210]  <212> DNA

[2211]  <213> A L4

[2212]  <220>

[2213]  <223> huFasisflRaskyls

[2214]  <400> 77

[2215] ctgggetgge tgtgecteet getgetgeee atccctetga tegtgtgget ¢ bl
[2216] <210> 78

[2217]  <211> 17

[2218]  <212> PRT

[2219]  <213> A L4

[2220] <220>

[2221]  <223> huFas¥sfiss gl

[2222] <400> 78

[2223] Leu Gly Trp Leu Cys Leu Leu Leu Leu Pro Ile Pro Leu Ile Val Trp
[2224] 1 5 10 15
[2225] Val
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[2226] <210> 79

[2227] <211> 693

[2228]  <212> DNA

[2229]  <213> AT ¥4l

[2230]  <220>

[2231]  <223> huFAStm-CD28

[2232]  <400> 79

[2233] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2234] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2235] gtgaccaccg tggaaaccca gaacctggaa ggcctgcecacc acgacggeca gttctgecac 180
[2236] aagccttgte cccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2237] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2238] tgceggeggt gecagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacce 360
[2239] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2240] gagcactgcg acccctgtac caagtgecgaa cacggcatca tcaaagagtg caccctgacc 480
[2241] tccaacacaa agtgcaaaga ggaaggcagce agaagcaacc tgggetgget gtgectectg 540
[2242] ctgetgeecca tccctetgat cgtgtgggte cgecagecaage ggagcagagg cggecacage 600
[2243] gactacatga acatgacccc tagacggect ggeccccacca gaaageacta ccagecctac 660
[2244] gceectecee gggactttge cgectacaga age 693

[2245] <210> 80

[2246] <211> 231

[2247] <212> PRT

[2248]  <213> A TJ#%l

[2249]  <220>

[2250]  <223> huFAStm-CD28

[2251]  <400> 80

[2252] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2253] 1 5 10 15

[2254] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2255] 20 25 30

[2256] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2257] 35 40 45

[2258] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2259] 50 55 60

[2260] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2261] 65 70 75 80

[2262] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2263] 85 90 95

[2264]  Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2265] 100 105 110

[2266] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2267] 115 120 125
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[2268] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2269] 130 135 140

[2270]  Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2271] 145 150 155 160
[2272]  Ser Asn Thr Lys Cys Lys Glu Glu Gly Ser Arg Ser Asn Leu Gly Trp
[2273] 165 170 175

[2274] Leu Cys Leu Leu Leu Leu Pro Ile Pro Leu Ile Val Trp Val Arg Ser
[2275] 180 185 190

[2276] Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg
[2277] 195 200 205

[2278] Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg
[2279] 210 215 220

[2280] Asp Phe Ala Ala Tyr Arg Ser

[2281] 225 230

[2282] <210> 81

[2283] <211> 723

[2284] <212> DNA

[2285] <213> A LJ¥¥

[2286]  <220>

[2287]  <223> huFAS-CD28tm

[2288]  <400> 81

[2289] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2290] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2291] gtgaccaccg tggaaaccca gaacctggaa ggcctgcecacc acgacggeca gttcectgecac 180
[2292] aagccttgte ccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2293] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2294] tgcecggeggt gecagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacce 360
[2295] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2296] gagcactgcg acccctgtac caagtgegaa cacggecatca tcaaagagtg caccctgace 480
[2297] tccaacacaa agtgcaaaga ggaaggcagc agaagcaact tctgggtget ggtggtgegte 540
[2298] ggaggcgtge tggectgeta cagectgetg gtcaccgtgg cettcatcat cttttgggte 600
[2299] cgcagcaage ggagcagagg cggecacage gactacatga acatgacccce tagacggect 660
[2300] ggcecccacca gaaagcacta ccagcecctac geccctececee gggactttge cgectacaga 720
[2301] agc 723

[2302] <210> 82

[2303] <211> 241

[2304]  <212> PRT

[2305]  <213> A_LJ74

[2306]  <220>

[2307]  <223> huFAS-CD28tm

[2308]  <400> 82

[2309] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
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[2310] 1 5 10 15

[2311]  Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2312] 20 25 30

[2313] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2314] 35 40 45

[2315] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2316] 50 55 60

[2317]  Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2318] 65 70 75 80

[2319] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2320] 85 90 95

[2321]  Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2322] 100 105 110

[2323] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2324] 115 120 125

[2325] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2326] 130 135 140

[2327]  Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2328] 145 150 155 160
[2329]  Ser Asn Thr Lys Cys Lys Glu Glu Gly Ser Arg Ser Asn Phe Trp Val

[2330] 165 170 175

[2331] Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr
[2332] 180 185 190

[2333] Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly
[2334] 195 200 205

[2335] His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg
[2336] 210 215 220

[2337] Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg
[2338] 225 230 235 240
[2339] Ser

[2340] <210> 83

[2341] <211> 759

[2342] <212> DNA

[2343]  <213> A TJ#%l

[2344]  <220>

[2345]  <223> huFAS-CD28Cys

[2346]  <400> 83

[2347] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2348] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2349] gtgaccaccg tggaaaccca gaacctggaa ggcctgeace acgacggeca gttctgecac 180
[2350] aagccttgte cccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2351] gactgegtge cctgtcagga aggcaaagag tacaccgaca aggeccactt cagcagcaag 300
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[2352] tgceggeggt gecagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacc 360
[2353] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2354] gagcactgcg acccctgtac caagtgegaa cacggeatca tcaaagagtg caccctgace 480
[2355] tccaacacaa agtgcaaaga ggaaggcage agaagcaact gtcccagece tctgtttcece 540
[2356] ggccctagea agectttetg ggtgetggtg gtggteggag gegtgetgge ctgetacage 600
[2357] ctgctggteca ccgtggeett catcatcttt tgggtccgea gecaageggag cagaggegge 660
[2358] cacagcgact acatgaacat gacccctaga cggecctggee ccaccagaaa gecactaccag 720
[2359] ccctacgeece cteceeeggga ctttgecgee tacagaage 759

[2360] <210> 84

[2361] <211> 253

[2362] <212> PRT

[2363]  <213> AT 74

[2364]  <220>

[2365]  <223> huFAS-CD28Cys

[2366]  <400> 84

[2367] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2368] 1 5 10 15

[2369] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2370] 20 25 30

[2371] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2372] 35 40 45

[2373] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2374] 50 55 60

[2375] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2376] 65 70 75 80

[2377] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2378] 85 90 95

[2379]  Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2380] 100 105 110

[2381] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2382] 115 120 125

[2383] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2384] 130 135 140

[2385] Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2386] 145 150 155 160
[2387] Ser Asn Thr Lys Cys Lys Glu Glu Gly Ser Arg Ser Asn Cys Pro Ser
[2388] 165 170 175

[2389] Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val

[2390] 180 185 190

[2391] Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile
[2392] 195 200 205

[2393] Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr
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[2394] 210 215 220

[2395] Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln
[2396] 225 230 235 240
[2397]  Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[2398] 245 250

[2399]  <210> 85

[2400] <211> 738

[2401]  <212> DNA

[2402]  <213> A LJ¥4

[2403]  <220>

[2404]  <223> huFAS-T7aas-CD28Cys

[2405]  <400> 85

[2406] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2407] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2408] gtgaccaccg tggaaaccca gaacctggaa ggcctgcecacc acgacggeca gttcectgecac 180
[2409] aagccttgte cccctggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2410] gactgegtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2411]  tgccggeggt geagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacc 360
[2412] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2413] gagcactgeg acccctgtac caagtgegaa cacggecatca tcaaagagtg caccctgace 480
[2414] tccaacacaa agtgcaaatg tcccagccct ctgtttceccg gecctageaa gectttetgg 540
[2415] gtgctggtgg tggtecggagg cgtgetggee tgetacagee tgetggtcac cgtggeette 600
[2416] atcatctttt gggtccgecag caagcggage agaggeggee acagcgacta catgaacatg 660
[2417] acccctagac ggcctggece caccagaaag cactaccage cctacgeccee tccecgggac 720
[2418] tttgeccgeet acagaage 738

[2419] <210> 86

[2420] <211> 246

[2421]  <212> PRT

[2422]  <213> AT JE4

[2423] <220>

[2424]  <223> huFAS-7aas-CD28Cys

[2425]  <400> 86

[2426] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2427] 1 5 10 15

[2428] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2429] 20 25 30

[2430] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2431] 35 40 45

[2432] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2433] 50 55 60

[2434] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2435] 65 70 75 80
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[2436] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2437] 85 90 95

[2438] Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2439] 100 105 110

[2440] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2441] 115 120 125

[2442] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2443] 130 135 140

[2444]  Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2445] 145 150 155 160
[2446] Ser Asn Thr Lys Cys Lys Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser
[2447] 165 170 175

[2448] Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr
[2449] 180 185 190

[2450] Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys
[2451] 195 200 205

[2452] Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg
[2453] 210 215 220

[2454]  Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp
[2455] 225 230 235 240
[2456] Phe Ala Ala Tyr Arg Ser

[2457] 245

[2458] <210> 87

[2459] <211> 723

[2460]  <212> DNA

[2461]  <213> AT ¥4

[2462]  <220>

[2463]  <223> FAS-12aas-CD28Cys

[2464]  <400> 87

[2465] atgctgggea tctggaccet getgectetg gtgetgacaa gegtggecag actgageage 60
[2466] aagagcgtga acgcccaagt gaccgacatc aacagcaagg gectggaact gagaaagacc 120
[2467] gtgaccaccg tggaaaccca gaacctggaa ggcctgcacc acgacggeca gttcectgecac 180
[2468] aagccttgte cccectggega geggaaggee agagactgta ctgtgaacgg cgacgagece 240
[2469] gactgcgtge cctgtcagga aggcaaagag tacaccgaca aggcccactt cagcagcaag 300
[2470] tgceggeggt gecagactgtg tgatgaggge cacggectgg aagtggaaat caactgcacce 360
[2471] cggacccaga acaccaagtg cagatgcaag cccaacttct tctgcaacag caccgtgtge 420
[2472] gagcactgecg acccctgtac caagtgcgaa cacggcatca tcaaagagtg caccctgacc 480
[2473] tcetgtecca gecctetgtt tcceggecet agcaagectt tetgggtget ggtggtggte 540
[2474] ggaggegtge tggectgeta cagectgetg gtcaccgtgg cettcatecat cttttgggte 600
[2475] cgcagcaage ggagcagagg cggecacage gactacatga acatgaccce tagacggect 660
[2476] ggccceccacca gaaagcacta ccagecctac geccctecee gggactttge cgectacaga 720
[2477] agc 723
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[2478] <210> 88

[2479] <211> 241

[2480]  <212> PRT

[2481]  <213> AT ¥4l

[2482]  <220>

[2483]  <223> FAS-12aas-CD28Cys

[2484]  <400> 88

[2485] Met Leu Gly Ile Trp Thr Leu Leu Pro Leu Val Leu Thr Ser Val Ala
[2486] 1 5 10 15
[2487] Arg Leu Ser Ser Lys Ser Val Asn Ala Gln Val Thr Asp Ile Asn Ser
[2488] 20 25 30

[2489] Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn
[2490] 35 40 45

[2491] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[2492] 50 55 60

[2493] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[2494] 65 70 75 80
[2495] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[2496] 85 90 95
[2497] Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[2498] 100 105 110

[2499] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[2500] 115 120 125

[2501] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[2502] 130 135 140

[2503] Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[2504] 145 150 155 160
[2505] Ser Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe Trp Val
[2506] 165 170 175
[2507] Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr
[2508] 180 185 190

[2509] Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly
[2510] 195 200 205

[2511] His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg
[2512] 210 215 220

[2513] Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg
[2514] 225 230 235 240
[2515]  Ser

[2516] <210> 89

[2517] <211> 510

[2518]  <212> DNA

[2519]  <213> A TJ¥4
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[2520]  <220>

[2521]  <223> huPD1ER{AANSNEEIE 2

[2522]  <400> 89

[2523] atgcagatcc ctcaggccce ttggectgte gtgtgggetg tgetgecaget gggatggegg 60
[2524] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt ttecccctgee 120
[2525] ctgctggteg tgaccgaggg cgacaatgec accttcacct gtagettcag caacaccage 180
[2526] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2527] gecetteeceecg aggatagate tcageccegge caggactgece ggttcagagt gacccagetg 300
[2528] cccaacggec gggacttcca catgtctgtc gtgecgggcca gacggaacga cageggeaca 360
[2529] tatctgtgecg gegecatcag cctggeccce aaggeccaga tcaaagagag cctgagagee 420
[2530] gagctgagag tgaccgagag aagggcecgaa gtgectaccg cccaccctag cccatctcca 480
[2531] agacctgccg gccagttcca gacactggtce 510

[2532]  <210> 90

[2533] <211> 170

[2534]  <212> PRT

[2535] <213> A TJ¥%

[2536]  <220>

[2537]  <223> huPD1BRZHISNE NS 2

[2538]  <400> 90

[2539] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2540] 1 5 10 15

[2541] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2542] 20 25 30

[2543] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2544] 35 40 45

[2545] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2546] 50 55 60

[2547] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2548] 65 70 75 80

[2549] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2550] 85 90 95

[2551] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2552] 100 105 110

[2553] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2554] 115 120 125

[2555] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2556] 130 135 140

[2557] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro Ser Pro
[2558] 145 150 155 160
[2559] Arg Pro Ala Gly Gln Phe Gln Thr Leu Val

[2560] 165 170

[2561] <210> 91
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[2562] <211> 474

[2563]  <212> DNA

[2564]  <213> A T4

[2565]  <220>

[2566]  <223> huPD1 2 -12aas

[2567]  <400> 91

[2568] atgcagatcc ctcaggeccee ttggectgte gtgtgggetg tgetgecaget gggatggegg 60
[2569] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt ttecccctgee 120
[2570] ctgctggtcg tgaccgaggg cgacaatgee accttcacct gtagettcag caacaccage 180
[2571] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2572] gcetteceecg aggatagatc tcageccegge caggactgece ggttcagagt gacccagetg 300
[2573] cccaacggee gggacttcca catgtctgte gtgegggeca gacggaacga cageggecaca 360
[2574] tatctgtgeg gegecatcag cctggeccee aaggeccaga tcaaagagag cctgagagece 420
[2575] gagctgagag tgaccgagag aagggcecgaa gtgecctaccg cccaccctag ccca 474
[2576] <210> 92

[2577] <211> 158

[2578]  <212> PRT

[2579]  <213> A TJ¥4

[2580]  <220>

[2581]  <223> huPD1 2 -12aas

[2582]  <400> 92

[2583] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2584] 1 5 10 15

[2585] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2586] 20 25 30

[2587] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2588] 35 40 45

[2589] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2590] 50 55 60

[2591] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2592] 65 70 75 80

[2593] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2594] 85 90 95

[2595] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2596] 100 105 110

[2597] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2598] 115 120 125

[2599] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2600] 130 135 140

[2601] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro

[2602] 145 150 155

[2603] <210> 93
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[2604] <211> 465

[2605] <212> DNA

[2606]  <213> A TJ¥%)

[2607]  <220>

[2608]  <223> huPD1 2 -15aas

[2609]  <400> 93

[2610] atgcagatcc ctcaggeccee ttggectgte gtgtgggetg tgetgecaget gggatggegg 60
[2611] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt ttecccctgee 120
[2612] ctgctggteg tgaccgaggg cgacaatgee accttcacct gtagettcag caacaccage 180
[2613] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2614] gcetteceecg aggatagatc tcageccegge caggactgece ggttcagagt gacccagetg 300
[2615] cccaacggee gggacttcca catgtctgte gtgegggeca gacggaacga cageggecaca 360
[2616] tatctgtgeg gegecatcag cctggeccee aaggeccaga tcaaagagag cctgagagece 420
[2617] gagctgagag tgaccgagag aagggccgaa gtgectaccg cccac 465

[2618] <210> 94

[2619]  <211> 155

[2620]  <212> PRT

[2621]  <213> A L4

[2622] <220>

[2623] <223> huPD1 2 -1b5aas

[2624]  <400> 94

[2625] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2626] 1 5 10 15

[2627] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2628] 20 25 30

[2629] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2630] 35 40 45

[2631] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2632] 50 55 60

[2633] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2634] 65 70 75 80

[2635] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2636] 85 90 95

[2637] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2638] 100 105 110

[2639] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2640] 115 120 125

[2641] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2642] 130 135 140

[2643] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His

[2644] 145 150 155

[2645] <210> 95
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[2646]  <211> 447

[2647]  <212> DNA

[2648]  <213> A L5741

[2649]  <220>

[2650]  <223> huPD1 2 -2laas

[2651]  <400> 95

[2652] atgcagatcc ctcaggeccee ttggectgte gtgtgggetg tgetgecaget gggatggegg 60
[2653] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt ttecccctgee 120
[2654] ctgctggteg tgaccgaggg cgacaatgee accttcacct gtagettcag caacaccage 180
[2655] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2656] gcetteceecg aggatagatc tcagccegge caggactgece ggttcagagt gacccagetg 300
[2657] cccaacggee gggacttcca catgtctgte gtgegggeca gacggaacga cageggecaca 360
[2658] tatctgtgeg gegecatcag cctggeccee aaggeccaga tcaaagagag cctgagagece 420
[2659] gagctgagag tgaccgagag aagggec 447

[2660]  <210> 96

[2661]  <211> 149

[2662] <212> PRT

[2663] <213> A TJ¥4

[2664]  <220>

[2665]  <223> huPD1 2 -2laas

[2666]  <400> 96

[2667] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2668] 1 5 10 15

[2669] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2670] 20 25 30

[2671]  Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2672] 35 40 45

[2673] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2674] 50 55 60

[2675] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2676] 65 70 75 80

[2677] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2678] 85 90 95

[2679] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2680] 100 105 110

[2681] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2682] 115 120 125

[2683] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2684] 130 135 140

[2685] Thr Glu Arg Arg Ala

[2686] 145

[2687] <210> 97
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[2688] <211> 750

[2689]  <212> DNA

[2690] <213> A TJ7%)

[2691]  <220>

[2692] <223> huPD1-CD28Cys

[2693]  <400> 97

[2694] atgcagatcc ctcaggeccee ttggectgte gtgtgggetg tgetgecaget gggatggegg 60
[2695] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt ttecccctgee 120
[2696] ctgctggteg tgaccgaggg cgacaatgee accttcacct gtagettcag caacaccage 180
[2697] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2698] gcetteceecg aggatagatc tcageccegge caggactgece ggttcagagt gacccagetg 300
[2699] cccaacggee gggacttcca catgtctgte gtgegggeca gacggaacga cageggecaca 360
[2700] tatctgtgeg gegecatcag cctggeccee aaggeccaga tcaaagagag cctgagagece 420
[2701] gagctgagag tgaccgagag aagggccgaa gtgectaccg cccaccctag cccatctcca 480
[2702] agacctgecg geccagttcca gacactggtce tgtcccagee ctetgtttee cggecctage 540
[2703] aagcctttet gggtgetggt ggtggtegga ggegtgetgg cetgetacag cetgetggte 600
[2704] accgtggect tcatcatctt ttgggtccge agcaagegga gecagaggegg ccacagegac 660
[2705] tacatgaaca tgacccctag acggcctgge cccaccagaa agcactacca gecctacgee 720
[2706] cctceeeggg actttgecge ctacagaage 750

[2707] <210> 98

[2708] <211> 250

[2709] <212> PRT

[2710]  <213> AT 74

[2711]  <220>

[2712]  <223> huPD1-CD28Cys

[2713]  <400> 98

[2714] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2715] 1 5 10 15

[2716] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2717] 20 25 30

[2718] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2719] 35 40 45

[2720] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2721] 50 55 60

[2722] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2723] 65 70 75 80

[2724]  Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2725] 85 90 95

[2726] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2727] 100 105 110

[2728] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2729] 115 120 125
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[2730] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2731] 130 135 140

[2732] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro Ser Pro
[2733] 145 150 155 160
[2734] Arg Pro Ala Gly Gln Phe Gln Thr Leu Val Cys Pro Ser Pro Leu Phe
[2735] 165 170 175

[2736] Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val

[2737] 180 185 190

[2738] Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp
[2739] 195 200 205

[2740] Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met
[2741] 210 215 220

[2742] Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala
[2743] 225 230 235 240
[2744]  Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[2745] 245 250

[2746]  <210> 99

[2747] <211> 714

[2748]  <212> DNA

[2749]  <213> A LJ¥4l

[2750]  <220>

[2751]  <223> huPD1-12aas-CD28Cys

[2752]  <400> 99

[2753] atgcagatcc ctcaggeccce ttggectgte gtgtgggetg tgetgeaget gggatggegg 60
[2754] cctggetggt ttetggacag ccccgacaga ccctggaace cccctacatt ttcecececetgee 120
[2755] ctgetggteg tgaccgaggg cgacaatgec accttcacct gtagettcag caacaccage 180
[2756] gagagcttcg tgctgaactg gtacagaatg agccccageca accagaccga caagcetggee 240
[2757] gccttccecg aggatagatc tcagcccgge caggactgee ggttcagagt gacccagetg 300
[2758] cccaacggec gggacttcca catgtctgtc gtgecgggcca gacggaacga cageggeaca 360
[2759] tatctgtgecg gegeccatcag cctggeccce aaggeccaga tcaaagagag cctgagagee 420
[2760] gagctgagag tgaccgagag aagggccgaa gtgectaccg cccaccctag cecatgtece 480
[2761] agccctetgt ttccecggeece tagcaagect ttetgggtge tggtggtggt cggaggegtg 540
[2762] ctggeetget acagectget ggtcaccgtg gecttcatca tecttttgggt cecgecagecaag 600
[2763] cggagcagag gcggecacag cgactacatg aacatgaccc ctagacggec tggccccace 660
[2764] agaaagcact accagcccta cgeccccteece cgggactttg ccgectacag aage 714
[2765] <210> 100

[2766] <211> 238

[2767]  <212> PRT

[2768]  <213> ALJ+4)

[2769] <220>

[2770]  <223> huPD1-12aas-CD28Cys

[2771]  <400> 100
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[2772] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2773] 1 5 10 15

[2774] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2775] 20 25 30

[2776] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2777] 35 40 45

[2778]  Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2779] 50 55 60

[2780] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2781] 65 70 75 80

[2782] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2783] 85 90 95

[2784] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2785] 100 105 110

[2786] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2787] 115 120 125

[2788] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2789] 130 135 140

[2790] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Pro Ser Pro Cys Pro
[2791] 145 150 155 160
[2792]  Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val

[2793] 165 170 175

[2794] Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe
[2795] 180 185 190

[2796] Ile Tle Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp
[2797] 195 200 205

[2798] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr
[2799] 210 215 220

[2800] Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[2801] 225 230 235

[2802] <210> 101

[2803] <211> 705

[2804]  <212> DNA

[2805]  <213> AT ¢4l

[2806]  <220>

[2807] <223> huPD1-15aas-CD28Cys

[2808]  <400> 101

[2809] atgcagatcc ctcaggcecee ttggectgte gtgtgggetg tgetgcaget gggatggegg 60
[2810] cctggetggt ttctggacag ccccgacaga ccctggaacc ccectacatt ttecceetgee 120
[2811] ctgctggteg tgaccgaggg cgacaatgee accttcacct gtagettcag caacaccage 180
[2812] gagagcttcg tgctgaactg gtacagaatg agccccageca accagaccga caagcetggee 240
[2813] gccttceceg aggatagatc tcagcccgge caggactgec ggttcagagt gacccagetg 300
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[2814] cccaacggee gggacttcca catgtctgte gtgegggeca gacggaacga cageggecaca 360
[2815] tatctgtgeg gegecatcag cctggeccee aaggeccaga tcaaagagag cctgagagece 420
[2816] gagctgagag tgaccgagag aagggccgaa gtgectaccg cccactgtee cagecctetg 480
[2817] tttcceggee ctagecaagee tttectgggtg ctggtggtgg tcggaggegt getggectge 540
[2818] tacagcctge tggtcaccgt ggecttcate atcttttggg tccgecagecaa geggagecaga 600
[2819] ggcggecaca gegactacat gaacatgacc cctagacgge ctggecccac cagaaagcac 660
[2820] taccagccct acgecccctee cecgggacttt gecgectaca gaage 705

[2821] <210> 102

[2822] <211> 235

[2823] <212> PRT

[2824]  <213> ALF¥4)

[2825]  <220>

[2826]  <223> huPDI-15aas-CD28Cys

[2827]  <400> 102

[2828] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2829] 1 5 10 15

[2830] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2831] 20 25 30

[2832] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2833] 35 40 45

[2834] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2835] 50 55 60

[2836] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2837] 65 70 75 80

[2838] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2839] 85 90 95

[2840] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2841] 100 105 110

[2842] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2843] 115 120 125

[2844] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2845] 130 135 140

[2846] Thr Glu Arg Arg Ala Glu Val Pro Thr Ala His Cys Pro Ser Pro Leu
[2847] 145 150 155 160
[2848] Phe Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val Val Gly Gly
[2849] 165 170 175

[2850] Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe
[2851] 180 185 190

[2852] Trp Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn
[2853] 195 200 205

[2854] Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr
[2855] 210 215 220
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[2856] Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[2857] 225 230 235

[2858] <210> 103

[2859]  <211> 687

[2860]  <212> DNA

[2861]  <213> A L4

[2862] <220>

[2863]  <223> huPD1-2laas-CD28Cys

[2864]  <400> 103

[2865] atgcagatcc ctcaggeccee ttggectgte gtgtgggetg tgetgeaget gggatggegg 60
[2866] cctggetggt ttctggacag ccccgacaga ccctggaacce cccctacatt tteccecetgee 120
[2867] ctgctggteg tgaccgaggg cgacaatgec accttcacct gtagecttcag caacaccage 180
[2868] gagagcttcg tgctgaactg gtacagaatg agccccagea accagaccga caagetggee 240
[2869] gcettececeg aggatagatc tcagecccegge caggactgece ggttcagagt gacccagetg 300
[2870] cccaacggece gggacttcca catgtctgte gtgegggeca gacggaacga cageggeaca 360
[2871] tatctgtgeg gecgecatcag cctggeccee aaggeccaga tcaaagagag cctgagagee 420
[2872] gagctgagag tgaccgagag aagggcctgt cccagececte tgtttececgg cectagecaag 480
[2873] cctttetggg tgctggtggt ggtecggagge gtgetggeet getacageet getggtcace 540
[2874] gtggecectteca tcatcttttg ggtccgecage aagecggagea gaggeggeca cagegactac 600
[2875] atgaacatga cccctagacg gcctggecece accagaaage actaccagec ctacgecect 660
[2876] ccccgggact ttgecgecta cagaage 687

[2877] <210> 104

[2878] <211> 229

[2879] <212> PRT

[2880] <213> A LJ¥%

[2881]  <220>

[2882] <223> huPD1-2laas-CD28Cys

[2883]  <400> 104

[2884] Met Gln Ile Pro Gln Ala Pro Trp Pro Val Val Trp Ala Val Leu Gln
[2885] 1 5 10 15

[2886] Leu Gly Trp Arg Pro Gly Trp Phe Leu Asp Ser Pro Asp Arg Pro Trp
[2887] 20 25 30

[2888] Asn Pro Pro Thr Phe Ser Pro Ala Leu Leu Val Val Thr Glu Gly Asp
[2889] 35 40 45

[2890] Asn Ala Thr Phe Thr Cys Ser Phe Ser Asn Thr Ser Glu Ser Phe Val

[2891] 50 55 60

[2892] Leu Asn Trp Tyr Arg Met Ser Pro Ser Asn Gln Thr Asp Lys Leu Ala
[2893] 65 70 75 80

[2894] Ala Phe Pro Glu Asp Arg Ser Gln Pro Gly Gln Asp Cys Arg Phe Arg
[2895] 85 90 95

[2896] Val Thr Gln Leu Pro Asn Gly Arg Asp Phe His Met Ser Val Val Arg
[2897] 100 105 110
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[2898] Ala Arg Arg Asn Asp Ser Gly Thr Tyr Leu Cys Gly Ala Ile Ser Leu
[2899] 115 120 125

[2900] Ala Pro Lys Ala Gln Ile Lys Glu Ser Leu Arg Ala Glu Leu Arg Val

[2901] 130 135 140

[2902] Thr Glu Arg Arg Ala Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys
[2903] 145 150 155 160
[2904]  Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser
[2905] 165 170 175

[2906] Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg
[2907] 180 185 190

[2908] Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro
[2909] 195 200 205

[2910] Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe
[2911] 210 215 220

[2912]  Ala Ala Tyr Arg Ser

[2913] 225

[2914]  <210> 105

[2915] <211> 810

[2916]  <212> DNA

[2917]  <213> A LJ¥H

[2918]  <220>

[2919]  <223> muCD2tm-CD28

[2920]  <400> 105

[2921] atgaagtgca agttcctggg ctcattctte ctgetgttca gectgagegg caagggegee 60
[2922] gactgcagag acaacgagac aatctgggge gtgctgggee acggeatcac cctgaacate 120
[2923] cccaacttcc agatgaccga cgacatcgac gaagtgecget gggtgegaag aggecacactg 180
[2924] gtggccgagt tcaagagaaa gaagccccca ttcctgatca gegagacata cgaggtgetg 240
[2925] gccaacggea gectgaagat caagaaaccc atgatgagaa acgacagegg cacctacaac 300
[2926] gtgatggtgt acggcaccaa cggecatgacc agactggaaa aggacctgga cgtgeggate 360
[2927] ctggaaaggg tgtccaagec catgatccac tgggagtgece ccaacaccac cctgacctgt 420
[2928] gctgtgetge agggecaccga cttegagetg aagetgtace agggegagac actgetgaac 480
[2929] tccetgecee agaaaaacat gagctaccag tggaccaacc tgaacgcecce cttcaagtge 540
[2930] gaggccatca accccgtgtc caaagaaagce aagatggaag tcgtgaactg ccccgagaag 600
[2931] ggcetgaget tctacgtgac agtgggegtg ggagetggeg gactgetget ggtgetgetg 660
[2932] gtggceetgt tcatcttctg catctgecaac agcagacgga acagaggcgg ccagagegac 720
[2933] tacatgaaca tgacccccag aaggcctgge ctgaccagaa agccctacca gecttacgee 780
[2934] cctgccagag acttcgecge ctacagacct 810

[2935] <210> 106

[2936] <211> 270

[2937] <212> PRT

[2938] <213> A T4

[2939] <220>
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[2940]  <223> muCD2tm-CD28

[2941]  <400> 106

[2942] Met Lys Cys Lys Phe Leu Gly Ser Phe Phe Leu Leu Phe Ser Leu Ser
[2943] 1 5 10 15
[2944]  Gly Lys Gly Ala Asp Cys Arg Asp Asn Glu Thr Ile Trp Gly Val Leu
[2945] 20 25 30

[2946] Gly His Gly Ile Thr Leu Asn Ile Pro Asn Phe Gln Met Thr Asp Asp
[2947] 35 40 45

[2948] Ile Asp Glu Val Arg Trp Val Arg Arg Gly Thr Leu Val Ala Glu Phe
[2949] 50 55 60

[2950] Lys Arg Lys Lys Pro Pro Phe Leu Ile Ser Glu Thr Tyr Glu Val Leu
[2951] 65 70 75 80
[2952] Ala Asn Gly Ser Leu Lys Ile Lys Lys Pro Met Met Arg Asn Asp Ser
[2953] 85 90 95
[2954]  Gly Thr Tyr Asn Val Met Val Tyr Gly Thr Asn Gly Met Thr Arg Leu
[2955] 100 105 110

[2956] Glu Lys Asp Leu Asp Val Arg Ile Leu Glu Arg Val Ser Lys Pro Met
[2957] 115 120 125

[2958] Ile His Trp Glu Cys Pro Asn Thr Thr Leu Thr Cys Ala Val Leu Gln
[2959] 130 135 140

[2960] Gly Thr Asp Phe Glu Leu Lys Leu Tyr Gln Gly Glu Thr Leu Leu Asn
[2961] 145 150 155 160
[2962] Ser Leu Pro Gln Lys Asn Met Ser Tyr Gln Trp Thr Asn Leu Asn Ala
[2963] 165 170 175
[2964] Pro Phe Lys Cys Glu Ala Ile Asn Pro Val Ser Lys Glu Ser Lys Met
[2965] 180 185 190

[2966]  Glu Val Val Asn Cys Pro Glu Lys Gly Leu Ser Phe Tyr Val Thr Val
[2967] 195 200 205

[2968] Gly Val Gly Ala Gly Gly Leu Leu Leu Val Leu Leu Val Ala Leu Phe
[2969] 210 215 220

[2970] 1Ile Phe Cys Ile Cys Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp
[2971] 225 230 235 240
[2972] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr
[2973] 245 250 255
[2974]  Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[2975] 260 265 270

[2976] <210> 107

[2977]  <211> 813

[2978]  <212> DNA

[2979]1  <213> A_LJ¥4

[2980]  <220>

[2981]  <223> muCD2-CD28tm
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[2982]  <400> 107

[2983] atgaagtgca agttcctggg ctcattctte ctgetgttca gectgagegg caagggegee 60
[2984] gactgcagag acaacgagac aatctgggge gtgctgggee acggeatcac cctgaacate 120
[2985] cccaacttcc agatgaccga cgacatcgac gaagtgecget gggtgegaag aggecacactg 180
[2986] gtggccgagt tcaagagaaa gaagccccca ttcctgatca gegagacata cgaggtgetg 240
[2987] gccaacggca gectgaagat caagaaaccc atgatgagaa acgacagegg cacctacaac 300
[2988] gtgatggtgt acggcaccaa cggcatgacc agactggaaa aggacctgga cgtgeggate 360
[2989] ctggaaaggg tgtccaagec catgatccac tgggagtgece ccaacaccac cctgacctgt 420
[2990] getgtgetge agggeaccga cttegagetg aagetgtace agggegagac actgetgaac 480
[2991] tccetgecee agaaaaacat gagctaccag tggaccaacc tgaacgcecce cttcaagtge 540
[2992] gaggccatca acccegtgtc caaagaaage aagatggaag tcgtgaactg ccccgagaag 600
[2993] ggcetgaget tectgggeeet ggtggtgeteg gecggegtge tgttttgtta cggectgete 660
[2994] gtgaccgtgg ccctgtgegt gatctggacc aacagcagaa gaaacagagg cggecagage 720
[2995] gactacatga acatgacccc cagaaggcct ggcctgacca gaaagcccta ccagecttac 780
[2996] gcccctgeca gagacttcge cgectacaga cce 813

[2997] <210> 108

[2998]  <211> 271

[2999]  <212> PRT

[3000] <213> AT 4

[3001]  <220>

[3002] <223> muCD2-CD28tm

[3003]  <400> 108

[3004] Met Lys Cys Lys Phe Leu Gly Ser Phe Phe Leu Leu Phe Ser Leu Ser
[3005] 1 5 10 15

[3006] Gly Lys Gly Ala Asp Cys Arg Asp Asn Glu Thr Ile Trp Gly Val Leu
[3007] 20 25 30

[3008] Gly His Gly Ile Thr Leu Asn Ile Pro Asn Phe Gln Met Thr Asp Asp
[3009] 35 40 45

[3010] Ile Asp Glu Val Arg Trp Val Arg Arg Gly Thr Leu Val Ala Glu Phe
[3011] 50 55 60

[3012] Lys Arg Lys Lys Pro Pro Phe Leu Ile Ser Glu Thr Tyr Glu Val Leu
[3013] 65 70 75 80

[3014] Ala Asn Gly Ser Leu Lys Ile Lys Lys Pro Met Met Arg Asn Asp Ser
[3015] 85 90 95

[3016] Gly Thr Tyr Asn Val Met Val Tyr Gly Thr Asn Gly Met Thr Arg Leu
[3017] 100 105 110

[3018] Glu Lys Asp Leu Asp Val Arg Ile Leu Glu Arg Val Ser Lys Pro Met
[3019] 115 120 125

[3020] Ile His Trp Glu Cys Pro Asn Thr Thr Leu Thr Cys Ala Val Leu Gln
[3021] 130 135 140

[3022] Gly Thr Asp Phe Glu Leu Lys Leu Tyr Gln Gly Glu Thr Leu Leu Asn
[3023] 145 150 155 160
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[3024] Ser Leu Pro Gln Lys Asn Met Ser Tyr Gln Trp Thr Asn Leu Asn Ala
[3025] 165 170 175

[3026] Pro Phe Lys Cys Glu Ala Ile Asn Pro Val Ser Lys Glu Ser Lys Met
[3027] 180 185 190

[3028] Glu Val Val Asn Cys Pro Glu Lys Gly Leu Ser Phe Trp Ala Leu Val

[3029] 195 200 205

[3030] Val Val Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala
[3031] 210 215 220

[3032] Leu Cys Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser
[3033] 225 230 235 240
[3034] Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro
[3035] 245 250 255

[3036] Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[3037] 260 265 270

[3038]  <210> 109

[3039]  <211> 840

[3040]  <212> DNA

[3041]  <213> AT J¥4

[3042] <220>

[3043]  <223> muCD2-CD28Cys

[3044]  <400> 109

[3045] atgaagtgca agttcctggg ctcattctte ctgetgttca gectgagegg caagggegee 60
[3046] gactgcagag acaacgagac aatctggggce gtgetgggee acggecatcac cctgaacate 120
[3047] cccaacttcc agatgaccga cgacatcgac gaagtgcget gggtgegaag aggcacactg 180
[3048] gtggccgagt tcaagagaaa gaagccccca ttcctgatca gegagacata cgaggtgetg 240
[3049] gccaacggca gcctgaagat caagaaaccc atgatgagaa acgacagegg cacctacaac 300
[3050] gtgatggtgt acggcaccaa cggcatgacc agactggaaa aggacctgga cgtgeggatce 360
[3051] ctggaaaggg tgtccaagcc catgatccac tgggagtgee ccaacaccac cctgacctgt 420
[3052] getgtgetge agggeaccga cttegagetg aagetgtace agggegagac actgetgaac 480
[3053] tccetgecece agaaaaacat gagctaccag tggaccaacc tgaacgeccce cttcaagtge 540
[3054] gaggccatca acccegtgte caaagaaage aagatggaag tcgtgaactg ccccgagaag 600
[3055] ggcctgaget gecacaccca gagcageccce aagetgttet gggecetggt ggtggtggee 660
[3056] ggcgtgetgt tttgttacgg cctgetegtg accgtggeee tgtgegtgat ctggaccaac 720
[3057] agcagaagaa acagaggcgg ccagagcgac tacatgaaca tgacccccag aaggectgge 780
[3058] ctgaccagaa agccctacca gccttacgec cctgecagag acttcgecge ctacagacct 840
[3059]  <210> 110

[3060]  <211> 280

[3061]  <212> PRT

[3062]  <213> A TJ#4

[3063]  <220>

[3064]  <223> muCD2-CD28Cys

[3065]  <400> 110

139



CN 110621335 B F 5 = 74/149 T
[3066] Met Lys Cys Lys Phe Leu Gly Ser Phe Phe Leu Leu Phe Ser Leu Ser
[3067] 1 5 10 15
[3068] Gly Lys Gly Ala Asp Cys Arg Asp Asn Glu Thr Ile Trp Gly Val Leu
[3069] 20 25 30

[3070] Gly His Gly Ile Thr Leu Asn Ile Pro Asn Phe Gln Met Thr Asp Asp
[3071] 35 40 45

[3072] Ile Asp Glu Val Arg Trp Val Arg Arg Gly Thr Leu Val Ala Glu Phe
[3073] 50 55 60

[3074] Lys Arg Lys Lys Pro Pro Phe Leu Ile Ser Glu Thr Tyr Glu Val Leu
[3075] 65 70 75 80
[3076] Ala Asn Gly Ser Leu Lys Ile Lys Lys Pro Met Met Arg Asn Asp Ser
[3077] 85 90 95
[3078] Gly Thr Tyr Asn Val Met Val Tyr Gly Thr Asn Gly Met Thr Arg Leu
[3079] 100 105 110

[3080] Glu Lys Asp Leu Asp Val Arg Ile Leu Glu Arg Val Ser Lys Pro Met
[3081] 115 120 125

[3082] Ile His Trp Glu Cys Pro Asn Thr Thr Leu Thr Cys Ala Val Leu Gln
[3083] 130 135 140

[3084] Gly Thr Asp Phe Glu Leu Lys Leu Tyr Gln Gly Glu Thr Leu Leu Asn
[3085] 145 150 155 160
[3086] Ser Leu Pro Gln Lys Asn Met Ser Tyr Gln Trp Thr Asn Leu Asn Ala
[3087] 165 170 175
[3088] Pro Phe Lys Cys Glu Ala Ile Asn Pro Val Ser Lys Glu Ser Lys Met
[3089] 180 185 190

[3090] Glu Val Val Asn Cys Pro Glu Lys Gly Leu Ser Cys His Thr Gln Ser
[3091] 195 200 205

[3092] Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe
[3093] 210 215 220

[3094] Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn
[3095] 225 230 235 240
[3096] Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro
[3097] 245 250 255
[3098] Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala
[3099] 260 265 270

[3100] Arg Asp Phe Ala Ala Tyr Arg Pro

[3101] 275 280

[3102] <210> 111

[3103] <211> 861

[3104]  <212> DNA

[3105]  <213> A_LJ74

[3106]  <220>

[3107]  <223> muCD2-CD28Cys-41BBic
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[3108]  <400> 111

[3109] atgaagtgca agttcctggg ctcattctte ctgetgttca gectgagegg caagggegee 60
[3110] gactgcagag acaacgagac aatctgggge gtgctgggee acggeatcac cctgaacate 120
[3111] cccaacttcc agatgaccga cgacatcgac gaagtgecget gggtgegaag aggecacactg 180
[3112] gtggccgagt tcaagagaaa gaagccccca ttcctgatca gegagacata cgaggtgetg 240
[3113] gccaacggea gectgaagat caagaaaccc atgatgagaa acgacagegg cacctacaac 300
[3114] gtgatggtgt acggcaccaa cggcatgacc agactggaaa aggacctgga cgtgeggatce 360
[3115] ctggaaaggg tgtccaagec catgatccac tgggagtgece ccaacaccac cctgacctgt 420
[3116] gctgtgetge agggecaccga cttegagetg aagetgtace agggegagac actgetgaac 480
[3117] tccetgecee agaaaaacat gagctaccag tggaccaacc tgaacgcecce cttcaagtge 540
[3118] gaggccatca accccgtgtc caaagaaage aagatggaag tcgtgaactg ccccgagaag 600
[3119] ggcctgaget gecacaccca gagcageccce aagetgttet gggecetggt ggtggtggee 660
[3120] ggcgtgetgt tttgttacgg cctgetegtg accgtggeee tgtgegtgat ctggaccage 720
[3121] gtgctgaagt ggatcagaaa gaagttcccc cacatcttca agcagecctt caagaaaacc 780
[3122] accggegetg cccaggaaga ggacgectge agetgtagat gecctcagga agaagaagge 840
[3123]  ggcggaggeg getacgaget g 861

[3124] <210> 112

[3125] <211> 287

[3126] <212> PRT

[3127]  <213> A LJ¥4

[3128]  <220>

[3129] <223> muCD2-CD28Cys-41BBic

[3130]  <400> 112

[3131] Met Lys Cys Lys Phe Leu Gly Ser Phe Phe Leu Leu Phe Ser Leu Ser
[3132] 1 5 10 15

[3133] Gly Lys Gly Ala Asp Cys Arg Asp Asn Glu Thr Ile Trp Gly Val Leu
[3134] 20 25 30

[3135] Gly His Gly Ile Thr Leu Asn Ile Pro Asn Phe Gln Met Thr Asp Asp
[3136] 35 40 45

[3137] Ile Asp Glu Val Arg Trp Val Arg Arg Gly Thr Leu Val Ala Glu Phe
[3138] 50 55 60

[3139] Lys Arg Lys Lys Pro Pro Phe Leu Ile Ser Glu Thr Tyr Glu Val Leu
[3140] 65 70 75 80

[3141] Ala Asn Gly Ser Leu Lys Ile Lys Lys Pro Met Met Arg Asn Asp Ser
[3142] 85 90 95

[3143] Gly Thr Tyr Asn Val Met Val Tyr Gly Thr Asn Gly Met Thr Arg Leu
[3144] 100 105 110

[3145] Glu Lys Asp Leu Asp Val Arg Ile Leu Glu Arg Val Ser Lys Pro Met
[3146] 115 120 125

[3147] Ile His Trp Glu Cys Pro Asn Thr Thr Leu Thr Cys Ala Val Leu Gln
[3148] 130 135 140

[3149]  Gly Thr Asp Phe Glu Leu Lys Leu Tyr Gln Gly Glu Thr Leu Leu Asn

141



CN 110621335 B F 5 = 76/149 T
[3150] 145 150 155 160
[3151] Ser Leu Pro Gln Lys Asn Met Ser Tyr Gln Trp Thr Asn Leu Asn Ala
[3152] 165 170 175

[3153] Pro Phe Lys Cys Glu Ala Ile Asn Pro Val Ser Lys Glu Ser Lys Met
[3154] 180 185 190

[3155] Glu Val Val Asn Cys Pro Glu Lys Gly Leu Ser Cys His Thr Gln Ser
[3156] 195 200 205

[3157] Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe
[3158] 210 215 220

[3159] Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Ser
[3160] 225 230 235 240
[3161] Val Leu Lys Trp Ile Arg Lys Lys Phe Pro His Ile Phe Lys Gln Pro
[3162] 245 250 255

[3163] Phe Lys Lys Thr Thr Gly Ala Ala Gln Glu Glu Asp Ala Cys Ser Cys
[3164] 260 265 270

[3165] Arg Cys Pro Gln Glu Glu Glu Gly Gly Gly Gly Gly Tyr Glu Leu

[3166] 275 280 285

[3167] <210> 113

[3168] <211> 1080

[3169]  <212> DNA

[3170]  <213> A TJ¥4

[3171]  <220>

[3172]  <223> muCD200R-3aas-CD28Cys tm ic-41BB

[3173]  <400> 113

[3174] atgttctget tctggeggac aagecgecctg gecgtgetge tgatctgggg agtgtttgtg 60
[3175] gccggeagea getgeaccga caagaaccag accacccaga acaacageag cagecccetg 120
[3176] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[3177] agcatccctc tgaccaagge tgtgetgatc acctggatca tcaagetgag aggectgeee 240
[3178] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagetg cctgggeaga 300
[3179] aacatcacct gggccagcac cccagaccac agccctgage tgcagatcag cgecgtgaca 360
[3180] ctgcagcacg agggcaccta cacatgcgag acagtgaccce ccgagggeaa cttcgagaag 420
[3181] aactacgatc tgcaggtget ggtgeccccece gaagtgacct acttccccga gaagaataga 480
[3182] agcgeegtgt gegaggecat ggetggeaaa cctgecgece agatctettg gagecctgac 540
[3183] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagcace 600
[3184] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tcgtgtecca cctgaccgge 660
[3185] aaccagagcc tgagcatcga gctgagcaga ggeggaaacc agtcctgeca cacccagage 720
[3186] agccccaage tgttctggge cetggtggtg gtggecggeg tgetgttttg ttacggectg 780
[3187] ctcgtgaccg tggecctgtg cgtgatctgg accaacagca gaagaaacag aggeggecag 840
[3188] agcgactaca tgaacatgac ccccagaagg cctggectga ccagaaagec ctaccagect 900
[3189] tacgcccetg ccagagactt cgecgectac agacctageg tgetgaagtg gatcagaaag 960
[3190] aagttcccce acatcttcaa gcagecccttc aagaaaacca ccggegetge ccaggaagag 1020
[3191] gacgcctgea getgtagatg ccctcaggaa gaagaaggeg geggaggegg ctacgagetg 1080
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[3192] <210> 114

[3193] <211> 360

[3194]  <212> PRT

[3195]  <213> A TJ&4

[3196]  <220>

[3197]  <223> muCD200R-3aas-CD28Cys tm ic-41BB

[3198]  <400> 114

[3199] Met Phe Cys Phe Trp Arg Thr Ser Ala Leu Ala Val Leu Leu Ile Trp
[3200] 1 5 10 15
[3201] Gly Val Phe Val Ala Gly Ser Ser Cys Thr Asp Lys Asn Gln Thr Thr
[3202] 20 25 30

[3203] Gln Asn Asn Ser Ser Ser Pro Leu Thr Gln Val Asn Thr Thr Val Ser
[3204] 35 40 45

[3205] Val Gln Ile Gly Thr Lys Ala Leu Leu Cys Cys Phe Ser Ile Pro Leu
[3206] 50 55 60

[3207] Thr Lys Ala Val Leu Ile Thr Trp Ile Ile Lys Leu Arg Gly Leu Pro
[3208] 65 70 75 80
[3209] Ser Cys Thr Ile Ala Tyr Lys Val Asp Thr Lys Thr Asn Glu Thr Ser
[3210] 85 90 95
[3211]  Cys Leu Gly Arg Asn Ile Thr Trp Ala Ser Thr Pro Asp His Ser Pro
[3212] 100 105 110

[3213] Glu Leu Gln Ile Ser Ala Val Thr Leu Gln His Glu Gly Thr Tyr Thr
[3214] 115 120 125

[3215] Cys Glu Thr Val Thr Pro Glu Gly Asn Phe Glu Lys Asn Tyr Asp Leu
[3216] 130 135 140

[3217]  Gln Val Leu Val Pro Pro Glu Val Thr Tyr Phe Pro Glu Lys Asn Arg
[3218] 145 150 155 160
[3219] Ser Ala Val Cys Glu Ala Met Ala Gly Lys Pro Ala Ala Gln Ile Ser
[3220] 165 170 175
[3221] Trp Ser Pro Asp Gly Asp Cys Val Thr Thr Ser Glu Ser His Ser Asn
[3222] 180 185 190

[3223] Gly Thr Val Thr Val Arg Ser Thr Cys His Trp Glu Gln Asn Asn Val
[3224] 195 200 205

[3225] Ser Asp Val Ser Cys Ile Val Ser His Leu Thr Gly Asn Gln Ser Leu
[3226] 210 215 220

[3227] Ser Ile Glu Leu Ser Arg Gly Gly Asn Gln Ser Cys His Thr Gln Ser
[3228] 225 230 235 240
[3229] Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe
[3230] 245 250 255
[3231] Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn
[3232] 260 265 270

[3233] Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro

143



CN 110621335 B F 5 = 78/149 T
[3234] 275 280 285

[3235] Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala
[3236] 290 295 300

[3237] Arg Asp Phe Ala Ala Tyr Arg Pro Ser Val Leu Lys Trp Ile Arg Lys
[3238] 305 310 315 320
[3239] Lys Phe Pro His Ile Phe Lys Gln Pro Phe Lys Lys Thr Thr Gly Ala
[3240] 325 330 335

[3241] Ala Gln Glu Glu Asp Ala Cys Ser Cys Arg Cys Pro Gln Glu Glu Glu
[3242] 340 345 350

[3243] Gly Gly Gly Gly Gly Tyr Glu Leu

[3244] 355 360

[3245] <210> 115

[3246] <211> 966

[3247]  <212> DNA

[3248]  <213> A LJ¥4

[3249]  <220>

[3250]  <223> muCD200R-CD28Cys tm ic-41BB

[3251]  <400> 115

[3252] atgttctget tctggeggac aagegeccetg gecgtgetge tgatctgggg agtgtttgtg 60
[3253] gccggcagea getgecaccga caagaaccag accacccaga acaacageag cagececetg 120
[3254] acccaagtga acaccaccgt gtccgtgecag atcggcacca aggecctget gtgetgttte 180
[3255] agcatcccte tgaccaagge tgtgetgatc acctggatca tcaagetgag aggectgece 240
[3256] agctgcacaa tcgcctacaa ggtggacacc aagaccaacg agacaagcetg cctgggeaga 300
[3257] aacatcacct gggccagecac cccagaccac agccctgage tgecagatcag cgecgtgaca 360
[3258] ctgcagcacg agggcaccta cacatgcgag acagtgacce ccgagggeaa cttcgagaag 420
[3259] aactacgatc tgcaggtget ggtgccccee gaagtgacct acttcccega gaagaataga 480
[3260] agcgcegtgt gegaggecat ggetggeaaa cetgeegece agatctettg gageectgac 540
[3261] ggcgactgtg tgaccaccag cgagagccac agcaacggea cagtgaccgt geggagecace 600
[3262] tgtcactggg agcagaacaa cgtgtccgac gtgtcctgea tegtgtceca cetgaccgge 660
[3263] aaccagagcc tgagcatcga gectgagcaga ggecggaaacc agtccctgag gecctgecac 720
[3264] acccagagca gccccaaget gttctgggee ctggtggtge tggeeggegt getgttttgt 780
[3265] tacggecctge tcgtgaccgt ggecctgtge gtgatctgga ccagegtget gaagtggatce 840
[3266] agaaagaagt tcccccacat cttcaagcag cccttcaaga aaaccaccgg cgectgeccag 900
[3267] gaagaggacg cctgcagetg tagatgccct caggaagaag aaggecggegg aggeggetac 960
[3268] gagctg 966

[3269] <210> 116

[3270] <211> 322

[3271]1  <212> PRT

[3272]  <213> A L4

[3273]  <220>

[3274]  <223> muCD200R-CD28Cys tm ic-41BB

[3275]  <400> 116
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[3276] Met Phe Cys Phe Trp Arg Thr Ser Ala Leu Ala Val Leu Leu Ile Trp
[3277] 1 5 10 15
[3278] Gly Val Phe Val Ala Gly Ser Ser Cys Thr Asp Lys Asn Gln Thr Thr
[3279] 20 25 30

[3280] Gln Asn Asn Ser Ser Ser Pro Leu Thr Gln Val Asn Thr Thr Val Ser
[3281] 35 40 45

[3282] Val Gln Ile Gly Thr Lys Ala Leu Leu Cys Cys Phe Ser Ile Pro Leu
[3283] 50 55 60

[3284] Thr Lys Ala Val Leu Ile Thr Trp Ile Ile Lys Leu Arg Gly Leu Pro
[3285] 65 70 75 80
[3286] Ser Cys Thr Ile Ala Tyr Lys Val Asp Thr Lys Thr Asn Glu Thr Ser
[3287] 85 90 95
[3288] Cys Leu Gly Arg Asn Ile Thr Trp Ala Ser Thr Pro Asp His Ser Pro
[3289] 100 105 110

[3290] Glu Leu Gln Ile Ser Ala Val Thr Leu Gln His Glu Gly Thr Tyr Thr
[3291] 115 120 125

[3292] Cys Glu Thr Val Thr Pro Glu Gly Asn Phe Glu Lys Asn Tyr Asp Leu
[3293] 130 135 140

[3294] Gln Val Leu Val Pro Pro Glu Val Thr Tyr Phe Pro Glu Lys Asn Arg
[3295] 145 150 155 160
[3296] Ser Ala Val Cys Glu Ala Met Ala Gly Lys Pro Ala Ala Gln Ile Ser
[3297] 165 170 175
[3298] Trp Ser Pro Asp Gly Asp Cys Val Thr Thr Ser Glu Ser His Ser Asn
[3299] 180 185 190

[3300] Gly Thr Val Thr Val Arg Ser Thr Cys His Trp Glu Gln Asn Asn Val
[3301] 195 200 205

[3302] Ser Asp Val Ser Cys Ile Val Ser His Leu Thr Gly Asn Gln Ser Leu
[3303] 210 215 220

[3304] Ser Ile Glu Leu Ser Arg Gly Gly Asn Gln Ser Leu Arg Pro Cys His
[3305] 225 230 235 240
[3306] Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly
[3307] 245 250 255
[3308] Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile
[3309] 260 265 270

[3310] Trp Thr Ser Val Leu Lys Trp Ile Arg Lys Lys Phe Pro His Ile Phe
[3311] 275 280 285

[3312] Lys Gln Pro Phe Lys Lys Thr Thr Gly Ala Ala Gln Glu Glu Asp Ala
[3313] 290 295 300

[3314] Cys Ser Cys Arg Cys Pro Gln Glu Glu Glu Gly Gly Gly Gly Gly Tyr
[3315] 305 310 315 320
[3316] Glu Leu

[3317]  <210> 117
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[3318] <211> 681

[3319]  <212> DNA

[3320] <213> A LJ7%

[3321]  <220>

[3322]  <223> muFas tm-CD28

[3323]  <400> 117

[3324] atgctgtgga tctgggeecgt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[3325] acccagggca ccaacagcat cagcgagage ctgaagctga gaagaagagt gegegagaca 120
[3326] gacaagaact gcagcgaggg cctgtaccag ggecggaccet tctgetgtca gecttgecag 180
[3327] cccggecaaga aaaaggtgga agattgcaag atgaacggeg gecacccctac ctgegeceet 240
[3328] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[3329] accctgtgeg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[3330] accaagtgca agtgcaaacc cgacttctac tgcgacagec ccggetgega gecactgegte 420
[3331] agatgtgcct cttgecgagea cggecaccetg gaaccttgta ccgecaccag caacaccaac 480
[3332] tgccggaage agageccccag aaacagactg tggetgetga ccatcectggt getgetgate 540
[3333] ccectggtgt tcatctacaa cagcagaaga aacagaggeg gccagagega ctacatgaac 600
[3334] atgaccccca gaaggectgg cctgaccaga aagccctace agecttacge ccctgecaga 660
[3335] gacttcgceg cctacagace t 681

[3336] <210> 118

[3337] <211> 227

[3338] <212> PRT

[3339]  <213> A LF¥4

[3340]  <220>

[3341]  <223> muFas tm-CD28

[3342]  <400> 118

[3343] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
[3344] 1 5 10 15

[3345] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
[3346] 20 25 30

[3347] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[3348] 35 40 45

[3349] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[3350] 50 55 60

[3351] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[3352] 65 70 75 80

[3353] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[3354] 85 90 95

[3355] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[3356] 100 105 110

[3357] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[3358] 115 120 125

[3359] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
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[3360] 130 135 140

[3361] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[3362] 145 150 155 160
[3363] Cys Arg Lys Gln Ser Pro Arg Asn Arg Leu Trp Leu Leu Thr Ile Leu
[3364] 165 170 175

[3365] Val Leu Leu Ile Pro Leu Val Phe Ile Tyr Asn Ser Arg Arg Asn Arg
[3366] 180 185 190

[3367] Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu
[3368] 195 200 205

[3369] Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala
[3370] 210 215 220

[3371] Tyr Arg Pro

[3372] 225

[3373] <210> 119

[3374] <211> 711

[3375]  <212> DNA

[3376]  <213> A T4

[3377]  <220>

[3378]  <223> muFas-CD28tm

[3379]  <400> 119

[3380] atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[3381] acccagggca ccaacagcat cagcgagage ctgaagctga gaagaagagt gegegagaca 120
[3382] gacaagaact gcagcgaggg cctgtaccag ggecggaccet tctgetgteca gecttgecag 180
[3383] cccggcaaga aaaaggtgga agattgcaag atgaacggeg gcacccctac ctgegeccet 240
[3384] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[3385] accctgtgcg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[3386] accaagtgca agtgcaaacc cgacttctac tgcgacagee ccggetgega gecactgegte 420
[3387] agatgtgcct cttgcgagea cggecaccctg gaaccttgta ccgecaccag caacaccaac 480
[3388] tgcecggaage agagecccag aaacagattc tgggeectgg tggtggtgge cggegtgetg 540
[3389] ttttgttacg gectgetegt gaccgtggee ctgtgegtga tctggaccaa cagcagaaga 600
[3390] aacagaggcg gccagagecga ctacatgaac atgaccccca gaaggectgg cctgaccaga 660
[3391] aagccctacc agecttacge ccctgecaga gacttcgeeg cctacagace t 711

[3392] <210> 120

[3393] <211> 237

[3394] <212> PRT

[3395] <213> A LJ7%

[3396]  <220>

[3397]  <223> muFas-CD28tm

[3398]  <400> 120

[3399] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
[3400] 1 5 10 15

[3401] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
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[3402] 20 25 30

[3403] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[3404] 35 40 45

[3405] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[3406] 50 55 60

[3407] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[3408] 65 70 75 80

[3409] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[3410] 85 90 95

[3411] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[3412] 100 105 110

[3413] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[3414] 115 120 125

[3415] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[3416] 130 135 140

[3417] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[3418] 145 150 155 160
[3419] Cys Arg Lys Gln Ser Pro Arg Asn Arg Phe Trp Ala Leu Val Val Val

[3420] 165 170 175

[3421] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[3422] 180 185 190

[3423] Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr
[3424] 195 200 205

[3425] Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln
[3426] 210 215 220

[3427] Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[3428] 225 230 235

[3429] <210> 121

[3430] <211> 738

[3431]  <212> DNA

[3432]  <213> AT J¥4l

[3433]  <220>

[3434] <223> muFas-CD28Cys

[3435]  <400> 121

[3436] atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[3437] acccagggca ccaacagcat cagcgagage ctgaagctga gaagaagagt gcgegagaca 120
[3438] gacaagaact gcagcgaggg cctgtaccag ggecggaccet tctgetgteca gecttgecag 180
[3439] cccggeaaga aaaaggtgga agattgcaag atgaacggeg geacccctac ctgegeceet 240
[3440] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[3441] accctgtgeg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[3442] accaagtgca agtgcaaacc cgacttctac tgcgacagce ccggetgega gecactgegte 420
[3443] agatgtgcet cttgegageca cggecaccctg gaaccttgta ccgecaccag caacaccaac 480
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[3444]
[3445]
[3446]
[3447]
[3448]
[3449]
[3450]
[3451]
[3452]
[3453]
[3454]
[3455]
[3456]
[3457]
[3458]
[3459]
[3460]
[3461]
[3462]
[3463]
[3464]
[3465]
[3466]
[3467]
[3468]
[3469]
[3470]
[3471]
[3472]
[3473]
[3474]
[3475]
[3476]
[3477]
[3478]
[3479]
[3480]
[3481]
[3482]
[3483]
[3484]
[3485]

tgccggaage

agagccccag aaacagatge cacacccaga gcagccccaa getgttetgg 540

gccetggtgg tggtggecgg cgtgetgttt tgttacggece

tgecgtgatcet

ggaccaacag cagaagaaac agaggcggece

acccccagaa ggectggect gaccagaaag ccctaccage

ttcgeegecet
<210> 122
211> 246
<212> PRT
213> N T4
220>
<223> muFas-CD28Cys
<400> 122
Met Leu Trp Ile

1

Leu

Leu

Tyr

Lys

65

Cys

Cys

Thr

Phe

Cys

145

Cys

Lys

Gly

Arg

Pro
225

Arg

Arg

Gln

50

Val

Thr

Arg

Asn

Tyr

130

Glu

Arg

Leu

Leu

Asn

210
Gly

Val
Arg
35

Gly
Glu
Glu
Arg
Cys
115
Cys
His
Lys
Phe
Leu
195

Arg

Leu

acagacct 738

His
20

Arg
Gly
Asp
Gly
Cys
100
Thr
Asp
Gly
Gln
Trp
180
Val

Gly

Thr

Val

Pro

Cys

Lys

85

Thr

Leu

Ser

Thr

Ser

165

Ala

Thr

Gly

Arg

Ala

Gln

Arg

Phe

Lys

70

Glu

Leu

Thr

Pro

Leu

150

Pro

Leu

Val

Gln

Lys
230

Val

Gly

Glu

Cys

55

Met

Tyr

Cys

Gln

Gly

135

Glu

Arg

Val

Ala

Ser

215

Pro

Leu
Thr
Thr
40

Cys
Asn
Met
Asp
Asn
120
Cys
Pro
Asn
Val
Leu
200

Asp

Tyr

Pro
Asn
25

Asp
Gln
Gly
Asp
Glu
105
Thr

Glu

Cys

Val
185
Cys

Tyr

Gln

149

Leu
10

Ser
Lys
Pro
Gly
Lys
90

Glu
Lys
His
Thr
Cys
170
Ala
Val

Met

Pro

Val

Ile

Asn

Cys

Thr

75

Asn

His

Cys

Cys

Ala

155

His

Gly

Ile

Asn

Tyr
235

tgetegtgac cgtggecetg 600

agagcgacta catgaacatg 660

cttacgccece tgccagagac 720

Leu

Ser

Cys

Gln

60

Pro

His

Gly

Lys

Val

140

Thr

Thr

Val

Trp

Met

220
Ala

Ala
Glu
Ser
45

Pro
Thr
Tyr
Leu
Cys
125
Arg
Ser
Gln
Leu
Thr
205

Thr

Pro

Gly
Ser
30

Glu
Gly
Cys
Ala
Glu
110
Lys
Cys
Asn
Ser
Phe
190
Asn

Pro

Ala

Ser
15

Leu
Gly
Lys
Ala
Asp
95

Val
Pro
Ala
Thr
Ser
175
Cys
Ser

Arg

Arg

Gln

Lys

Leu

Lys

Pro

80

Lys

Glu

Asp

Ser

Asn

160

Pro

Tyr

Arg

Arg

Asp
240
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[3486] Phe Ala Ala Tyr Arg Pro

[3487] 245

[3488] <210> 123

[3489]  <211> 711

[3490]  <212> DNA

[3491]  <213> A TF4

[3492] <220>

[3493] <223> muFas-9aas-CD28Cys

[3494]  <400> 123

[3495] atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[3496] acccagggca ccaacagcat cagcgagage ctgaagctga gaagaagagt gegegagaca 120
[3497] gacaagaact gcagcgaggg cctgtaccag ggecggaccet tctgetgteca gecttgecag 180
[3498] cccggecaaga aaaaggtgga agattgcaag atgaacggeg gecacccctac ctgegeceet 240
[3499] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[3500] accctgtgeg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[3501] accaagtgca agtgcaaacc cgacttctac tgcgacagece ccggetgega gecactgegte 420
[3502] agatgtgcct cttgegagea cggecaccctg gaaccttgta ccgecaccag caacaccaac 480
[3503] tgccacacce agagcagecc caagetgtte tgggecctgg tggtggtgge cggegtgetg 540
[3504] ttttgttacg gectgetegt gaccgtggee ctgtgegtga tctggaccaa cagcagaaga 600
[3505] aacagaggcg gccagagega ctacatgaac atgaccccca gaaggectgg cctgaccaga 660
[3506] aagccctacc ageccttacge ccctgecaga gacttcgeeg cctacagace t 711

[3507] <210> 124

[3508] <211> 237

[3509] <212> PRT

[3510] <213> A LJ7%)

[3511]  <220>

[3512] <223> muFas-9aas-CD28Cys

[3513]  <400> 124

[3514] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
[3515] 1 5 10 15

[3516] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
[3517] 20 25 30

[3518] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[3519] 35 40 45

[3520] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[3521] 50 55 60

[3522] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[3523] 65 70 75 80

[3524] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[3525] 85 90 95

[3526] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[3527] 100 105 110
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[3528] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[3529] 115 120 125

[3530] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[3531] 130 135 140

[3532] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[3533] 145 150 155 160
[3534] Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val

[3535] 165 170 175

[3536] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[3537] 180 185 190

[3538] Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr
[3539] 195 200 205

[3540] Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln
[3541] 210 215 220

[3542] Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[3543] 225 230 235

[3544]  <210> 125

[3545] <211> 693

[3546]  <212> DNA

[3547]  <213> AT J¥4l

[3548]  <220>

[3549]  <223> muPD1tm-CD28

[3550]  <400> 125

[3551] atgtgggtge gacaggtgee ctggtettte acctgggetg tgetgecaget gagetggeag 60
[3552] tctggetgge tgetggaagt gectaacgge ccttggagaa gectgacctt ctaccceget 120
[3553] tggctgacecg tgtcectgaggg cgecaacgee accttcacct gtagectgag caattggage 180
[3554] gaggacctga tgctgaactg gaacagactg agccccagca accagaccga gaagcaggece 240
[3555] gccttctgea acggectgte tcagectgtg caggacgeca gattccagat catccagetg 300
[3556] cccaacagac acgacttcca catgaacatc ctggacacca gaagaaacga cagcggcatc 360
[3557] tacctgtgecg gecgeccatcag cctgecaccece aaggecaaga tcgaggaatce tcctggegee 420
[3558] gagctggtcg tgaccgagag aatcctggaa acctccacca gataccccag ccccageect 480
[3559] aagcccgagg gecagatttca gggecatggtc atcggecatca tgagegecet cgtgggeate 540
[3560] ccagtgttgc tgctgetgge ctgggeectg aacagcagaa gaaacagagg cggecagage 600
[3561] gactacatga acatgacccc cagaaggcct ggcctgacca gaaagcccta ccagecttac 660
[3562] gcccctgeca gagacttcge cgectacaga cet 693

[3563] <210> 126

[3564]  <211> 231

[3565]  <212> PRT

[3566]  <213> AT ¥4

[3567]  <220>

[3568]  <223> muPD1tm-CD28

[3569]  <400> 126
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[3570] Met Trp Val Arg Gln Val Pro Trp Ser Phe Thr Trp Ala Val Leu Gln
[35711 1 5 10 15

[3572] Leu Ser Trp Gln Ser Gly Trp Leu Leu Glu Val Pro Asn Gly Pro Trp
[3573] 20 25 30

[3574] Arg Ser Leu Thr Phe Tyr Pro Ala Trp Leu Thr Val Ser Glu Gly Ala
[3575] 35 40 45

[3576] Asn Ala Thr Phe Thr Cys Ser Leu Ser Asn Trp Ser Glu Asp Leu Met
[3577] 50 55 60

[3578] Leu Asn Trp Asn Arg Leu Ser Pro Ser Asn Gln Thr Glu Lys Gln Ala
[3579] 65 70 75 80

[3580] Ala Phe Cys Asn Gly Leu Ser Gln Pro Val Gln Asp Ala Arg Phe Gln
[3581] 85 90 95

[3582] Ile Ile Gln Leu Pro Asn Arg His Asp Phe His Met Asn Ile Leu Asp
[3583] 100 105 110

[3584] Thr Arg Arg Asn Asp Ser Gly Ile Tyr Leu Cys Gly Ala Ile Ser Leu
[3585] 115 120 125

[3586] His Pro Lys Ala Lys Ile Glu Glu Ser Pro Gly Ala Glu Leu Val Val

[3587] 130 135 140

[3588] Thr Glu Arg Ile Leu Glu Thr Ser Thr Arg Tyr Pro Ser Pro Ser Pro
[3589] 145 150 155 160
[3590] Lys Pro Glu Gly Arg Phe Gln Gly Met Val Ile Gly Ile Met Ser Ala
[3591] 165 170 175

[3592] Leu Val Gly Ile Pro Val Leu Leu Leu Leu Ala Trp Ala Leu Asn Ser
[3593] 180 185 190

[3594] Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg
[3595] 195 200 205

[3596] Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg
[3597] 210 215 220

[3598] Asp Phe Ala Ala Tyr Arg Pro

[3599] 225 230

[3600] <210> 127

[3601] <211> 711

[3602]  <212> DNA

[3603]  <213> AT ¥4

[3604]  <220>

[3605]  <223> muPD1-CD28tm

[3606]  <400> 127

[3607] atgtgggtge gacaggtgee ctggtettte acctgggetg tgetgecaget gagetggeag 60
[3608] tctggetgge tgetggaagt gectaacgge cettggagaa gectgacctt ctaccccget 120
[3609] tggectgaccg tgtctgaggg cgecaacgee accttcacct gtagectgag caattggage 180
[3610] gaggacctga tgctgaactg gaacagactg agccccagca accagaccga gaagcaggece 240
[3611] geettetgea acggectgte tcagectgtg caggacgeca gattccagat catccagetg 300
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[3612] cccaacagac acgacttcca catgaacatc ctggacacca gaagaaacga cagcggcatc 360
[3613] tacctgtgeg gegecatcag cctgecaccee aaggceccaaga tcgaggaatc tcctggegee 420
[3614] gagctggtcg tgaccgagag aatcctggaa acctccacca gataccccag ccccagecct 480
[3615] aagcccgagg gecagatttca gggecatgttc tgggecctgg tggtggtgge cggegtgetg 540
[3616] ttttgttacg gecctgetegt gaccgtggee ctgtgegtga tctggaccaa cagcagaaga 600
[3617] aacagaggcg gccagagega ctacatgaac atgaccccca gaaggectgg cctgaccaga 660
[3618] aagccctacc ageccttacge ccctgecaga gacttcgecg cctacagace t 711

[3619]  <210> 128

[3620] <211> 237

[3621]  <212> PRT

[3622]  <213> ALJ¥4

[3623]  <220>

[3624] <223> muPD1-CD28tm

[3625]  <400> 128

[3626] Met Trp Val Arg Gln Val Pro Trp Ser Phe Thr Trp Ala Val Leu Gln
[3627] 1 5 10 15

[3628] Leu Ser Trp Gln Ser Gly Trp Leu Leu Glu Val Pro Asn Gly Pro Trp
[3629] 20 25 30

[3630] Arg Ser Leu Thr Phe Tyr Pro Ala Trp Leu Thr Val Ser Glu Gly Ala
[3631] 35 40 45

[3632] Asn Ala Thr Phe Thr Cys Ser Leu Ser Asn Trp Ser Glu Asp Leu Met
[3633] 50 55 60

[3634] Leu Asn Trp Asn Arg Leu Ser Pro Ser Asn Gln Thr Glu Lys Gln Ala
[3635] 65 70 75 80

[3636] Ala Phe Cys Asn Gly Leu Ser Gln Pro Val Gln Asp Ala Arg Phe Gln
[3637] 85 90 95

[3638] Ile Ile Gln Leu Pro Asn Arg His Asp Phe His Met Asn Ile Leu Asp
[3639] 100 105 110

[3640] Thr Arg Arg Asn Asp Ser Gly Ile Tyr Leu Cys Gly Ala Ile Ser Leu
[3641] 115 120 125

[3642] His Pro Lys Ala Lys Ile Glu Glu Ser Pro Gly Ala Glu Leu Val Val

[3643] 130 135 140

[3644] Thr Glu Arg Ile Leu Glu Thr Ser Thr Arg Tyr Pro Ser Pro Ser Pro
[3645] 145 150 155 160
[3646] Lys Pro Glu Gly Arg Phe Gln Gly Met Phe Trp Ala Leu Val Val Val

[3647] 165 170 175

[3648] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[3649] 180 185 190

[3650] Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr
[3651] 195 200 205

[3652] Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln
[3653] 210 215 220
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[3654] Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[3655] 225 230 235

[3656]  <210> 129

[3657]  <211> 738

[3658]  <212> DNA

[3659]  <213> AT 74

[3660]  <220>

[3661]  <223> muPD1-CD28Cys

[3662]  <400> 129

[3663] atgtgggtge gacaggtgee ctggtettte acctgggetg tgetgeaget gagetggeag 60
[3664] tctggetgge tgetggaagt gectaacgge ccttggagaa gectgacctt ctaccceeget 120
[3665] tggetgaccg tgtctgaggg cgecaacgee accttcacct gtagectgag caattggage 180
[3666] gaggacctga tgctgaactg gaacagactg agccccagca accagaccga gaageaggec 240
[3667] gcettetgea acggectgte tcagectgtg caggacgeca gattccagat catccagetg 300
[3668] cccaacagac acgacttcca catgaacatc ctggacacca gaagaaacga cagcggcatce 360
[3669] tacctgtgecg gecgecatcag cctgcaccce aaggecaaga tcgaggaatce tcctggegee 420
[3670] gagctggtcg tgaccgagag aatcctggaa acctccacca gataccccag ccccageect 480
[3671] aagcccgagg gecagatttca gggecatgtge cacacccaga gecagecccaa getgttetgg 540
[3672] getetggtgg tggtggeegg cgtgetgttt tgttacggee tgetcgtgac cgtggecetg 600
[3673] tgcgtgatcet ggaccaacag cagacggaac agaggeggec agagegacta catgaatatg 660
[3674] acccccagaa ggectggecet gaccagaaag ccctaccage cttacgecce tgeccagagac 720
[3675] ttcgeecgeet acagacct 738

[3676] <210> 130

[3677]  <211> 246

[3678]  <212> PRT

[3679]1  <213> A LJ¥4

[3680]  <220>

[3681]  <223> muPD1-CD28Cys

[3682]  <400> 130

[3683] Met Trp Val Arg Gln Val Pro Trp Ser Phe Thr Trp Ala Val Leu Gln
[3684] 1 5 10 15

[3685] Leu Ser Trp Gln Ser Gly Trp Leu Leu Glu Val Pro Asn Gly Pro Trp
[3686] 20 25 30

[3687] Arg Ser Leu Thr Phe Tyr Pro Ala Trp Leu Thr Val Ser Glu Gly Ala
[3688] 35 40 45

[3689] Asn Ala Thr Phe Thr Cys Ser Leu Ser Asn Trp Ser Glu Asp Leu Met
[3690] 50 55 60

[3691] Leu Asn Trp Asn Arg Leu Ser Pro Ser Asn Gln Thr Glu Lys Gln Ala
[3692] 65 70 75 80

[3693] Ala Phe Cys Asn Gly Leu Ser Gln Pro Val Gln Asp Ala Arg Phe Gln
[3694] 85 90 95

[3695] Ile Ile Gln Leu Pro Asn Arg His Asp Phe His Met Asn Ile Leu Asp
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[3696] 100 105 110

[3697] Thr Arg Arg Asn Asp Ser Gly Ile Tyr Leu Cys Gly Ala Ile Ser Leu
[3698] 115 120 125

[3699] His Pro Lys Ala Lys Ile Glu Glu Ser Pro Gly Ala Glu Leu Val Val

[3700] 130 135 140

[3701]  Thr Glu Arg Ile Leu Glu Thr Ser Thr Arg Tyr Pro Ser Pro Ser Pro
[3702] 145 150 155 160
[3703] Lys Pro Glu Gly Arg Phe Gln Gly Met Cys His Thr Gln Ser Ser Pro
[3704] 165 170 175

[3705] Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe Cys Tyr
[3706] 180 185 190

[3707] Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn Ser Arg
[3708] 195 200 205

[3709] Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg Arg
[3710] 210 215 220

[3711]  Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg Asp
[3712] 225 230 235 240
[3713] Phe Ala Ala Tyr Arg Pro

[3714] 245

[3715]  <210> 131

[3716] <211> 711

[3717]  <212> DNA

[3718]  <213> AT 74

[3719]  <220>

[3720] <223> muPD1-9aas-CD28Cys

[3721]  <400> 131

[3722] atgtgggtge gacaggtgee ctggtettte acctgggetg tgetgecaget gagetggeag 60
[3723] tctggetgge tgetggaagt gectaacgge ccttggagaa gectgacctt ctaccceget 120
[3724] tggetgaccg tgtctgaggg cgecaacgee accttcacct gtagectgag caattggage 180
[3725] gaggacctga tgctgaactg gaacagactg agccccagca accagaccga gaagcaggece 240
[3726] geettetgea acggectgte tcagectgtg caggacgeca gattccagat catccagetg 300
[3727] cccaacagac acgacttcca catgaacatc ctggacacca gaagaaacga cagcggecatc 360
[3728] tacctgtgeg gegecatcag cctgecaccee aaggccaaga tcgaggaatc tcctggegee 420
[3729] gagctggtcg tgaccgagag aatcctggaa acctccacca gataccccag ccccagecct 480
[3730] tgccacacce agagcagecc caagetgtte tgggetetgg tggtggtgge cggegtgetg 540
[3731] ttttgttacg gectgetegt gaccgtggee ctgtgegtga tctggaccaa cagcagacgg 600
[3732] aacagaggcg gccagagega ctacatgaat atgaccccca gaaggectgg cctgaccaga 660
[3733] aagccctacc agecttacge ccctgecaga gacttcgecg cctacagace t 711

[3734]  <210> 132

[3735] <211> 237

[3736] <212> PRT

[3737]  <213> A LJ¥4
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[3738]  <220>

[3739] <223> muPD1-9aas-CD28Cys

[3740]  <400> 132

[3741] Met Trp Val Arg Gln Val Pro Trp Ser Phe Thr Trp Ala Val Leu Gln
[3742] 1 5 10 15
[3743] Leu Ser Trp Gln Ser Gly Trp Leu Leu Glu Val Pro Asn Gly Pro Trp
[3744] 20 25 30

[3745] Arg Ser Leu Thr Phe Tyr Pro Ala Trp Leu Thr Val Ser Glu Gly Ala
[3746] 35 40 45

[3747] Asn Ala Thr Phe Thr Cys Ser Leu Ser Asn Trp Ser Glu Asp Leu Met
[3748] 50 55 60

[3749] Leu Asn Trp Asn Arg Leu Ser Pro Ser Asn Gln Thr Glu Lys Gln Ala
[3750] 65 70 75 80
[3751] Ala Phe Cys Asn Gly Leu Ser Gln Pro Val Gln Asp Ala Arg Phe Gln
[3752] 85 90 95
[3753] Ile Ile Gln Leu Pro Asn Arg His Asp Phe His Met Asn Ile Leu Asp
[3754] 100 105 110

[3755] Thr Arg Arg Asn Asp Ser Gly Ile Tyr Leu Cys Gly Ala Ile Ser Leu
[3756] 115 120 125

[3757] His Pro Lys Ala Lys Ile Glu Glu Ser Pro Gly Ala Glu Leu Val Val
[3758] 130 135 140

[3759] Thr Glu Arg Ile Leu Glu Thr Ser Thr Arg Tyr Pro Ser Pro Ser Pro
[3760] 145 150 155 160
[3761] Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val
[3762] 165 170 175
[3763] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[3764] 180 185 190

[3765] Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr
[3766] 195 200 205

[3767] Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln
[3768] 210 215 220

[3769] Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[3770] 225 230 235

[3771] <210> 133

[3772] <211> 675

[3773]  <212> DNA

[3774]1  <213> A L4

[3775]  <220>

[3776] <223> muPD1-21laas-CD28Cys

[3777]  <400> 133

[3778] atgtgggtge gacaggtgee ctggtettte acctgggetg tgetgecaget gagetggeag 60
[3779] tctggctgge tgctggaagt gectaacgge ccttggagaa gectgacctt ctaccccget 120
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[3780] tggetgaccg tgtctgaggg cgecaacgee accttcacct gtagectgag caattggage 180
[3781] gaggacctga tgctgaactg gaacagactg agccccagea accagaccga gaagcaggee 240
[3782] gcettetgea acggectgte tcagectgtg caggacgeca gattccagat catccagetg 300
[3783] cccaacagac acgacttcca catgaacatc ctggacacca gaagaaacga cagcggecatc 360
[3784] tacctgtgecg gecgecatcag cctgcaccce aaggecaaga tcgaggaatce tcctggegee 420
[3785] gagctggtcg tgaccgagag aatctgccac acccagagca gecccaaget gttctggget 480
[3786] ctggtggtgg tggccggegt getgttttgt tacggectge tegtgaccgt ggecetgtge 540
[3787] gtgatctgga ccaacagcag acggaacaga ggcggecaga gegactacat gaatatgacc 600
[3788] cccagaagge ctggectgac cagaaagece taccagectt acgeccetge cagagacttce 660
[3789]  gccgectaca gacct 675

[3790] <210> 134

[3791] <211> 225

[3792] <212> PRT

[3793]  <213> A TJ#%l

[3794]  <220>

[3795] <223> muPD1-2laas-CD28Cys

[3796]  <400> 134

[3797] Met Trp Val Arg Gln Val Pro Trp Ser Phe Thr Trp Ala Val Leu Gln
[3798] 1 5 10 15

[3799] Leu Ser Trp Gln Ser Gly Trp Leu Leu Glu Val Pro Asn Gly Pro Trp
[3800] 20 25 30

[3801] Arg Ser Leu Thr Phe Tyr Pro Ala Trp Leu Thr Val Ser Glu Gly Ala
[3802] 35 40 45

[3803] Asn Ala Thr Phe Thr Cys Ser Leu Ser Asn Trp Ser Glu Asp Leu Met
[3804] 50 55 60

[3805] Leu Asn Trp Asn Arg Leu Ser Pro Ser Asn Gln Thr Glu Lys Gln Ala
[3806] 65 70 75 80

[3807] Ala Phe Cys Asn Gly Leu Ser Gln Pro Val Gln Asp Ala Arg Phe Gln
[3808] 85 90 95

[3809] Ile Tle Gln Leu Pro Asn Arg His Asp Phe His Met Asn Ile Leu Asp
[3810] 100 105 110

[3811] Thr Arg Arg Asn Asp Ser Gly Ile Tyr Leu Cys Gly Ala Ile Ser Leu
[3812] 115 120 125

[3813] His Pro Lys Ala Lys Ile Glu Glu Ser Pro Gly Ala Glu Leu Val Val
[3814] 130 135 140

[3815] Thr Glu Arg Ile Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala
[3816] 145 150 155 160
[3817] Leu Val Val Val Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr
[3818] 165 170 175

[3819] Val Ala Leu Cys Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly
[3820] 180 185 190

[3821] Gln Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg
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[3822] 195 200 205

[3823] Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg

[3824] 210 215 220

[3825]  Pro

[3826] 225

[3827] <210> 135

[3828] <211> 1512

[3829] <212> DNA

[3830] <213> A TJ¥4

[3831]  <220>

[3832] <223> muLag3tm-CD28

[3833]  <400> 135

[3834] atgagagagg acctgctget gggetttetg ctgetgggac tgetgtggga ggeccectgtg 60
[3835] gtgtcatctg gececctggeaa agaactgece gtegtgtgge ctcaggaagg cgetectgtg 120
[3836] catctgcect gcagectgaa gtcccccaac ctggacccca acttcctgag aagaggegge 180
[3837] gtgatctgge agcaccagece tgattctgge cagcccacac ctatccctge cctggatetg 240
[3838] caccagggca tgcctagece tagacagect geccctggea gatacaccgt getgtetgtg 300
[3839] gctcctggeg gectgagaag tggecagacag cctetgeace ctcacgtgea getggaagag 360
[3840] aggggactge agaggggcega cttcagectg tggetgagge ctgecctgag aacagatgee 420
[3841] ggcgagtacc acgctaccgt geggetgeet aacagagece tgagetgete cetgagactg 480
[3842] agagtgggcec aggceccageat gatcgectct ccatctggeg tgetgaaget gagegactgg 540
[3843] gtgctgetga actgecagett ctccagacce gacagacccg tgtccgtgea ctggttceccag 600
[3844] ggacagaaca gagtgcccgt gtacaacage cccagacact tcctggecga gacattcctg 660
[3845] ctgetgeecee aggtgtecee tctggactet ggecacatggg getgegtget gacatacagg 720
[3846] gacggcttca acgtgtccat cacctacaac ctgaaggtge tgggectgga accegtgget 780
[3847] cctctgacag tgtacgecge cgagggeage agagtggaac tgecttgteca tctgecacce 840
[3848] ggcgtgggea caccttctet getgatcgee aagtggacce ctccaggegg aggacctgaa 900
[3849] ctgccagtgg ctggcaagag cggcaacttc accctgecace tggaagcagt gggectgget 960
[3850] caggccggea cctacacctg tagcatccat ctgcagggec agcagetgaa cgecacegtg 1020
[3851] acactggeccg tgatcaccgt gacccccaag agetttggee tgectggete cagaggecaag 1080
[3852] ctgctgtgtg aagtgaccce cgeccagegge aaagaaagat tcgtgtggeg gectctgaac 1140
[3853] aacctgagca gatcctgece aggeccegtg ctggaaatce aggaagecag actgetggee 1200
[3854] gagcggtgge agtgccaget gtatgaggga cagcegactge tgggegecac tgtgtacget 1260
[3855] gctgagtcta getetggege ccacagegece agaagaatca geggegatcet gaagggegge 1320
[3856] cacctggtgc tggtgetgat cctgggeget ctgagectgt tcctgetggt ggetggeget 1380
[3857] ttcggettta acagcagaag aaacagagge ggccagageg actacatgaa catgacccce 1440
[3858] agaaggcctg gectgaccag aaagccctac cagecttacg cccctgecag agacttcgee 1500
[3859] gcctacagac ct 1512

[3860]  <210> 136

[3861] <211> 504

[3862] <212> PRT

[3863] <213> A TJ¥¥
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[3864]  <220>

[3865] <223> muLag3tm-CD28

[3866]  <400> 136

[3867] Met Arg Glu Asp Leu Leu Leu Gly Phe Leu Leu Leu Gly Leu Leu Trp
[3868] 1 5 10 15
[3869] Glu Ala Pro Val Val Ser Ser Gly Pro Gly Lys Glu Leu Pro Val Val
[3870] 20 25 30

[3871] Trp Ala Gln Glu Gly Ala Pro Val His Leu Pro Cys Ser Leu Lys Ser
[3872] 35 40 45

[3873] Pro Asn Leu Asp Pro Asn Phe Leu Arg Arg Gly Gly Val Ile Trp Gln
[3874] 50 55 60

[3875] His Gln Pro Asp Ser Gly Gln Pro Thr Pro Ile Pro Ala Leu Asp Leu
[3876] 65 70 75 80
[3877] His Gln Gly Met Pro Ser Pro Arg Gln Pro Ala Pro Gly Arg Tyr Thr
[3878] 85 90 95
[3879] Val Leu Ser Val Ala Pro Gly Gly Leu Arg Ser Gly Arg Gln Pro Leu
[3880] 100 105 110

[3881] His Pro His Val Gln Leu Glu Glu Arg Gly Leu Gln Arg Gly Asp Phe
[3882] 115 120 125

[3883] Ser Leu Trp Leu Arg Pro Ala Leu Arg Thr Asp Ala Gly Glu Tyr His
[3884] 130 135 140

[3885] Ala Thr Val Arg Leu Pro Asn Arg Ala Leu Ser Cys Ser Leu Arg Leu
[3886] 145 150 155 160
[3887] Arg Val Gly Gln Ala Ser Met Ile Ala Ser Pro Ser Gly Val Leu Lys
[3888] 165 170 175
[3889] Leu Ser Asp Trp Val Leu Leu Asn Cys Ser Phe Ser Arg Pro Asp Arg
[3890] 180 185 190

[3891] Pro Val Ser Val His Trp Phe Gln Gly Gln Asn Arg Val Pro Val Tyr
[3892] 195 200 205

[3893] Asn Ser Pro Arg His Phe Leu Ala Glu Thr Phe Leu Leu Leu Pro Gln
[3894] 210 215 220

[3895] Val Ser Pro Leu Asp Ser Gly Thr Trp Gly Cys Val Leu Thr Tyr Arg
[3896] 225 230 235 240
[3897] Asp Gly Phe Asn Val Ser Ile Thr Tyr Asn Leu Lys Val Leu Gly Leu
[3898] 245 250 255
[3899] Glu Pro Val Ala Pro Leu Thr Val Tyr Ala Ala Glu Gly Ser Arg Val
[3900] 260 265 270

[3901] Glu Leu Pro Cys His Leu Pro Pro Gly Val Gly Thr Pro Ser Leu Leu
[3902] 275 280 285

[3903] Ile Ala Lys Trp Thr Pro Pro Gly Gly Gly Pro Glu Leu Pro Val Ala
[3904] 290 295 300

[3905] Gly Lys Ser Gly Asn Phe Thr Leu His Leu Glu Ala Val Gly Leu Ala
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[3906] 305 310 315 320
[3907] Gln Ala Gly Thr Tyr Thr Cys Ser Ile His Leu Gln Gly Gln Gln Leu
[3908] 325 330 335

[3909] Asn Ala Thr Val Thr Leu Ala Val Ile Thr Val Thr Pro Lys Ser Phe
[3910] 340 345 350

[3911]  Gly Leu Pro Gly Ser Arg Gly Lys Leu Leu Cys Glu Val Thr Pro Ala
[3912] 355 360 365

[3913] Ser Gly Lys Glu Arg Phe Val Trp Arg Pro Leu Asn Asn Leu Ser Arg
[3914] 370 375 380

[3915] Ser Cys Pro Gly Pro Val Leu Glu Ile Gln Glu Ala Arg Leu Leu Ala
[3916] 385 390 395 400
[3917]  Glu Arg Trp Gln Cys Gln Leu Tyr Glu Gly Gln Arg Leu Leu Gly Ala
[3918] 405 410 415

[3919] Thr Val Tyr Ala Ala Glu Ser Ser Ser Gly Ala His Ser Ala Arg Arg
[3920] 420 425 430

[3921] Ile Ser Gly Asp Leu Lys Gly Gly His Leu Val Leu Val Leu Ile Leu
[3922] 435 440 445

[3923] Gly Ala Leu Ser Leu Phe Leu Leu Val Ala Gly Ala Phe Gly Phe Asn
[3924] 450 455 460

[3925] Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro
[3926] 465 470 475 480
[3927] Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala
[3928] 485 490 495

[3929] Arg Asp Phe Ala Ala Tyr Arg Pro

[3930] 500

[3931]  <210> 137

[3932] <211> 1530

[3933]  <212> DNA

[3934]  <213> AT J¥4l

[3935]  <220>

[3936] <223> muLag3-CD28tm

[3937]  <400> 137

[3938] atgagagagg acctgctget gggetttetg ctgetgggac tgetgtggga ggccectgtg 60
[3939] gtgtcatctg geectggeaa agaactgece gtegtgtgge ctcaggaagg cgetectgtg 120
[3940] catctgceect gecagectgaa gtcccccaac ctggacccca acttcctgag aagaggegge 180
[3941] gtgatctgge agcaccagece tgattctgge cagcccacac ctatccctge cctggatetg 240
[3942] caccagggca tgcctagcec tagacagect geccctggea gatacaccgt getgtetgtg 300
[3943] gcteetggeg gectgagaag tggcagacag cctctgecacce ctcacgtgea getggaagag 360
[3944] aggggactgc agaggggega cttcagectg tggetgagge ctgecctgag aacagatgee 420
[3945] ggcgagtacc acgctaccgt geggetgeet aacagagece tgagetgete cctgagactg 480
[3946] agagtgggee aggccageat gatcgectct ccatctggeg tgetgaaget gagegactgg 540
[3947] gtgctgetga actgecagett ctccagacce gacagacceg tgtccgtgea ctggttecag 600
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[3948] ggacagaaca gagtgcccgt gtacaacagc cccagacact tcctggecga gacattcctg 660
[3949] ctgetgeecee aggtgtecee tctggactet ggcacatggg getgegtget gacatacagg 720
[3950] gacggcttca acgtgtccat cacctacaac ctgaaggtge tgggectgga accegtgget 780
[3951] cctctgacag tgtacgccge cgagggcage agagtggaac tgccttgtca tctgecacce 840
[3952] ggcgtgggea caccttctet getgatcgee aagtggacce ctccaggegg aggacctgaa 900
[3953] ctgccagtgg ctggcaagag cggcaacttc accctgecace tggaagcagt gggectgget 960
[3954] caggccggea cctacacctg tagcatccat ctgcagggec agcagetgaa cgecacegtg 1020
[3955] acactggccg tgatcaccgt gacccccaag agetttggee tgectggete cagaggecaag 1080
[3956] ctgctgtgtg aagtgaccce cgeccagegge aaagaaagat tcgtgtggeg gectctgaac 1140
[3957] aacctgagca gatcctgece aggecccegtg ctggaaatce aggaagecag actgetggee 1200
[3958] gagcggtgge agtgccaget gtatgaggga cagcegactge tgggegecac tgtgtacget 1260
[3959] gctgagtceta getetggege ccacagegece agaagaatca geggegatcet gaagggegge 1320
[3960] cacctgttct gggccctggt ggtggtggee ggegtgetgt tttgttacgg cetgetegtg 1380
[3961] accgtggeee tgtgegtgat ctggaccaac agcagaagaa acagaggegg ccagagegac 1440
[3962] tacatgaaca tgacccccag aaggcctgge ctgaccagaa agccctacca gecttacgee 1500
[3963] cctgccagag acttcgeege ctacagacct 1530

[3964]  <210> 138

[3965] <211> 510

[3966]  <212> PRT

[3967]  <213> A L4

[3968]  <220>

[3969] <223> muLag3-CD28tm

[3970]  <400> 138

[3971] Met Arg Glu Asp Leu Leu Leu Gly Phe Leu Leu Leu Gly Leu Leu Trp

[3972] 1 5 10 15

[3973] Glu Ala Pro Val Val Ser Ser Gly Pro Gly Lys Glu Leu Pro Val Val

[3974] 20 25 30

[3975] Trp Ala Gln Glu Gly Ala Pro Val His Leu Pro Cys Ser Leu Lys Ser

[3976] 35 40 45

[3977]  Pro Asn Leu Asp Pro Asn Phe Leu Arg Arg Gly Gly Val Ile Trp Gln

[3978] 50 55 60

[3979] His Gln Pro Asp Ser Gly Gln Pro Thr Pro Ile Pro Ala Leu Asp Leu

[3980] 65 70 75 80

[3981] His Gln Gly Met Pro Ser Pro Arg Gln Pro Ala Pro Gly Arg Tyr Thr

[3982] 85 90 95

[3983] Val Leu Ser Val Ala Pro Gly Gly Leu Arg Ser Gly Arg Gln Pro Leu

[3984] 100 105 110

[3985] His Pro His Val Gln Leu Glu Glu Arg Gly Leu Gln Arg Gly Asp Phe

[3986] 115 120 125

[3987] Ser Leu Trp Leu Arg Pro Ala Leu Arg Thr Asp Ala Gly Glu Tyr His

[3988] 130 135 140

[3989] Ala Thr Val Arg Leu Pro Asn Arg Ala Leu Ser Cys Ser Leu Arg Leu
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[3990] 145 150 155 160
[3991] Arg Val Gly Gln Ala Ser Met Ile Ala Ser Pro Ser Gly Val Leu Lys
[3992] 165 170 175
[3993] Leu Ser Asp Trp Val Leu Leu Asn Cys Ser Phe Ser Arg Pro Asp Arg
[3994] 180 185 190

[3995] Pro Val Ser Val His Trp Phe Gln Gly Gln Asn Arg Val Pro Val Tyr
[3996] 195 200 205

[3997] Asn Ser Pro Arg His Phe Leu Ala Glu Thr Phe Leu Leu Leu Pro Gln
[3998] 210 215 220

[3999] Val Ser Pro Leu Asp Ser Gly Thr Trp Gly Cys Val Leu Thr Tyr Arg
[4000] 225 230 235 240
[4001] Asp Gly Phe Asn Val Ser Ile Thr Tyr Asn Leu Lys Val Leu Gly Leu
[4002] 245 250 255
[4003] Glu Pro Val Ala Pro Leu Thr Val Tyr Ala Ala Glu Gly Ser Arg Val
[4004] 260 265 270

[4005] Glu Leu Pro Cys His Leu Pro Pro Gly Val Gly Thr Pro Ser Leu Leu
[4006] 275 280 285

[4007] Ile Ala Lys Trp Thr Pro Pro Gly Gly Gly Pro Glu Leu Pro Val Ala
[4008] 290 295 300

[4009] Gly Lys Ser Gly Asn Phe Thr Leu His Leu Glu Ala Val Gly Leu Ala
[4010] 305 310 315 320
[4011]  GIn Ala Gly Thr Tyr Thr Cys Ser Ile His Leu Gln Gly Gln Gln Leu
[4012] 325 330 335
[4013] Asn Ala Thr Val Thr Leu Ala Val Ile Thr Val Thr Pro Lys Ser Phe
[4014] 340 345 350

[4015] Gly Leu Pro Gly Ser Arg Gly Lys Leu Leu Cys Glu Val Thr Pro Ala
[4016] 355 360 365

[4017]  Ser Gly Lys Glu Arg Phe Val Trp Arg Pro Leu Asn Asn Leu Ser Arg
[4018] 370 375 380

[4019] Ser Cys Pro Gly Pro Val Leu Glu Ile Gln Glu Ala Arg Leu Leu Ala
[4020] 385 390 395 400
[4021]  Glu Arg Trp Gln Cys Gln Leu Tyr Glu Gly Gln Arg Leu Leu Gly Ala
[4022] 405 410 415
[4023] Thr Val Tyr Ala Ala Glu Ser Ser Ser Gly Ala His Ser Ala Arg Arg
[4024] 420 425 430

[4025] Ile Ser Gly Asp Leu Lys Gly Gly His Leu Phe Trp Ala Leu Val Val
[4026] 435 440 445

[4027] Val Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu
[4028] 450 455 460

[4029] Cys Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp
[4030] 465 470 475 480
[4031] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr
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[4032] 485 490 495

[4033]  Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[4034] 500 505 510

[4035]  <210> 139

[4036]  <211> 1557

[4037]  <212> DNA

[4038]  <213> A LJ¥4l

[4039]  <220>

[4040]  <223> muLag3-CD28Cys

[4041]  <400> 139

[4042] atgagagagg acctgctget gggetttetg ctgetgggac tgetgtggga ggeccetgtg 60
[4043] gtgtcatctg gecectggeaa agaactgece gtegtgtgge ctcaggaagg cgetectgtg 120
[4044] catctgecect gecagectgaa gtcccccaac ctggacccca acttcctgag aagaggegge 180
[4045] gtgatctgge agcaccagec tgattctgge cagcccacac ctatccctge cctggatctg 240
[4046] caccagggca tgcctagece tagacagect geccectggea gatacaccgt getgtetgtg 300
[4047] gcteetggeg gectgagaag tggcagacag cctctgecacce ctcacgtgea getggaagag 360
[4048] aggggactgc agaggggcga cttcagectg tggetgagge ctgecctgag aacagatgee 420
[4049] ggcgagtacc acgctaccgt geggetgeet aacagagece tgagetgete cctgagactg 480
[4050] agagtgggee aggccageat gatcgectcet ccatctggeg tgetgaaget gagegactgg 540
[4051] gtgctgetga actgecagett ctccagacce gacagacccg tgtcegtgea ctggttccag 600
[4052] ggacagaaca gagtgcccgt gtacaacagc cccagacact tcctggecga gacattcctg 660
[4053] ctgetgecee aggtgtecee tctggactet ggcacatggg getgegtget gacatacagg 720
[4054] gacggcttca acgtgtccat cacctacaac ctgaaggtge tgggectgga accegtgget 780
[4055] cctctgacag tgtacgecge cgagggeage agagtggaac tgecttgteca tctgecacce 840
[4056] ggcgtgggea caccttetet getgatcgee aagtggacce ctccaggegg aggacctgaa 900
[4057] ctgccagtgg ctggecaagag cggcaacttc accctgecacce tggaagcagt gggectgget 960
[4058] caggccggea cctacacctg tagcatccat ctgcagggee agcagetgaa cgecaccgtg 1020
[4059] acactggccg tgatcaccgt gacccccaag agetttggee tgectggete cagaggecaag 1080
[4060] ctgctgtgtg aagtgaccce cgeccagegge aaagaaagat tcgtgtggeg gectctgaac 1140
[4061] aacctgagca gatcctgece aggeccegtg ctggaaatce aggaagccag actgetggee 1200
[4062] gagcggtgge agtgeccaget gtatgaggga cagegactge tgggegecac tgtgtacget 1260
[4063] gctgagtcta getectggege ccacagegece agaagaatca geggegatct gaagggegge 1320
[4064] cacctgtgcec acacccagag cagccccaag ctgttctggg cectggtggt ggtggecgge 1380
[4065] gtgctgtttt gttacggeet getegtgace gtggecetgt gegtgatetg gaccaacage 1440
[4066] agaagaaaca gaggcggeca gagcgactac atgaacatga cccccagaag gectggectg 1500
[4067] accagaaagc cctaccagcc ttacgcccct gecagagact tcgecgecta cagacct 1557
[4068]  <210> 140

[4069] <211> 519

[4070]  <212> PRT

[4071]  <213> ALF4)

[4072] <220

[4073]  <223> muLag3-CD28Cys
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[4074]  <400> 140

[4075] Met Arg Glu Asp Leu Leu Leu Gly Phe Leu Leu Leu Gly Leu Leu Trp
[4076] 1 5 10 15
[4077] Glu Ala Pro Val Val Ser Ser Gly Pro Gly Lys Glu Leu Pro Val Val
[4078] 20 25 30

[4079] Trp Ala Gln Glu Gly Ala Pro Val His Leu Pro Cys Ser Leu Lys Ser
[4080] 35 40 45

[4081] Pro Asn Leu Asp Pro Asn Phe Leu Arg Arg Gly Gly Val Ile Trp Gln
[4082] 50 55 60

[4083] His Gln Pro Asp Ser Gly Gln Pro Thr Pro Ile Pro Ala Leu Asp Leu
[4084] 65 70 75 80
[4085] His Gln Gly Met Pro Ser Pro Arg Gln Pro Ala Pro Gly Arg Tyr Thr
[4086] 85 90 95
[4087] Val Leu Ser Val Ala Pro Gly Gly Leu Arg Ser Gly Arg Gln Pro Leu
[4088] 100 105 110

[4089] His Pro His Val Gln Leu Glu Glu Arg Gly Leu Gln Arg Gly Asp Phe
[4090] 115 120 125

[4091] Ser Leu Trp Leu Arg Pro Ala Leu Arg Thr Asp Ala Gly Glu Tyr His
[4092] 130 135 140

[4093] Ala Thr Val Arg Leu Pro Asn Arg Ala Leu Ser Cys Ser Leu Arg Leu
[4094] 145 150 155 160
[4095] Arg Val Gly Gln Ala Ser Met Ile Ala Ser Pro Ser Gly Val Leu Lys
[4096] 165 170 175
[4097] Leu Ser Asp Trp Val Leu Leu Asn Cys Ser Phe Ser Arg Pro Asp Arg
[4098] 180 185 190

[4099] Pro Val Ser Val His Trp Phe Gln Gly Gln Asn Arg Val Pro Val Tyr
[4100] 195 200 205

[4101]  Asn Ser Pro Arg His Phe Leu Ala Glu Thr Phe Leu Leu Leu Pro Gln
[4102] 210 215 220

[4103] Val Ser Pro Leu Asp Ser Gly Thr Trp Gly Cys Val Leu Thr Tyr Arg
[4104] 225 230 235 240
[4105] Asp Gly Phe Asn Val Ser Ile Thr Tyr Asn Leu Lys Val Leu Gly Leu
[4106] 245 250 255
[4107] Glu Pro Val Ala Pro Leu Thr Val Tyr Ala Ala Glu Gly Ser Arg Val
[4108] 260 265 270

[4109] Glu Leu Pro Cys His Leu Pro Pro Gly Val Gly Thr Pro Ser Leu Leu
[4110] 275 280 285

[4111] 1Ile Ala Lys Trp Thr Pro Pro Gly Gly Gly Pro Glu Leu Pro Val Ala
[4112] 290 295 300

[4113]  Gly Lys Ser Gly Asn Phe Thr Leu His Leu Glu Ala Val Gly Leu Ala
[4114] 305 310 315 320
[4115]  Gln Ala Gly Thr Tyr Thr Cys Ser Ile His Leu Gln Gly Gln Gln Leu
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[4116] 325 330 335

[4117]  Asn Ala Thr Val Thr Leu Ala Val Ile Thr Val Thr Pro Lys Ser Phe
[4118] 340 345 350

[4119]  Gly Leu Pro Gly Ser Arg Gly Lys Leu Leu Cys Glu Val Thr Pro Ala
[4120] 355 360 365

[4121]  Ser Gly Lys Glu Arg Phe Val Trp Arg Pro Leu Asn Asn Leu Ser Arg
[4122] 370 375 380

[4123] Ser Cys Pro Gly Pro Val Leu Glu Ile Gln Glu Ala Arg Leu Leu Ala
[4124] 385 390 395 400
[4125]  Glu Arg Trp Gln Cys Gln Leu Tyr Glu Gly Gln Arg Leu Leu Gly Ala
[4126] 405 410 415

[4127] Thr Val Tyr Ala Ala Glu Ser Ser Ser Gly Ala His Ser Ala Arg Arg
[4128] 420 425 430

[4129] Ile Ser Gly Asp Leu Lys Gly Gly His Leu Cys His Thr Gln Ser Ser
[4130] 435 440 445

[4131] Pro Lys Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe Cys
[4132] 450 455 460

[4133] Tyr Gly Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn Ser
[4134] 465 470 475 480

[4135] Arg Arg Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg
[4136] 485 490 495

[4137] Arg Pro Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg
[4138] 500 505 510

[4139] Asp Phe Ala Ala Tyr Arg Pro

[4140] 515

[4141]  <210> 141

[4142] <211> 1530

[4143]  <212> DNA

[4144]  <213> A L4

[4145]  <220>

[4146] <223> muLag3-9aas-CD28Cys

[4147]  <400> 141

[4148] atgagagagg acctgctget gggetttetg ctgetgggac tgetgtggga ggeccetgtg 60
[4149] gtgtcatctg gecectggeaa agaactgece gtegtgtgge ctcaggaagg cgetectgtg 120
[4150] catctgcect gecagectgaa gtcccccaac ctggacccca acttcctgag aagaggegge 180
[4151] gtgatctgge agcaccagece tgattctgge cagcccacac ctatccctge cctggatetg 240
[4152] caccagggca tgcctagece tagacagect geccectggea gatacaccgt getgtetgtg 300
[4153] gcteetggeg gectgagaag tggecagacag cctctgecace ctcacgtgea getggaagag 360
[4154] aggggactgc agaggggcga cttcagectg tggetgagge ctgecctgag aacagatgee 420
[4155] ggcgagtacc acgctaccgt geggetgeet aacagagece tgagetgete cctgagactg 480
[4156] agagtgggee aggccageat gatcgectct ccatctggeg tgetgaaget gagegactgg 540
[4157] gtgctgetga actgecagett ctccagacce gacagacccg tgtcegtgea ctggttccag 600
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[4158] ggacagaaca gagtgcccgt gtacaacagc cccagacact tcctggecga gacattcctg 660
[4159] ctgetgeecee aggtgtecee tctggactet ggcacatggg getgegtget gacatacagg 720
[4160] gacggcttca acgtgtccat cacctacaac ctgaaggtge tgggectgga accegtgget 780
[4161] cctctgacag tgtacgecge cgagggeage agagtggaac tgecttgteca tctgecacce 840
[4162] ggcgtgggea caccttctet getgatcgee aagtggacce ctccaggegg aggacctgaa 900
[4163] ctgccagtgg ctggecaagag cggecaacttc accctgecacc tggaagcagt gggectgget 960
[4164] caggccggea cctacacctg tagcatccat ctgcagggec agcagetgaa cgecacegtg 1020
[4165] acactggccg tgatcaccgt gacccccaag agetttggee tgectggete cagaggecaag 1080
[4166] ctgctgtgtg aagtgaccce cgeccagegge aaagaaagat tcgtgtggeg gectctgaac 1140
[4167] aacctgagca gatcctgece aggecccegtg ctggaaatce aggaagecag actgetggee 1200
[4168] gagcggtgge agtgeccaget gtatgaggga cagcegactge tgggegecac tgtgtacget 1260
[4169] gctgagtcta getctggege ccacagegee agaagaatct gecacaccca gagcagecee 1320
[4170] aagctgttct gggccctggt ggtggtggee ggegtgetgt tttgttacgg cetgetegtg 1380
[4171] accgtggeee tgtgegtgat ctggaccaac agcagaagaa acagaggegg ccagagegac 1440
[4172] tacatgaaca tgacccccag aaggcctgge ctgaccagaa agccctacca gecttacgee 1500
[4173] cctgccagag acttcgeege ctacagacct 1530

[4174]  <210> 142

[4175] <211> 510

[4176]  <212> PRT

[4177]  <213> A LJF4l

[4178]  <220>

[4179] <223> mulag3-9aas-CD28Cys

[4180]  <400> 142

[4181] Met Arg Glu Asp Leu Leu Leu Gly Phe Leu Leu Leu Gly Leu Leu Trp

[4182] 1 5 10 15

[4183] Glu Ala Pro Val Val Ser Ser Gly Pro Gly Lys Glu Leu Pro Val Val

[4184] 20 25 30

[4185] Trp Ala Gln Glu Gly Ala Pro Val His Leu Pro Cys Ser Leu Lys Ser

[4186] 35 40 45

[4187] Pro Asn Leu Asp Pro Asn Phe Leu Arg Arg Gly Gly Val Ile Trp Gln

[4188] 50 55 60

[4189] His Gln Pro Asp Ser Gly Gln Pro Thr Pro Ile Pro Ala Leu Asp Leu

[4190] 65 70 75 80

[4191] His Gln Gly Met Pro Ser Pro Arg Gln Pro Ala Pro Gly Arg Tyr Thr

[4192] 85 90 95

[4193] Val Leu Ser Val Ala Pro Gly Gly Leu Arg Ser Gly Arg Gln Pro Leu

[4194] 100 105 110

[4195] His Pro His Val Gln Leu Glu Glu Arg Gly Leu Gln Arg Gly Asp Phe

[4196] 115 120 125

[4197]  Ser Leu Trp Leu Arg Pro Ala Leu Arg Thr Asp Ala Gly Glu Tyr His

[4198] 130 135 140

[4199]  Ala Thr Val Arg Leu Pro Asn Arg Ala Leu Ser Cys Ser Leu Arg Leu
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[4200] 145 150 155 160
[4201] Arg Val Gly Gln Ala Ser Met Ile Ala Ser Pro Ser Gly Val Leu Lys
[4202] 165 170 175
[4203] Leu Ser Asp Trp Val Leu Leu Asn Cys Ser Phe Ser Arg Pro Asp Arg
[4204] 180 185 190

[4205] Pro Val Ser Val His Trp Phe Gln Gly Gln Asn Arg Val Pro Val Tyr
[4206] 195 200 205

[4207] Asn Ser Pro Arg His Phe Leu Ala Glu Thr Phe Leu Leu Leu Pro Gln
[4208] 210 215 220

[4209] Val Ser Pro Leu Asp Ser Gly Thr Trp Gly Cys Val Leu Thr Tyr Arg
[4210] 225 230 235 240
[4211]  Asp Gly Phe Asn Val Ser Ile Thr Tyr Asn Leu Lys Val Leu Gly Leu
[4212] 245 250 255
[4213] Glu Pro Val Ala Pro Leu Thr Val Tyr Ala Ala Glu Gly Ser Arg Val
[4214] 260 265 270

[4215]  Glu Leu Pro Cys His Leu Pro Pro Gly Val Gly Thr Pro Ser Leu Leu
[4216] 275 280 285

[4217] 1Ile Ala Lys Trp Thr Pro Pro Gly Gly Gly Pro Glu Leu Pro Val Ala
[4218] 290 295 300

[4219]  Gly Lys Ser Gly Asn Phe Thr Leu His Leu Glu Ala Val Gly Leu Ala
[4220] 305 310 315 320
[4221]  Gln Ala Gly Thr Tyr Thr Cys Ser Ile His Leu Gln Gly Gln Gln Leu
[4222] 325 330 335
[4223] Asn Ala Thr Val Thr Leu Ala Val Ile Thr Val Thr Pro Lys Ser Phe
[4224] 340 345 350

[4225] Gly Leu Pro Gly Ser Arg Gly Lys Leu Leu Cys Glu Val Thr Pro Ala
[4226] 355 360 365

[4227] Ser Gly Lys Glu Arg Phe Val Trp Arg Pro Leu Asn Asn Leu Ser Arg
[4228] 370 375 380

[4229] Ser Cys Pro Gly Pro Val Leu Glu Ile Gln Glu Ala Arg Leu Leu Ala
[4230] 385 390 395 400
[4231]  Glu Arg Trp Gln Cys Gln Leu Tyr Glu Gly Gln Arg Leu Leu Gly Ala
[4232] 405 410 415
[4233] Thr Val Tyr Ala Ala Glu Ser Ser Ser Gly Ala His Ser Ala Arg Arg
[4234] 420 425 430

[4235] Ile Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val
[4236] 435 440 445

[4237] Val Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu
[4238] 450 455 460

[4239] Cys Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp
[4240] 465 470 475 480
[4241]  Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr
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[4242] 485 490 495

[4243] Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[4244] 500 505 510

[4245]  <210> 143

[4246] <211> 765

[4247]  <212> DNA

[4248]  <213> ALJ¥4l

[4249]  <220>

[4250] <223> muTim3tm-CD28

[4251]  <400> 143

[4252] atgttcagcg gecctgaccet gaactgegtg cteetgetge tgecagetget getggecaga 60
[4253] agcctggaaa acgcctacgt gttcgaagtg ggcaagaacg cctacctgee ctgecagetac 120
[4254] accctgtcta cacctggege cctggtgect atgtgttggg geaagggett ctgeccttgg 180
[4255] agccagtgca ccaacgaget getgagaacc gacgagagaa acgtgaccta ccagaagtce 240
[4256] agcagatacc agctgaaggg cgacctgaac aagggcgacg tgtccctgat catcaagaac 300
[4257] gtgaccctgg acgaccacgg cacctactge tgcagaatcc agttccccegg cctgatgaac 360
[4258] gacaagaagc tggaactgaa gctggacatc aaggccgeca aagtgaccce tgeccagaca 420
[4259]  gcccacggeg actctacaac agccagecce agaaccctga ccaccgagag gaacggeage 480
[4260] gagacacaga ccctcgtgac actgcacaac aacaacggca ccaagatcag cacctgggece 540
[4261] gacgagatca aggacagcgg cgagacaatc agaaccgeca tccacatcgg cgtgggegtg 600
[4262] tccgetggac tgacactgge tctgatcatc ggagtgectga tcaacagcag aagaaacaga 660
[4263] ggcggecaga gegactacat gaacatgacc cccagaagge ctggectgac cagaaagece 720
[4264] taccagcctt acgccecctge cagagacttc geccgectaca gacct 765

[4265] <210> 144

[4266] <211> 255

[4267]  <212> PRT

[4268]  <213> A L4

[4269]  <220>

[4270]  <223> muTim3tm-CD28

[4271]  <400> 144

[4272] Met Phe Ser Gly Leu Thr Leu Asn Cys Val Leu Leu Leu Leu Gln Leu
[4273] 1 5 10 15

[4274] Leu Leu Ala Arg Ser Leu Glu Asn Ala Tyr Val Phe Glu Val Gly Lys
[4275] 20 25 30

[4276] Asn Ala Tyr Leu Pro Cys Ser Tyr Thr Leu Ser Thr Pro Gly Ala Leu
[4277] 35 40 45

[4278] Val Pro Met Cys Trp Gly Lys Gly Phe Cys Pro Trp Ser Gln Cys Thr
[4279] 50 55 60

[4280] Asn Glu Leu Leu Arg Thr Asp Glu Arg Asn Val Thr Tyr Gln Lys Ser
[4281] 65 70 75 80

[4282] Ser Arg Tyr Gln Leu Lys Gly Asp Leu Asn Lys Gly Asp Val Ser Leu
[4283] 85 90 95
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[4284] Ile Tle Lys Asn Val Thr Leu Asp Asp His Gly Thr Tyr Cys Cys Arg
[4285] 100 105 110

[4286] Ile GIn Phe Pro Gly Leu Met Asn Asp Lys Lys Leu Glu Leu Lys Leu
[4287] 115 120 125

[4288] Asp Ile Lys Ala Ala Lys Val Thr Pro Ala Gln Thr Ala His Gly Asp
[4289] 130 135 140

[4290] Ser Thr Thr Ala Ser Pro Arg Thr Leu Thr Thr Glu Arg Asn Gly Ser
[4291] 145 150 155 160
[4292] Glu Thr Gln Thr Leu Val Thr Leu His Asn Asn Asn Gly Thr Lys Ile
[4293] 165 170 175

[4294] Ser Thr Trp Ala Asp Glu Ile Lys Asp Ser Gly Glu Thr Ile Arg Thr
[4295] 180 185 190

[4296] Ala Ile His Ile Gly Val Gly Val Ser Ala Gly Leu Thr Leu Ala Leu
[4297] 195 200 205

[4298] Ile Ile Gly Val Leu Ile Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser
[4299] 210 215 220

[4300] Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro
[4301] 225 230 235 240
[4302] Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[4303] 245 250 255

[4304] <210> 145

[4305] <211> 783

[4306] <212> DNA

[4307]  <213> AT ¥4l

[4308]  <220>

[4309] <223> muTim3-CD28tm

[4310]  <400> 145

[4311] atgttcagcg gecctgaccet gaactgegtg cteectgetge tgeagetget getggecaga 60
[4312] agcctggaaa acgcctacgt gttcgaagtg ggcaagaacg cctacctgece ctgecagetac 120
[4313] accctgtcta cacctggege cctggtgeet atgtgttggg gecaagggett ctgecettgg 180
[4314] agccagtgeca ccaacgaget getgagaacc gacgagagaa acgtgaccta ccagaagtcce 240
[4315] agcagatacc agctgaaggg cgacctgaac aagggcgacg tgtccctgat catcaagaac 300
[4316] gtgaccctgg acgaccacgg cacctactge tgcagaatcc agttcccecgg cctgatgaac 360
[4317] gacaagaagc tggaactgaa gctggacatc aaggccgeca aagtgaccce tgeccagaca 420
[4318] gcccacggeg actctacaac agccagecee agaaccctga ccaccgagag gaacggeage 480
[4319] gagacacaga ccctcgtgac actgcacaac aacaacggca ccaagatcag cacctgggee 540
[4320] gacgagatca aggacagcgg cgagacaatc agaaccgcct tctgggeect ggtggtggtg 600
[4321] geceggegtge tgttttgtta cggectgete gtgaccgtgg ceectgtgegt gatctggace 660
[4322] aacagcagaa gaaacagagg cggccagage gactacatga acatgaccce cagaaggect 720
[4323] ggcectgacca gaaagcccta ccagecttac geccectgeca gagacttcge cgectacaga 780
[4324]  cct 783

[4325] <210> 146
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[4326] <211> 261

[4327]  <212> PRT

[4328]  <213> A L5741

[4329]  <220>

[4330]  <223> muTim3-CD28tm

[4331]  <400> 146

[4332] Met Phe Ser Gly Leu Thr Leu Asn Cys Val Leu Leu Leu Leu Gln Leu
[4333] 1 5 10 15
[4334] Leu Leu Ala Arg Ser Leu Glu Asn Ala Tyr Val Phe Glu Val Gly Lys
[4335] 20 25 30

[4336] Asn Ala Tyr Leu Pro Cys Ser Tyr Thr Leu Ser Thr Pro Gly Ala Leu
[4337] 35 40 45

[4338] Val Pro Met Cys Trp Gly Lys Gly Phe Cys Pro Trp Ser Gln Cys Thr
[4339] 50 55 60

[4340] Asn Glu Leu Leu Arg Thr Asp Glu Arg Asn Val Thr Tyr Gln Lys Ser
[4341] 65 70 75 80
[4342] Ser Arg Tyr Gln Leu Lys Gly Asp Leu Asn Lys Gly Asp Val Ser Leu
[4343] 85 90 95
[4344] Ile Tle Lys Asn Val Thr Leu Asp Asp His Gly Thr Tyr Cys Cys Arg
[4345] 100 105 110

[4346] Ile Gln Phe Pro Gly Leu Met Asn Asp Lys Lys Leu Glu Leu Lys Leu
[4347] 115 120 125

[4348] Asp Ile Lys Ala Ala Lys Val Thr Pro Ala Gln Thr Ala His Gly Asp
[4349] 130 135 140

[4350] Ser Thr Thr Ala Ser Pro Arg Thr Leu Thr Thr Glu Arg Asn Gly Ser
[4351] 145 150 155 160
[4352] Glu Thr Gln Thr Leu Val Thr Leu His Asn Asn Asn Gly Thr Lys Ile
[4353] 165 170 175
[4354] Ser Thr Trp Ala Asp Glu Ile Lys Asp Ser Gly Glu Thr Ile Arg Thr
[4355] 180 185 190

[4356] Ala Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe Cys Tyr Gly
[4357] 195 200 205

[4358] Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn Ser Arg Arg
[4359] 210 215 220

[4360] Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro
[4361] 225 230 235 240
[4362] Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe
[4363] 245 250 255
[4364] Ala Ala Tyr Arg Pro

[4365] 260

[4366]  <210> 147

[4367] <211> 810
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[4368]  <212> DNA

[4369]  <213> AT ¥4l

[4370]  <220>

[4371]  <223> muTim3-CD28Cys

[4372]  <400> 147

[4373] atgttcagcg gecctgaccet gaactgegtg cteetgetge tgecagetget getggecaga 60
[4374] agcctggaaa acgcctacgt gttcgaagtg ggcaagaacg cctacctgee ctgecagetac 120
[4375] accctgtcta cacctggege cctggtgeet atgtgttggg gecaagggett ctgecettgg 180
[4376] agccagtgeca ccaacgaget getgagaacc gacgagagaa acgtgaccta ccagaagtce 240
[4377] agcagatacc agctgaaggg cgacctgaac aagggcgacg tgtccctgat catcaagaac 300
[4378] gtgaccctgg acgaccacgg cacctactge tgcagaatcc agttcccecgg cctgatgaac 360
[4379] gacaagaagc tggaactgaa gctggacatc aaggccgeca aagtgaccce tgeccagaca 420
[4380] gcccacggeg actctacaac agccagecee agaaccctga ccaccgagag gaacggeage 480
[4381] gagacacaga ccctcgtgac actgcacaac aacaacggca ccaagatcag cacctgggee 540
[4382] gacgagatca aggacagcgg cgagacaatc agaaccgect gecacaccca gagcagecee 600
[4383] aagctgttet gggecctggt ggtggtggee ggegtgetgt tttgttacgg cetgetegtg 660
[4384] accgtggece tgtgegtgat ctggaccaac agcagaagaa acagaggegg ccagagegac 720
[4385] tacatgaaca tgacccccag aaggcctgge ctgaccagaa agccctacca gecttacgee 780
[4386] cctgccagag acttcgecge ctacagacct 810

[4387] <210> 148

[4388] <211> 270

[4389]  <212> PRT

[4390]  <213> A TJ#%l

[4391]  <220>

[4392] <223> muTim3-CD28Cys

[4393]  <400> 148

[4394] Met Phe Ser Gly Leu Thr Leu Asn Cys Val Leu Leu Leu Leu Gln Leu
[4395] 1 5 10 15

[4396] Leu Leu Ala Arg Ser Leu Glu Asn Ala Tyr Val Phe Glu Val Gly Lys
[4397] 20 25 30

[4398] Asn Ala Tyr Leu Pro Cys Ser Tyr Thr Leu Ser Thr Pro Gly Ala Leu
[4399] 35 40 45

[4400] Val Pro Met Cys Trp Gly Lys Gly Phe Cys Pro Trp Ser Gln Cys Thr
[4401] 50 55 60

[4402] Asn Glu Leu Leu Arg Thr Asp Glu Arg Asn Val Thr Tyr Gln Lys Ser
[4403] 65 70 75 80

[4404] Ser Arg Tyr Gln Leu Lys Gly Asp Leu Asn Lys Gly Asp Val Ser Leu
[4405] 85 90 95

[4406] Ile Ile Lys Asn Val Thr Leu Asp Asp His Gly Thr Tyr Cys Cys Arg
[4407] 100 105 110

[4408] Ile GIn Phe Pro Gly Leu Met Asn Asp Lys Lys Leu Glu Leu Lys Leu
[4409] 115 120 125
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[4410] Asp Ile Lys Ala Ala Lys Val Thr Pro Ala Gln Thr Ala His Gly Asp
[4411] 130 135 140

[4412] Ser Thr Thr Ala Ser Pro Arg Thr Leu Thr Thr Glu Arg Asn Gly Ser
[4413] 145 150 155 160
[4414] Glu Thr Gln Thr Leu Val Thr Leu His Asn Asn Asn Gly Thr Lys Ile
[4415] 165 170 175

[4416] Ser Thr Trp Ala Asp Glu Ile Lys Asp Ser Gly Glu Thr Ile Arg Thr
[4417] 180 185 190

[4418] Ala Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val

[4419] 195 200 205

[4420] Val Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu
[4421] 210 215 220

[4422] Cys Val Ile Trp Thr Asn Ser Arg Arg Asn Arg Gly Gly Gln Ser Asp
[4423] 225 230 235 240
[4424] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Leu Thr Arg Lys Pro Tyr
[4425] 245 250 255

[4426] Gln Pro Tyr Ala Pro Ala Arg Asp Phe Ala Ala Tyr Arg Pro

[4427] 260 265 270

[4428]  <210> 149

[4429] <211> 783

[4430] <212> DNA

[4431]1  <213> ALFF4

[4432]  <220>

[4433] <223> muTim3-9aas-CD28Cys

[4434]  <400> 149

[4435] atgttcagecg gecctgaccet gaactgegtg cteetgetge tgecagetget getggecaga 60
[4436] agcctggaaa acgectacgt gttcgaagtg ggcaagaacg cctacctgee ctgecagetac 120
[4437] accctgtcta cacctggege cctggtgeet atgtgttgge gecaagggett ctgeecttgg 180
[4438] agccagtgeca ccaacgaget getgagaacc gacgagagaa acgtgaccta ccagaagtce 240
[4439] agcagatacc agctgaaggg cgacctgaac aagggecgacg tgtccctgat catcaagaac 300
[4440] gtgaccctgg acgaccacgg cacctactge tgcagaatcc agttccecgg cctgatgaac 360
[4441] gacaagaagc tggaactgaa gctggacatc aaggccgeca aagtgaccce tgeccagaca 420
[4442] gcccacggeg actctacaac agccagecee agaaccctga ccaccgagag gaacggeage 480
[4443] gagacacaga ccctcgtgac actgcacaac aacaacggca ccaagatcag cacctgggee 540
[4444] gacgagatca agtgccacac ccagagcagce cccaagcetgt tctgggecct ggtggtggtg 600
[4445] gceggegtge tgttttgtta cggectgete gtgaccgtgg ccctgtgegt gatctggace 660
[4446] aacagcagaa gaaacagagg cggccagage gactacatga acatgaccce cagaaggect 720
[4447] ggcctgacca gaaagcccta ccagecttac geccectgeca gagacttcge cgectacaga 780
[4448]  cct 783

[4449]  <210> 150

[4450]  <211> 261

[4451]  <212> PRT

172



CN 110621335 B F 5 = 107/149 T
[4452] <213> AN T2

[4453]  <220>

[4454] <223> muTim3-9aas-CD28Cys

[4455]  <400> 150

[4456] Met Phe Ser Gly Leu Thr Leu Asn Cys Val Leu Leu Leu Leu Gln Leu
[4457] 1 5 10 15
[4458] Leu Leu Ala Arg Ser Leu Glu Asn Ala Tyr Val Phe Glu Val Gly Lys
[4459] 20 25 30

[4460] Asn Ala Tyr Leu Pro Cys Ser Tyr Thr Leu Ser Thr Pro Gly Ala Leu
[4461] 35 40 45

[4462] Val Pro Met Cys Trp Gly Lys Gly Phe Cys Pro Trp Ser Gln Cys Thr
[4463] 50 55 60

[4464] Asn Glu Leu Leu Arg Thr Asp Glu Arg Asn Val Thr Tyr Gln Lys Ser
[4465] 65 70 75 80
[4466] Ser Arg Tyr Gln Leu Lys Gly Asp Leu Asn Lys Gly Asp Val Ser Leu
[4467] 85 90 95
[4468] Ile Ile Lys Asn Val Thr Leu Asp Asp His Gly Thr Tyr Cys Cys Arg
[4469] 100 105 110

[4470] Ile GIn Phe Pro Gly Leu Met Asn Asp Lys Lys Leu Glu Leu Lys Leu
[4471] 115 120 125

[4472] Asp Ile Lys Ala Ala Lys Val Thr Pro Ala Gln Thr Ala His Gly Asp
[4473] 130 135 140

[4474]  Ser Thr Thr Ala Ser Pro Arg Thr Leu Thr Thr Glu Arg Asn Gly Ser
[4475] 145 150 155 160
[4476] Glu Thr Gln Thr Leu Val Thr Leu His Asn Asn Asn Gly Thr Lys Ile
[4477] 165 170 175
[4478] Ser Thr Trp Ala Asp Glu Ile Lys Cys His Thr Gln Ser Ser Pro Lys
[4479] 180 185 190

[4480] Leu Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe Cys Tyr Gly
[4481] 195 200 205

[4482] Leu Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr Asn Ser Arg Arg
[4483] 210 215 220

[4484] Asn Arg Gly Gly Gln Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro
[4485] 225 230 235 240
[4486] Gly Leu Thr Arg Lys Pro Tyr Gln Pro Tyr Ala Pro Ala Arg Asp Phe
[4487] 245 250 255
[4488] Ala Ala Tyr Arg Pro

[4489] 260

[4490]  <210> 151

[4491] <211> 1536

[4492]  <212> DNA

[4493]  <213> AT F#4
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[4494]  <220>

[4495]  <223> huLag3tm-CD28

[4496]  <400> 151

[4497] atgtgggaag cgcagtttct tggacttctt tttctccage cgetgtgggt tgegecagta 60
[4498] aagccgetee aacccggtge agaggttceg gtagtgtggg cgecaagaggg tgecaccageg 120
[4499] cagctccect gecagtccgac gattcegetg caagatttgt cactgettag aagggeggge 180
[4500] gtaacgtggc agcaccaacc ggatagtgge cctceggetg cagecaccagg geacccacte 240
[4501] gceeeeggee ctecatceccge agcaccgage agetggggte ctagaccacg cagatataca 300
[4502] gtactctcag taggtcccgg cggectgegg tecggteget tgececttca acctagagta 360
[4503] cagctggatg aaagaggtcg acaacggggt gatttctcece tctggttgag gectgecacga 420
[4504] cgagcagatg ctggggagta tagggctgec gtacacctge gagaccgege acttagttgt 480
[4505] agactccgge tccggetggg acaggectet atgacagegt ccceceetgg gteectgega 540
[4506] gcectetgatt gggtaatact caactgetca ttttctcgge cagatcgece cgetagtgtt 600
[4507] cattggttcc gaaatcgegg ccaaggtcge gtgectgtte gagaatctcce acaccaccat 660
[4508] ttggeggagt cttttetttt tctgectcag gtcteccecta tggactctgg accgtgggge 720
[4509] tgtattttga catatcggga tgggtttaac gtgagtataa tgtataatct cactgtcttg 780
[4510] ggtcttgage cacctacgec gctgacggtg tacgcgggag ccggeagecg ggttggtetg 840
[4511] ccctgecagge tgectgeagg agtcgggaca aggtcattce ttacagcaaa gtggaccceg 900
[4512] ccaggtgggg ggeccgacct ccttgtaacg ggagataatg gagatttcac tctgagactt 960
[4513] gaggatgtct ctcaagctca ggectgggact tatacatgtc acattcactt gcaagaacag 1020
[4514] cagttgaatg cgacggttac cctggctatc ataacagtaa cacctaaatc tttcggtagt 1080
[4515] ccgggtagee tgggcaaact gttgtgtgag gtaacccceg tgtcaggtca agageggttce 1140
[4516] gtctggaget cattggacac tccctcacag cgatccttta geggaccetg getcgaagee 1200
[4517] caagaagccc agctgetttc ccaaccatgg cagtgtcaac tctatcaggg tgagegectt 1260
[4518] ctcggtgegg ctgtetactt caccgaattg tcctctcegg gagegcaaag aagtggacge 1320
[4519] gccccagggg ccctcecgge aggacacctt ctgetgtttt tgattttgge ggtacttagt 1380
[4520] ttgetgetge ttgtcacagg cgettteggt tteccgeagea ageggagecag aggeggecac 1440
[4521] agcgactaca tgaacatgac ccctagacgg cctggecccca ccagaaagea ctaccagecc 1500
[4522] tacgccecte ccegggactt tgecgectac agaage 1536

[4523] <210> 152

[4524] <211> 512

[4525]  <212> PRT

[4526]  <213> AT ¥4l

[4527]  <220>

[4528] <223> huLag3tm-CD28

[4529]  <400> 152

[4530] Met Trp Glu Ala Gln Phe Leu Gly Leu Leu Phe Leu Gln Pro Leu Trp

[4531] 1 5 10 15

[4532] Val Ala Pro Val Lys Pro Leu Gln Pro Gly Ala Glu Val Pro Val Val

[4533] 20 25 30

[4534] Trp Ala Gln Glu Gly Ala Pro Ala Gln Leu Pro Cys Ser Pro Thr Ile

[4535] 35 40 45
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[4536] Pro Leu Gln Asp Leu Ser Leu Leu Arg Arg Ala Gly Val Thr Trp Gln
[4537] 50 55 60

[4538] His Gln Pro Asp Ser Gly Pro Pro Ala Ala Ala Pro Gly His Pro Leu
[4539] 65 70 75 80
[4540] Ala Pro Gly Pro His Pro Ala Ala Pro Ser Ser Trp Gly Pro Arg Pro
[4541] 85 90 95
[4542] Arg Arg Tyr Thr Val Leu Ser Val Gly Pro Gly Gly Leu Arg Ser Gly
[4543] 100 105 110

[4544] Arg Leu Pro Leu Gln Pro Arg Val Gln Leu Asp Glu Arg Gly Arg Gln
[4545] 115 120 125

[4546] Arg Gly Asp Phe Ser Leu Trp Leu Arg Pro Ala Arg Arg Ala Asp Ala
[4547] 130 135 140

[4548] Gly Glu Tyr Arg Ala Ala Val His Leu Arg Asp Arg Ala Leu Ser Cys
[4549] 145 150 155 160
[4550] Arg Leu Arg Leu Arg Leu Gly Gln Ala Ser Met Thr Ala Ser Pro Pro
[4551] 165 170 175
[4552]  Gly Ser Leu Arg Ala Ser Asp Trp Val Ile Leu Asn Cys Ser Phe Ser
[4553] 180 185 190

[4554] Arg Pro Asp Arg Pro Ala Ser Val His Trp Phe Arg Asn Arg Gly Gln
[4555] 195 200 205

[4556] Gly Arg Val Pro Val Arg Glu Ser Pro His His His Leu Ala Glu Ser
[4557] 210 215 220

[4558] Phe Leu Phe Leu Pro Gln Val Ser Pro Met Asp Ser Gly Pro Trp Gly
[4559] 225 230 235 240
[4560] Cys Ile Leu Thr Tyr Arg Asp Gly Phe Asn Val Ser Ile Met Tyr Asn
[4561] 245 250 255
[4562] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[4563] 260 265 270

[4564] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[4565] 275 280 285

[4566] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[4567] 290 295 300

[4568] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
[4569] 305 310 315 320
[4570] Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
[4571] 325 330 335
[4572] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr
[4573] 340 345 350

[4574] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu
[4575] 355 360 365

[4576] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser
[4577] 370 375 380
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[4578] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala
[4579] 385 390 395 400
[4580] Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln
[4581] 405 410 415

[4582] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser
[4583] 420 425 430

[4584] Pro Gly Ala Gln Arg Ser Gly Arg Ala Pro Gly Ala Leu Pro Ala Gly
[4585] 435 440 445

[4586] His Leu Leu Leu Phe Leu Ile Leu Gly Val Leu Ser Leu Leu Leu Leu
[4587] 450 455 460

[4588] Val Thr Gly Ala Phe Gly Phe Arg Ser Lys Arg Ser Arg Gly Gly His
[4589] 465 470 475 480
[4590] Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys
[4591] 485 490 495

[4592] His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser
[4593] 500 505 510

[4594]  <210> 153

[4595] <211> 1350

[4596]  <212> DNA

[4597]  <213> A LJ¥4

[4598]  <220>

[4599]  <223> huLag3Jlis/Mi

[4600]  <400> 153

[4601] atgtgggaag cgcagtttct tggacttctt tttctccage cgetgtgggt tgecgecagta 60
[4602] aagccgetee aacccggtge agaggttceg gtagtgtggg cgecaagaggg tgecaccageg 120
[4603] cagctccect gcagtccgac gattccgetg caagatttgt cactgcttag aagggcggge 180
[4604] gtaacgtgge agcaccaacc ggatagtgge cctccggetg cagecaccagg gcacccacte 240
[4605] gccceceggee ctecatceege agecaccgage agetggggte ctagaccacg cagatataca 300
[4606] gtactctcag taggtcccgg cggectgegg tecggteget tgececttca acctagagta 360
[4607] cagctggatg aaagaggtcg acaacggggt gatttctcee tctggttgag gectgeacga 420
[4608] cgagcagatg ctggggagta tagggetgee gtacacctge gagaccgege acttagttgt 480
[4609] agactccgge tccggetggg acaggectet atgacagegt ccceceetgg gtecctgega 540
[4610] gcectetgatt gggtaatact caactgetca ttttctcgge cagatcgece cgetagtgtt 600
[4611] cattggttcec gaaatcgegg ccaaggtcge gtgectgtte gagaatctcce acaccaccat 660
[4612] ttggeggagt cttttetttt tctgectcag gtcteccecta tggactctgg accgtgggge 720
[4613] tgtattttga catatcggga tgggtttaac gtgagtataa tgtataatct cactgtcttg 780
[4614] ggtcttgage cacctacgec getgacggtg tacgegggag ccggeageeg ggttggtetg 840
[4615] ccctgecagge tgectgeagg agtcgggaca aggtcattce ttacagcaaa gtggaccceg 900
[4616] ccaggtgggg ggeccgacet ccttgtaacg ggagataatg gagatttcac tctgagactt 960
[4617] gaggatgtct ctcaagctca ggectgggact tatacatgtc acattcactt gcaagaacag 1020
[4618] cagttgaatg cgacggttac cctggctatc ataacagtaa cacctaaatc tttcggtagt 1080
[4619] ccgggtagee tgggeaaact gttgtgtgag gtaacccccg tgtcaggtca agageggtte 1140
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[4620]
[4621]
[4622]
[4623]
[4624]
[4625]
[4626]
[4627]
[4628]
[4629]
[4630]
[4631]
[4632]
[4633]
[4634]
[4635]
[4636]
[4637]
[4638]
[4639]
[4640]
[4641]
[4642]
[4643]
[4644]
[4645]
[4646]
[4647]
[4648]
[4649]
[4650]
[4651]
[4652]
[4653]
[4654]
[4655]
[4656]
[4657]
[4658]
[4659]
[4660]
[4661]

gtctggagcet

caagaagccc

ctcggtgegs
gccccagges
<210> 154
<211> 450
<212> PRT
213> N T4l
220>
<223> huLag3fii¥Mk
<400> 154

Met Trp Glu

1
Val

Trp

Pro

His

65

Ala

Arg

Arg

Arg

Gly

145

Arg

Gly

Arg

Gly

Phe

225
Cys

Ala
Ala
Leu
50

Gln
Pro
Arg
Leu
Gly
130
Glu
Leu
Ser
Pro
Arg
210

Leu

Ile

Pro
Gln
35

Gln
Pro
Gly
Tyr
Pro
115
Asp
Tyr
Arg
Leu
Asp
195
Val

Phe

Leu

Ala
Val
20

Glu
Asp
Asp
Pro
Thr
100
Leu
Phe
Arg
Leu
Arg
180
Arg
Pro

Leu

Thr

Gln
5
Lys
Gly
Leu
Ser
His
85
Val
Gln
Ser
Ala
Arg
165
Ala
Pro
Val

Pro

Tyr

Phe

Pro

Ala

Ser

Gly

70

Pro

Leu

Pro

Leu

Ala

150

Leu

Ser

Ala

Arg

Gln

230
Arg

Leu
Leu
Pro
Leu
55

Pro
Ala
Ser
Arg
Trp
135
Val
Gly
Asp
Ser
Glu
215

Val

Asp

Gly
Gln
Ala
40

Leu
Pro
Ala
Val
Val
120
Leu
His
Gln
Trp
Val
200
Ser

Ser

Gly

Leu
Pro
25

Gln
Arg
Ala
Pro
Gly
105
Gln
Arg
Leu
Ala
Val
185
His
Pro

Pro

Phe

177

ccecteccgge aggacacctt 1350

Leu
10

Gly
Leu
Arg
Ala
Ser
90

Pro
Leu
Pro
Arg
Ser
170
Ile
Trp
His
Met

Asn

Phe

Ala

Pro

Ala

Ala

75

Ser

Gly

Asp

Ala

Asp

155

Met

Leu

Phe

His

Asp

235
Val

Leu
Glu
Cys
Gly
60

Pro
Trp
Gly
Glu
Arg
140
Arg
Thr
Asn
Arg
His
220

Ser

Ser

Gln
Val
Ser
45

Val
Gly
Gly
Leu
Arg
125
Arg
Ala
Ala
Cys
Asn
205
Leu

Gly

Ile

Pro
Pro
30

Pro
Thr
His
Pro
Arg
110
Gly
Ala
Leu
Ser
Ser
190
Arg
Ala

Pro

Met

Leu
15

Val
Thr
Trp
Pro
Arg
95

Ser
Arg
Asp
Ser
Pro
175
Phe
Gly
Glu

Trp

Tyr

Trp

Val

Ile

Gln

Leu

80

Pro

Gly

Gln

Ala

Cys

160

Pro

Ser

Gln

Ser

Gly

240

Asn

cattggacac tccctcacag cgatccttta geggaccetg getcgaagee 1200
agctgettte ccaaccatgg cagtgtcaac tctatcaggg tgagegectt 1260
ctgtctactt caccgaattg tcctctcecgg gagegcaaag aagtggacge 1320
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[4662] 245 250 255
[4663] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[4664] 260 265 270

[4665] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[4666] 275 280 285

[4667] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[4668] 290 295 300

[4669] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
[4670] 305 310 315 320
[4671]  Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
[4672] 325 330 335
[4673] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr
[4674] 340 345 350

[4675] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu
[4676] 355 360 365

[4677] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser
[4678] 370 375 380

[4679] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala
[4680] 385 390 395 400
[4681] Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln
[4682] 405 410 415
[4683] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser
[4684] 420 425 430

[4685] Pro Gly Ala Gln Arg Ser Gly Arg Ala Pro Gly Ala Leu Pro Ala Gly
[4686] 435 440 445

[4687] His Leu

[4688] 450

[4689]  <210> 155

[4690] <211> 63

[4691]  <212> DNA

[4692]  <213> A LJ¥4

[4693]  <220>

[4694]  <223> hulag3¥s 4k Hylek

[4695]  <400> 155

[4696] ctgctgtttt tgattttggg ggtacttagt ttgctgetge ttgtcacagg cgettteggt 60
[4697]  ttc 63

[4698]  <210> 156

[4699] <211> 21

[4700]  <212> PRT

[4701]  <213> A LJ¥4

[4702] <220

[4703]  <223> huLag35JE gt iing
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[4704]
[4705]
[4706]
[4707]
[4708]
[4709]
[4710]
[4711]
[4712]
[4713]
[4714]
[4715]
[4716]
[4717]
[4718]
[4719]
[4720]
[4721]
[4722]
[4723]
[4724]
[4725]
[4726]
[4727]
[4728]
[4729]
[4730]
[4731]
[4732]
[4733]
[4734]
[4735]
[4736]
[4737]
[4738]
[4739]
[4740]
[4741]
[4742]
[4743]
[4744]
[4745]

<400> 156

Leu Leu Phe Leu Ile Leu Gly Val Leu Ser Leu Leu Leu Leu Val Thr

1

5

Gly Ala Phe Gly Phe

<210> 157
<211> 1554
<212> DNA

20

213> N L4

220>

<223> hulLag3-CD28tm

<400> 157

atgtgggaag
aagccgctcce
cagctccecet
gtaacgtggce
gceeecggee
gtactctcag
cagctggatg
cgagcagatg
agactccggce
gcctetgatt
cattggttcce
ttggeggagt
tgtattttga
ggtcttgagce
ccctgecagge
ccaggtggsgg
gaggatgtct
cagttgaatg
ccgggtagece
gtctggagcet
caagaagccc
ctcggtgegg
gceccaggss
ctggecetget
cggagcagag
agaaagcact
<210> 158

<211> 518

<212> PRT

cgcagtttet
aacccggtge
gcagtccgac
agcaccaacc
ctcatccege
taggtcccgg
aaagaggtcg
ctggggagta
tcecggetggg
gggtaatact
gaaatcgcgg
cttttetttt
catatcggga
cacctacgcce
tgcctgecagg
ggcccgacct
ctcaagctca
cgacggttac
tgggcaaact
cattggacac
agctgettte
ctgtctactt
cceteeegge
acagcctget
gcggecacag

accagcccta

213> N L4

tggacttctt
agaggttccg
gattccgetg
ggatagtggce
agcaccgagc
cggeetgegg
acaacggggt
tagggctgece
acaggcctct
caactgctca
ccaaggtcgce
tctgectceag
tgggtttaac
gctgacggtg
agtcgggaca
ccttgtaacg
ggctgggact
cctggetate
gttgtgtgag
tccctcacag
ccaaccatgg
caccgaattg
aggacacctt
ggtcaccgtg
cgactacatg

cgcccectecece

10

tttctccage
gtagtgtggg
caagatttgt
ccteeggetg
agctggggtce
tcecggteget
gatttctcce
gtacacctge
atgacagcgt
ttttctegge
gtgcetgtte
gtctccececta
gtgagtataa
tacgcgggag
aggtcattcce
ggagataatg
tatacatgtc
ataacagtaa
gtaaccccceg
cgatccttta
cagtgtcaac
tceteteegg
ttctgggtge
gccttecatca
aacatgaccc

cgggactttg

179

cgcetgtgggt
cgcaagaggs
cactgcttag
cagcaccagg
ctagaccacg
tgceecttea
tctggttgag
gagaccgcge
cceeeeetgg
cagatcgccce
gagaatctcc
tggactctgg
tgtataatct
ccggeagecg
ttacagcaaa
gagatttcac
acattcactt
cacctaaatc
tgtcaggtca
gcggaccctg
tctatcaggg
gagcgcaaag
tggtggtggt
tcttttgggt
ctagacggcce

ccgectacag

15

tgcgecagta
tgcaccagcg
aaggegegssc
gcacccactce
cagatataca
acctagagta
gcctgcecacga
acttagttgt
gtccetgega
cgctagtgtt
acaccaccat
accgtggggce
cactgtcttg
ggttggtctg
gtggaccccg
tctgagactt
gcaagaacag
tttcggtagt
agagcggttce
gctcgaagece
tgagcgecett
aagtggacgc
cggaggegtg
ccgcagcaag
tggccccacce
aagc 1554

120
180
240
300
360
420
480
540
600
660
720
780
840
900
960
1020
1080
1140
1200
1260
1320
1380
1440
1500
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[4746]  <220>

[4747]  <223> huLag3-CD28tm

[4748]  <400> 158

[4749] Met Trp Glu Ala Gln Phe Leu Gly Leu Leu Phe Leu Gln Pro Leu Trp
[4750] 1 5 10 15
[4751] Val Ala Pro Val Lys Pro Leu Gln Pro Gly Ala Glu Val Pro Val Val
[4752] 20 25 30

[4753] Trp Ala Gln Glu Gly Ala Pro Ala Gln Leu Pro Cys Ser Pro Thr Ile
[4754] 35 40 45

[4755]  Pro Leu Gln Asp Leu Ser Leu Leu Arg Arg Ala Gly Val Thr Trp Gln
[4756] 50 55 60

[4757] His Gln Pro Asp Ser Gly Pro Pro Ala Ala Ala Pro Gly His Pro Leu
[4758] 65 70 75 80
[4759] Ala Pro Gly Pro His Pro Ala Ala Pro Ser Ser Trp Gly Pro Arg Pro
[4760] 85 90 95
[4761] Arg Arg Tyr Thr Val Leu Ser Val Gly Pro Gly Gly Leu Arg Ser Gly
[4762] 100 105 110

[4763] Arg Leu Pro Leu Gln Pro Arg Val Gln Leu Asp Glu Arg Gly Arg Gln
[4764] 115 120 125

[4765] Arg Gly Asp Phe Ser Leu Trp Leu Arg Pro Ala Arg Arg Ala Asp Ala
[4766] 130 135 140

[4767] Gly Glu Tyr Arg Ala Ala Val His Leu Arg Asp Arg Ala Leu Ser Cys
[4768] 145 150 155 160
[4769] Arg Leu Arg Leu Arg Leu Gly Gln Ala Ser Met Thr Ala Ser Pro Pro
[4770] 165 170 175
[4771]  Gly Ser Leu Arg Ala Ser Asp Trp Val Ile Leu Asn Cys Ser Phe Ser
[4772] 180 185 190

[4773] Arg Pro Asp Arg Pro Ala Ser Val His Trp Phe Arg Asn Arg Gly Gln
[4774] 195 200 205

[4775]  Gly Arg Val Pro Val Arg Glu Ser Pro His His His Leu Ala Glu Ser
[4776] 210 215 220

[4777] Phe Leu Phe Leu Pro Gln Val Ser Pro Met Asp Ser Gly Pro Trp Gly
[4778] 225 230 235 240
[4779] Cys Ile Leu Thr Tyr Arg Asp Gly Phe Asn Val Ser Ile Met Tyr Asn
[4780] 245 250 255
[4781] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[4782] 260 265 270

[4783] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[4784] 275 280 285

[4785] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[4786] 290 295 300

[4787] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
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[4788] 305 310 315 320
[4789] Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
[4790] 325 330 335

[4791] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr
[4792] 340 345 350

[4793] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu
[4794] 355 360 365

[4795] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser
[4796] 370 375 380

[4797] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala
[4798] 385 390 395 400
[4799]  Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln
[4800] 405 410 415

[4801] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser
[4802] 420 425 430

[4803] Pro Gly Ala Gln Arg Ser Gly Arg Ala Pro Gly Ala Leu Pro Ala Gly
[4804] 435 440 445

[4805] His Leu Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr
[4806] 450 455 460

[4807] Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys
[4808] 465 470 475 480
[4809] Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg
[4810] 485 490 495

[4811] Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp
[4812] 500 505 510

[4813] Phe Ala Ala Tyr Arg Ser

[4814] 515

[4815]  <210> 159

[4816] <211> 1554

[4817]  <212> DNA

[4818]  <213> ALFF4l

[4819]  <220>

[4820] <223> hulLag3-12aas-CD28Cys

[4821]  <400> 159

[4822] atgtgggaag cgcagtttct tggacttctt tttctccage cgetgtgggt tgegecagta 60
[4823] aagccgetee aacccggtge agaggttceg gtagtgtggg cgecaagaggg tgecaccageg 120
[4824] cagctcceect gecagtceccgac gattccgetg caagatttgt cactgettag aagggeggge 180
[4825] gtaacgtgge agcaccaacc ggatagtgge cctccggetg cagecaccagg gcacccacte 240
[4826] gceeececggee ctcatccege agecaccgage agetggggte ctagaccacg cagatataca 300
[4827] gtactctcag taggtcccgg cggectgegg tecggteget tgececttca acctagagta 360
[4828] cagctggatg aaagaggtcg acaacggggt gatttctcece tctggttgag gectgeacga 420
[4829] cgagcagatg ctggggagta tagggetgee gtacacctge gagaccgege acttagttgt 480
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[4830] agactccgge tccggetggg acaggectet atgacagegt cccccectgg gteectgega 540
[4831] gcectetgatt gggtaatact caactgetca ttttctcgge cagatcgece cgetagtgtt 600
[4832] cattggttcc gaaatcgegg ccaaggtcge gtgectgtte gagaatctce acaccaccat 660
[4833] ttggeggagt cttttetttt tctgectcag gtcteccecta tggactctgg accgtgggge 720
[4834] tgtattttga catatcggga tgggtttaac gtgagtataa tgtataatct cactgtcttg 780
[4835] ggtcttgage cacctacgec getgacggtg tacgegggag ccggeageeg ggttggtetg 840
[4836] ccctgcagge tgectgecagg agtcgggaca aggtcattce ttacagcaaa gtggaccceg 900
[4837] ccaggtgggg ggeccgaccet ccttgtaacg ggagataatg gagatttcac tctgagactt 960
[4838] gaggatgtct ctcaagctca ggctgggact tatacatgtc acattcactt gcaagaacag 1020
[4839] cagttgaatg cgacggttac cctggctatc ataacagtaa cacctaaatc tttcggtagt 1080
[4840] ccgggtagee tgggcaaact gttgtgtgag gtaacccceg tgtcaggtca agageggttce 1140
[4841] gtctggaget cattggacac tccctcacag cgatccttta geggaccetg getcgaagee 1200
[4842] caagaagccc agctgetttc ccaaccatgg cagtgtcaac tctatcaggg tgagegectt 1260
[4843] ctcggtgegg ctgtetactt caccgaattg tcctctcecgg gagegecaaag aagttgtcecce 1320
[4844] agccctetgt ttcccggeec tagcaageet ttctgggtge tggtggtget cggaggegtg 1380
[4845] ctggeetget acagectget ggtcaccgtg gecttcatca tettttgggt ccgecagecaag 1440
[4846] cggagcagag gcggecacag cgactacatg aacatgacce ctagacggec tggecccace 1500
[4847] agaaagcact accagcccta cgecccecteee cgggactttg ccgectacag aage 1554
[4848]  <210> 160

[4849] <211> 518

[4850] <212> PRT

[4851]  <213> AT ¥4l

[4852]  <220>

[4853] <223> hulag3-12aas-CD28Cys

[4854]  <400> 160

[4855] Met Trp Glu Ala Gln Phe Leu Gly Leu Leu Phe Leu Gln Pro Leu Trp

[4856] 1 5 10 15

[4857] Val Ala Pro Val Lys Pro Leu Gln Pro Gly Ala Glu Val Pro Val Val

[4858] 20 25 30

[4859] Trp Ala Gln Glu Gly Ala Pro Ala Gln Leu Pro Cys Ser Pro Thr Ile

[4860] 35 40 45

[4861] Pro Leu Gln Asp Leu Ser Leu Leu Arg Arg Ala Gly Val Thr Trp Gln

[4862] 50 55 60

[4863] His Gln Pro Asp Ser Gly Pro Pro Ala Ala Ala Pro Gly His Pro Leu

[4864] 65 70 75 80

[4865] Ala Pro Gly Pro His Pro Ala Ala Pro Ser Ser Trp Gly Pro Arg Pro

[4866] 85 90 95

[4867] Arg Arg Tyr Thr Val Leu Ser Val Gly Pro Gly Gly Leu Arg Ser Gly

[4868] 100 105 110

[4869] Arg Leu Pro Leu Gln Pro Arg Val Gln Leu Asp Glu Arg Gly Arg Gln

[4870] 115 120 125

[4871] Arg Gly Asp Phe Ser Leu Trp Leu Arg Pro Ala Arg Arg Ala Asp Ala
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[4872] 130 135 140

[4873] Gly Glu Tyr Arg Ala Ala Val His Leu Arg Asp Arg Ala Leu Ser Cys
[4874] 145 150 155 160
[4875] Arg Leu Arg Leu Arg Leu Gly Gln Ala Ser Met Thr Ala Ser Pro Pro
[4876] 165 170 175
[4877] Gly Ser Leu Arg Ala Ser Asp Trp Val Ile Leu Asn Cys Ser Phe Ser
[4878] 180 185 190

[4879] Arg Pro Asp Arg Pro Ala Ser Val His Trp Phe Arg Asn Arg Gly Gln
[4880] 195 200 205

[4881] Gly Arg Val Pro Val Arg Glu Ser Pro His His His Leu Ala Glu Ser
[4882] 210 215 220

[4883] Phe Leu Phe Leu Pro Gln Val Ser Pro Met Asp Ser Gly Pro Trp Gly
[4884] 225 230 235 240
[4885] Cys Ile Leu Thr Tyr Arg Asp Gly Phe Asn Val Ser Ile Met Tyr Asn
[4886] 245 250 255
[4887] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[4888] 260 265 270

[4889] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[4890] 275 280 285

[4891] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[4892] 290 295 300

[4893] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
[4894] 305 310 315 320
[4895] Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
[4896] 325 330 335
[4897] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr
[4898] 340 345 350

[4899] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu
[4900] 355 360 365

[4901] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser
[4902] 370 375 380

[4903] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala
[4904] 385 390 395 400
[4905] Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln
[4906] 405 410 415
[4907] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser
[4908] 420 425 430

[4909] Pro Gly Ala Gln Arg Ser Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser
[4910] 435 440 445

[4911] Lys Pro Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr
[4912] 450 455 460

[4913] Ser Leu Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys
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[4914] 465 470 475 480

[4915] Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg

[4916] 485 490 495

[4917]  Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp

[4918] 500 505 510

[4919]  Phe Ala Ala Tyr Arg Ser

[4920] 515

[4921] <210> 161

[4922] <211> 1314

[4923] <212> DNA

[4924]  <213> A TJE4

[4925]  <220>

[4926] <223> hulag3-12aas

[4927]  <400> 161

[4928] atgtgggaag cgcagtttct tggacttctt tttctccage cgetgtgggt tgegecagta 60
[4929] aagccgetee aaccecggtge agaggttceg gtagtgtggg cgecaagaggg tgecaccageg 120
[4930] cagctccect gecagtccgac gattcegetg caagatttgt cactgettag aagggeggge 180
[4931] gtaacgtggc agcaccaacc ggatagtgge cctceggetg cagecaccagg geacccacte 240
[4932] gceeeecggee ctecatcececge agcaccgage agetggggte ctagaccacg cagatataca 300
[4933] gtactctcag taggtcccgg cggectgegg tecggteget tgececttca acctagagta 360
[4934] cagctggatg aaagaggtcg acaacggggt gatttctcece tctggttgag gectgecacga 420
[4935] cgagcagatg ctggggagta tagggctgece gtacacctge gagaccgege acttagttgt 480
[4936] agactccgge tccggetggg acaggectet atgacagegt cccecectgg gteectgega 540
[4937] gcectetgatt gggtaatact caactgetca ttttctcgge cagatcgece cgetagtgtt 600
[4938] cattggttcc gaaatcgegg ccaaggtcge gtgectgtte gagaatctcce acaccaccat 660
[4939] ttggeggagt cttttetttt tctgectcag gtcteccecta tggactctgg accgtgggge 720
[4940] tgtattttga catatcggga tgggtttaac gtgagtataa tgtataatct cactgtcttg 780
[4941] ggtcttgage cacctacgee getgacggtg tacgegggag ccggecagecg ggttggtetg 840
[4942] ccctgcagge tgcctgecagg agtcgggaca aggtcattcce ttacagcaaa gtggaccceg 900
[4943] ccaggtgggg ggeccgacct ccttgtaacg ggagataatg gagatttcac tctgagactt 960
[4944] gaggatgtct ctcaagctca ggctgggact tatacatgtc acattcactt gcaagaacag 1020
[4945] cagttgaatg cgacggttac cctggctatc ataacagtaa cacctaaatc tttcggtagt 1080
[4946] ccgggtagee tgggcaaact gttgtgtgag gtaacccceg tgtcaggtca agageggttce 1140
[4947] gtctggaget cattggacac tccctcacag cgatccttta geggaccetg getcgaagee 1200
[4948] caagaagccc agctgetttc ccaaccatgg cagtgtcaac tctatcaggg tgagegectt 1260
[4949] ctcggtgegg ctgtetactt caccgaattg tcctctcecgg gagegecaaag aagt 1314
[4950]  <210> 162

[4951]  <211> 438

[4952]  <212> PRT

[4953]  <213> A LJ¥4

[4954]  <220>

[4955] <223> hulag3-12aas
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[4956]  <400> 162

[4957] Met Trp Glu Ala Gln Phe Leu Gly Leu Leu Phe Leu Gln Pro Leu Trp
[4958] 1 5 10 15
[4959] Val Ala Pro Val Lys Pro Leu Gln Pro Gly Ala Glu Val Pro Val Val
[4960] 20 25 30

[4961] Trp Ala Gln Glu Gly Ala Pro Ala Gln Leu Pro Cys Ser Pro Thr Ile
[4962] 35 40 45

[4963] Pro Leu Gln Asp Leu Ser Leu Leu Arg Arg Ala Gly Val Thr Trp Gln
[4964] 50 55 60

[4965] His Gln Pro Asp Ser Gly Pro Pro Ala Ala Ala Pro Gly His Pro Leu
[4966] 65 70 75 80
[4967] Ala Pro Gly Pro His Pro Ala Ala Pro Ser Ser Trp Gly Pro Arg Pro
[4968] 85 90 95
[4969] Arg Arg Tyr Thr Val Leu Ser Val Gly Pro Gly Gly Leu Arg Ser Gly
[4970] 100 105 110

[4971] Arg Leu Pro Leu Gln Pro Arg Val Gln Leu Asp Glu Arg Gly Arg Gln
[4972] 115 120 125

[4973] Arg Gly Asp Phe Ser Leu Trp Leu Arg Pro Ala Arg Arg Ala Asp Ala
[4974] 130 135 140

[4975] Gly Glu Tyr Arg Ala Ala Val His Leu Arg Asp Arg Ala Leu Ser Cys
[4976] 145 150 155 160
[4977] Arg Leu Arg Leu Arg Leu Gly Gln Ala Ser Met Thr Ala Ser Pro Pro
[4978] 165 170 175
[4979] Gly Ser Leu Arg Ala Ser Asp Trp Val Ile Leu Asn Cys Ser Phe Ser
[4980] 180 185 190

[4981] Arg Pro Asp Arg Pro Ala Ser Val His Trp Phe Arg Asn Arg Gly Gln
[4982] 195 200 205

[4983] Gly Arg Val Pro Val Arg Glu Ser Pro His His His Leu Ala Glu Ser
[4984] 210 215 220

[4985] Phe Leu Phe Leu Pro Gln Val Ser Pro Met Asp Ser Gly Pro Trp Gly
[4986] 225 230 235 240
[4987] Cys Ile Leu Thr Tyr Arg Asp Gly Phe Asn Val Ser Ile Met Tyr Asn
[4988] 245 250 255
[4989] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[4990] 260 265 270

[4991] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[4992] 275 280 285

[4993] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[4994] 290 295 300

[4995] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
[4996] 305 310 315 320
[4997] Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
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[4998] 325 330 335

[4999] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr

[5000] 340 345 350

[5001] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu

[5002] 355 360 365

[5003] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser

[5004] 370 375 380

[5005] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala

[5006] 385 390 395 400

[5007] Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln

[5008] 405 410 415

[5009] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser

[5010] 420 425 430

[5011] Pro Gly Ala Gln Arg Ser

[5012] 435

[5013]  <210> 163

[5014]  <211> 1590

[5015]  <212> DNA

[5016]  <213> A T34

[5017]  <220>

[5018]  <223> huLag3-CD28Cys

[5019]  <400> 163

[5020] atgtgggaag cgcagtttet tggacttctt tttctccage cgetgtgggt tgegecagta 60
[5021] aagccgetee aacccggtge agaggttcecg gtagtgtggg cgecaagaggg tgcaccageg 120
[5022] cagctcceet gecagtccgac gattcecgetg caagatttgt cactgettag aagggeggge 180
[5023] gtaacgtggce agcaccaacc ggatagtggc cctccggctg cagcaccagg gcacccacte 240
[5024] gceeecggee ctecatccecge agcaccgage agetggggte ctagaccacg cagatataca 300
[5025] gtactctcag taggtcccgg cggectgegg tccggteget tgccecttca acctagagta 360
[5026] cagctggatg aaagaggtcg acaacggggt gatttctcce tctggttgag gectgeacga 420
[5027] cgagcagatg ctggggagta tagggctgece gtacacctge gagaccgege acttagttgt 480
[5028] agactccgge tccggetggg acaggectet atgacagegt cccecectgg gtecctgega 540
[56029] gcctctgatt gggtaatact caactgctca ttttctcgge cagatcgece cgetagtgtt 600
[5030] cattggttcc gaaatcgcgg ccaaggtcge gtgectgttc gagaatctcc acaccaccat 660
[5031] ttggecggagt cttttetttt tctgectcag gtectecccta tggactectgg accgtgggge 720
[5032] tgtattttga catatcggga tgggtttaac gtgagtataa tgtataatct cactgtcttg 780
[5033] ggtcttgage cacctacgee getgacggtg tacgegggag ccggeagecg ggttggtetg 840
[5034] ccctgcagge tgectgcagg agtcgggaca aggtcattce ttacagcaaa gtggaccceg 900
[5035] ccaggtgggg ggecccgacet ccttgtaacg ggagataatg gagatttcac tctgagactt 960
[56036] gaggatgtct ctcaagctca ggctgggact tatacatgtc acattcactt gcaagaacag 1020
[5037] cagttgaatg cgacggttac cctggctatc ataacagtaa cacctaaatc tttcggtagt 1080
[5038] ccgggtagee tgggcaaact gttgtgtgag gtaaccceceg tgtcaggtca agageggtte 1140
[5039] gtctggaget cattggacac tccctcacag cgatccttta geggaccctg getcgaagee 1200
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[5040] caagaagccc agctgetttc ccaaccatgg cagtgtcaac tctatcaggg tgagegectt 1260
[5041] ctcggtgcgg ctgtctactt caccgaattg tcctctccgg gagegcaaag aagtggacge 1320
[5042] gceccagggg ccctecegge aggacacctt tgtcccagee ctetgtttee cggecctage 1380
[5043] aagcctttct ggstgctggt ggtggtegga ggegtgetgs cctgetacag cetgetggte 1440
[5044] accgtggeet tcatcatctt ttgggtccge agcaagegga gecagaggegg ccacagegac 1500
[5045] tacatgaaca tgacccctag acggcctgge cccaccagaa agcactacca gccctacgee 1560
[5046] cctccecggg actttgecge ctacagaage 1590

[5047] <210> 164

[5048] <211> 530

[5049]  <212> PRT

[5050]  <213> AT ¥4l

[5051]  <220>

[5052] <223> huLag3-CD28Cys

[5053]  <400> 164

[5054] Met Trp Glu Ala Gln Phe Leu Gly Leu Leu Phe Leu Gln Pro Leu Trp

[5055] 1 5 10 15

[5056] Val Ala Pro Val Lys Pro Leu Gln Pro Gly Ala Glu Val Pro Val Val

[5057] 20 25 30

[5058] Trp Ala Gln Glu Gly Ala Pro Ala Gln Leu Pro Cys Ser Pro Thr Ile

(50591 35 40 45

[5060] Pro Leu Gln Asp Leu Ser Leu Leu Arg Arg Ala Gly Val Thr Trp Gln

[5061] 50 55 60

[5062] His Gln Pro Asp Ser Gly Pro Pro Ala Ala Ala Pro Gly His Pro Leu

[5063] 65 70 75 80

[5064] Ala Pro Gly Pro His Pro Ala Ala Pro Ser Ser Trp Gly Pro Arg Pro

[5065] 85 90 95

[5066] Arg Arg Tyr Thr Val Leu Ser Val Gly Pro Gly Gly Leu Arg Ser Gly

[5067] 100 105 110

[5068] Arg Leu Pro Leu Gln Pro Arg Val Gln Leu Asp Glu Arg Gly Arg Gln

[5069] 115 120 125

[5070] Arg Gly Asp Phe Ser Leu Trp Leu Arg Pro Ala Arg Arg Ala Asp Ala

[5071] 130 135 140

[5072] Gly Glu Tyr Arg Ala Ala Val His Leu Arg Asp Arg Ala Leu Ser Cys

[5073] 145 150 155 160

[5074] Arg Leu Arg Leu Arg Leu Gly Gln Ala Ser Met Thr Ala Ser Pro Pro

[5075] 165 170 175

[5076] Gly Ser Leu Arg Ala Ser Asp Trp Val Ile Leu Asn Cys Ser Phe Ser

[5077] 180 185 190

[5078] Arg Pro Asp Arg Pro Ala Ser Val His Trp Phe Arg Asn Arg Gly Gln

[5079] 195 200 205

[5080] Gly Arg Val Pro Val Arg Glu Ser Pro His His His Leu Ala Glu Ser

[5081] 210 215 220
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[5082] Phe Leu Phe Leu Pro Gln Val Ser Pro Met Asp Ser Gly Pro Trp Gly
[5083] 225 230 235 240
[5084] Cys Ile Leu Thr Tyr Arg Asp Gly Phe Asn Val Ser Ile Met Tyr Asn
[5085] 245 250 255
[5086] Leu Thr Val Leu Gly Leu Glu Pro Pro Thr Pro Leu Thr Val Tyr Ala
[5087] 260 265 270

[5088] Gly Ala Gly Ser Arg Val Gly Leu Pro Cys Arg Leu Pro Ala Gly Val
[5089] 275 280 285

[5090] Gly Thr Arg Ser Phe Leu Thr Ala Lys Trp Thr Pro Pro Gly Gly Gly
[5091] 290 295 300

[5092] Pro Asp Leu Leu Val Thr Gly Asp Asn Gly Asp Phe Thr Leu Arg Leu
[5093] 305 310 315 320
[5094] Glu Asp Val Ser Gln Ala Gln Ala Gly Thr Tyr Thr Cys His Ile His
[5095] 325 330 335
[5096] Leu Gln Glu Gln Gln Leu Asn Ala Thr Val Thr Leu Ala Ile Ile Thr
(50971 340 345 350

[5098] Val Thr Pro Lys Ser Phe Gly Ser Pro Gly Ser Leu Gly Lys Leu Leu
[5099] 355 360 365

[56100] Cys Glu Val Thr Pro Val Ser Gly Gln Glu Arg Phe Val Trp Ser Ser
[5101] 370 375 380

[5102] Leu Asp Thr Pro Ser Gln Arg Ser Phe Ser Gly Pro Trp Leu Glu Ala
[5103] 385 390 395 400
[5104] Gln Glu Ala Gln Leu Leu Ser Gln Pro Trp Gln Cys Gln Leu Tyr Gln
[5105] 405 410 415
[5106] Gly Glu Arg Leu Leu Gly Ala Ala Val Tyr Phe Thr Glu Leu Ser Ser
[5107] 420 425 430

[5108] Pro Gly Ala Gln Arg Ser Gly Arg Ala Pro Gly Ala Leu Pro Ala Gly
[5109] 435 440 445

[5110] His Leu Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe Trp
[5111] 450 455 460

[5112] Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val
[5113] 465 470 475 480
[5114] Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly
[5115] 485 490 495
[5116] Gly His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr
[5117] 500 505 510

[5118] Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr
[5119] 515 520 525

[5120] Arg Ser

[5121] 530

[56122] <210> 165

[56123] <211> 792
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[5124]  <212> DNA

[5125]  <213> A L4

[6126]  <220>

[5127]  <223> huTim3tm-CD28

[5128]  <400> 165

[5129] atgttctcce atcttecectt cgactgtgtg ttgetectte tcctectget tetcaccegg 60
[5130] tcaagcgaag tagagtaccg ggcggaagta ggtcagaacg catatctcce ctgtttttac 120
[5131] acacccgetg cgecgggaaa cctggttece gtgtgttggg gaaaggggge atgecctgtt 180
[5132] ttcgagtgtg gcaacgtggt ccteccggacg gatgagegag acgtgaatta ttggacgage 240
[5133] agatattggt tgaatggcga ttttagaaag ggtgatgtga gettgaccat tgagaatgta 300
[5134] acgcttgetg atagecgggat atattgetgt agaattcaaa tccctggtat aatgaacgac 360
[5135] gaaaaattca atctgaagct ggtaattaag ccggccaagg tgacacccge cccgacacga 420
[5136] cagcgegact tcacggetge ctttccacge atgttgacca caaggggaca tggtccageg 480
[5137] gagacccaga cacttggtag cctcccggac ataaacctca cacaaatatc cacgttggeg 540
[5138] aacgagctcc gagattccag gecttgegaat gacctgaggg attctggage taccatcaga 600
[5139] atcggtatct acataggtge cgggatatge geccggteteg cacttgectt gattttecggg 660
[5140] gcactgattc gcagcaagcg gagcagagge ggecacageg actacatgaa catgacccect 720
[5141] agacggectg gecccaccag aaagcactac cagcecctacg ccecteceeg ggactttgee 780
[5142] gcctacagaa gc 792

[5143] <210> 166

[5144] <211> 264

[5145]  <212> PRT

[5146]  <213> A TJ#%l

[6147]  <220>

[5148]  <223> huTim3tm-CD28

[5149]  <400> 166

[5150] Met Phe Ser His Leu Pro Phe Asp Cys Val Leu Leu Leu Leu Leu Leu
[5151] 1 5 10 15

[5152] Leu Leu Thr Arg Ser Ser Glu Val Glu Tyr Arg Ala Glu Val Gly Gln
[5153] 20 25 30

[5154] Asn Ala Tyr Leu Pro Cys Phe Tyr Thr Pro Ala Ala Pro Gly Asn Leu
[5155] 35 40 45

[5156] Val Pro Val Cys Trp Gly Lys Gly Ala Cys Pro Val Phe Glu Cys Gly
[5157] 50 55 60

[5158] Asn Val Val Leu Arg Thr Asp Glu Arg Asp Val Asn Tyr Trp Thr Ser
[5159] 65 70 75 80

[5160] Arg Tyr Trp Leu Asn Gly Asp Phe Arg Lys Gly Asp Val Ser Leu Thr
[5161] 85 90 95

[5162] Ile Glu Asn Val Thr Leu Ala Asp Ser Gly Ile Tyr Cys Cys Arg Ile
[5163] 100 105 110

[56164] Gln Ile Pro Gly Ile Met Asn Asp Glu Lys Phe Asn Leu Lys Leu Val
[5165] 115 120 125
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[5166] Ile Lys Pro Ala Lys Val Thr Pro Ala Pro Thr Arg Gln Arg Asp Phe
[5167] 130 135 140

[5168] Thr Ala Ala Phe Pro Arg Met Leu Thr Thr Arg Gly His Gly Pro Ala
[5169] 145 150 155 160
[5170] Glu Thr Gln Thr Leu Gly Ser Leu Pro Asp Ile Asn Leu Thr Gln Ile
[5171] 165 170 175

[5172] Ser Thr Leu Ala Asn Glu Leu Arg Asp Ser Arg Leu Ala Asn Asp Leu
[5173] 180 185 190

[5174] Arg Asp Ser Gly Ala Thr Ile Arg Ile Gly Ile Tyr Ile Gly Ala Gly
[5175] 195 200 205

[5176] Ile Cys Ala Gly Leu Ala Leu Ala Leu Ile Phe Gly Ala Leu Ile Arg
[5177] 210 215 220

[5178] Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met Thr Pro
[5179] 225 230 235 240
[5180] Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro
[5181] 245 250 255

[5182] Arg Asp Phe Ala Ala Tyr Arg Ser

[5183] 260

[5184] <210> 167

[5185] <211> 606

[5186]  <212> DNA

[5187]1  <213> ALF¥4

[5188]  <220>

[5189]  <223> huTim3JEoNi

[5190]  <400> 167

[5191] atgttctcce atcttcectt cgactgtgtg ttgetectte tecctectget tctcaccegg 60
[5192] tcaagcgaag tagagtaccg ggcggaagta ggtcagaacg catatctcce ctgtttttac 120
[56193] acacccgctg cgeegggaaa cctggttcee gtgtgttgge gaaaggggge atgecctgtt 180
[5194] ttcgagtgtg gcaacgtggt ccteccggacg gatgagegag acgtgaatta ttggacgage 240
[5195] agatattggt tgaatggcga ttttagaaag ggtgatgtga gecttgaccat tgagaatgta 300
[5196] acgcttgetg atagecgggat atattgetgt agaattcaaa tccctggtat aatgaacgac 360
[5197] gaaaaattca atctgaagct ggtaattaag ccggccaagg tgacacccge cccgacacga 420
[5198] cagcgegact tcacggetge ctttccacge atgttgacca caaggggaca tggtccageg 480
[5199] gagacccaga cacttggtag cctcccggac ataaacctca cacaaatatc cacgttggeg 540
[5200] aacgagctcc gagattccag gcttgcgaat gacctgaggg attctggage taccatcaga 600
[5201] atcggt 606

[5202] <210> 168

[5203]  <211> 202

[5204]  <212> PRT

[5205] <213> A LJ¥¥

[6206]  <220>

[5207]  <223> huTim3fif14M
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[5208]  <400> 168

[5209] Met Phe Ser His Leu Pro Phe Asp Cys Val Leu Leu Leu Leu Leu Leu
[5210] 1 5 10 15
[5211] Leu Leu Thr Arg Ser Ser Glu Val Glu Tyr Arg Ala Glu Val Gly Gln
[5212] 20 25 30

[5213] Asn Ala Tyr Leu Pro Cys Phe Tyr Thr Pro Ala Ala Pro Gly Asn Leu
[5214] 35 40 45

[5215] Val Pro Val Cys Trp Gly Lys Gly Ala Cys Pro Val Phe Glu Cys Gly
[5216] 50 55 60

[5217] Asn Val Val Leu Arg Thr Asp Glu Arg Asp Val Asn Tyr Trp Thr Ser
[5218] 65 70 75 80
[5219] Arg Tyr Trp Leu Asn Gly Asp Phe Arg Lys Gly Asp Val Ser Leu Thr
[5220] 85 90 95
[5221] Ile Glu Asn Val Thr Leu Ala Asp Ser Gly Ile Tyr Cys Cys Arg Ile
[5222] 100 105 110

[5223] Gln Ile Pro Gly Ile Met Asn Asp Glu Lys Phe Asn Leu Lys Leu Val
[5224] 115 120 125

[5225] Ile Lys Pro Ala Lys Val Thr Pro Ala Pro Thr Arg Gln Arg Asp Phe
[5226] 130 135 140

[5227] Thr Ala Ala Phe Pro Arg Met Leu Thr Thr Arg Gly His Gly Pro Ala
[5228] 145 150 155 160
[5229]  Glu Thr Gln Thr Leu Gly Ser Leu Pro Asp Ile Asn Leu Thr Gln Ile
[5230] 165 170 175
[5231] Ser Thr Leu Ala Asn Glu Leu Arg Asp Ser Arg Leu Ala Asn Asp Leu
[5232] 180 185 190

[5233] Arg Asp Ser Gly Ala Thr Ile Arg Ile Gly

[5234] 195 200

[5235]  <210> 169

[5236] <211> 63

[56237] <212> DNA

[5238] <213> A TJ¥4

[6239]  <220>

[6240]  <223> huTim35fi

[5241]  <400> 169

[5242] atctacatag gtgccgggat atgecgecggt ctegecacttg cecttgatttt cggggeactg 60
[5243] att 63

[5244] <210> 170

[5245] <211> 21

[5246]  <212> PRT

[5247]  <213> A LJ¥4

[5248] <220>

[5249]  <223> huTim3p5fi
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[5250]
[5251]
[5252]
[5253]
[5254]
[5255]
[5256]
[5257]
[5258]
[5259]
[5260]
[5261]
[5262]
[5263]
[5264]
[5265]
[5266]
[5267]
[5268]
[5269]
[5270]
[5271]
[5272]
[5273]
[5274]
[5275]
[5276]
[5277]
[5278]
[5279]
[5280]
[5281]
[5282]
[5283]
[5284]
[5285]
[5286]
[5287]
[5288]
[5289]
[5290]
[5291]

<400> 170

Ile Tyr Ile Gly Ala Gly Ile Cys Ala Gly Leu Ala Leu Ala Leu Ile

1

5

Phe Gly Ala Leu Ile

<210> 171
<211> 810
<212> DNA

20

213> NP4

220>

<223> huTim3-CD28tm

<400> 171

atgttctcce
tcaagcgaag
acacccgcetg
ttcgagtgtg
agatattggt
acgcttgetg
gaaaaattca
cagcgcegact
gagacccaga
aacgagctcc
atcggtttct
accgtggcecet
tacatgaaca
ccteeeeggg
<210> 172

211> 270

<212> PRT

atcttcccett
tagagtaccg
cgeecgggaaa
gcaacgtggt
tgaatggcga
atagcgggat
atctgaagct
tcacggctge
cacttggtag
gagattccag
gggtgetggt
tcatcatctt
tgacccctag

actttgeccge

213> N T4

<220>

cgactgtgtg
ggcggaagta
cctggttecce
ccteceggacg
ttttagaaag
atattgectgt
ggtaattaag
ctttccacge
ccteeceggac
gcttgegaat
ggtggtcgga
ttgggtecge
acggeccectgge

ctacagaagc

10

ttgeteette
ggtcagaacg
gtgtgttggg
gatgagcgag
ggtgatgtga
agaattcaaa
ccggecaagg
atgttgacca
ataaacctca
gacctgaggg
ggcgtgetgg
agcaagcgga
cccaccagaa
810

tcecteetget
catatctcce
gaaaggggsgc
acgtgaatta
gcttgaccat
tccetggtat
tgacacccgce
caaggggaca
cacaaatatc
attctggagce
cctgctacag
gcagaggcgsg
agcactacca

15

tctcacccegg
ctgtttttac
atgccetgtt
ttggacgagce
tgagaatgta
aatgaacgac
ccecgacacga
tggtccageg
cacgttggeg
taccatcaga
cctgetggte
ccacagcgac

gccectacgece

<223> huTim3-CD28tm

<400> 172

Met Phe Ser His Leu

1 5

Leu Leu Thr Arg Ser

20

Asn Ala Tyr Leu Pro
35

Val Pro Val Cys Trp

50
Asn Val Val Leu Arg

Pro

Ser

Cys

Gly

Thr

Phe Asp Cys Val Leu
10
Glu Val Glu Tyr Arg
25
Phe Tyr Thr Pro Ala
40
Lys Gly Ala Cys Pro
55
Asp Glu Arg Asp Val

192

Leu Leu Leu
15

Val Gly Gln

30

Gly Asn Leu

Leu Leu

Ala Glu

Ala Pro
45

Val Phe

60

Asn Tyr

Glu Cys Gly

Trp Thr Ser

60

120
180
240
300
360
420
480
540
600
660
720
780
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[5292] 65 70 75 80

[5293] Arg Tyr Trp Leu Asn Gly Asp Phe Arg Lys Gly Asp Val Ser Leu Thr
[5294] 85 90 95

[5295] Ile Glu Asn Val Thr Leu Ala Asp Ser Gly Ile Tyr Cys Cys Arg Ile
[5296] 100 105 110

[5297] Gln Ile Pro Gly Ile Met Asn Asp Glu Lys Phe Asn Leu Lys Leu Val

[5298] 115 120 125

[5299] Ile Lys Pro Ala Lys Val Thr Pro Ala Pro Thr Arg Gln Arg Asp Phe
[5300] 130 135 140

[5301] Thr Ala Ala Phe Pro Arg Met Leu Thr Thr Arg Gly His Gly Pro Ala
[5302] 145 150 155 160
[5303] Glu Thr Gln Thr Leu Gly Ser Leu Pro Asp Ile Asn Leu Thr Gln Ile
[5304] 165 170 175

[5305] Ser Thr Leu Ala Asn Glu Leu Arg Asp Ser Arg Leu Ala Asn Asp Leu
[5306] 180 185 190

[5307] Arg Asp Ser Gly Ala Thr Ile Arg Ile Gly Phe Trp Val Leu Val Val

[5308] 195 200 205

[5309] Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe
[5310] 210 215 220

[5311] Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp
[5312] 225 230 235 240
[5313] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr
[5314] 245 250 255

[5315] Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[5316] 260 265 270

[6317]  <210> 173

[5318] <211> 846

[5319]  <212> DNA

[6320] <213> A TJ¥4

[6321]  <220>

[6322] <223> huTim3-CD28Cys

[56323]  <400> 173

[5324] atgttctcce atcttceectt cgactgtgtg ttgeteette tectectget tctcaccegg 60
[5325] tcaagcgaag tagagtaccg ggcggaagta ggtcagaacg catatctcce ctgtttttac 120
[5326] acacccgctg cgccgggaaa cetggttcee gtgtgttgeg gaaaggggge atgecctgtt 180
[5327] ttcgagtgtg gcaacgtggt cctccggacg gatgagegag acgtgaatta ttggacgage 240
[5328] agatattggt tgaatggcga ttttagaaag ggtgatgtga gettgaccat tgagaatgta 300
[5329] acgcttgctg atagcgggat atattgetgt agaattcaaa tccctggtat aatgaacgac 360
[6330] gaaaaattca atctgaagct ggtaattaag ccggccaagg tgacacccge cccgacacga 420
[5331] cagcgegact tcacggetge ctttccacge atgttgacca caaggggaca tggtccageg 480
[5332] gagacccaga cacttggtag cctcccggac ataaacctca cacaaatatc cacgttggeg 540
[5333] aacgagctcc gagattccag gettgegaat gacctgaggg attctggage taccatcaga 600
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[5334]
[5335]
[5336]
[5337]
[5338]
[5339]
[5340]
[5341]
[5342]
[5343]
[5344]
[5345]
[5346]
[5347]
[5348]
[5349]
[5350]
[5351]
[5352]
[5353]
[5354]
[5355]
[5356]
[5357]
[5358]
[5359]
[5360]
[5361]
[5362]
[5363]
[5364]
[5365]
[5366]
[5367]
[5368]
[5369]
[5370]
[5371]
[5372]
[5373]
[5374]
[5375]

atcggttgtce

gtcggaggcg
gtccgcagcea

cctggeccca

agaagc 846
<210> 174
211> 282
<212> PRT
213> NT %)
220>

<223> huTim3-CD28Cys

<400> 174
Met Phe Ser His

1

Leu

Asn

Val

Asn

65

Arg

Ile

Gln

Ile

Thr

145

Glu

Ser

Arg

Pro

Leu
225

Leu

Ala

Pro

50

Val

Tyr

Glu

Ile

Lys

130

Ala

Thr

Thr

Asp

Gly

210
Ala

Thr
Tyr
35

Val
Val
Trp
Asn
Pro
115
Pro
Ala
Gln
Leu
Ser
195

Pro

Cys

ccagcectet gttteceecgge cctagcaage

tgctggeetg ctacagectg ctggtcecacceg

agcggageag aggecggecac agcgactaca

ccagaaagca ctaccagccc tacgeccctce

Arg
20

Leu
Cys
Leu
Leu
Val
100
Gly
Ala
Phe
Thr
Ala
180
Gly

Ser

Tyr

Leu

5

Ser

Pro

Trp

Arg

Asn

85

Thr

Ile

Lys

Pro

Leu

165

Asn

Ala

Lys

Ser

Pro

Ser

Cys

Gly

Thr

70

Gly

Leu

Met

Val

Arg

150

Gly

Glu

Thr

Pro

Leu
230

Phe

Glu

Phe

Lys

55

Asp

Asp

Ala

Asn

Thr

135

Met

Ser

Leu

Ile

Phe

215

Leu

Asp
Val
Tyr
40

Gly
Glu
Phe
Asp
Asp
120
Pro
Leu
Leu
Arg
Arg
200

Trp

Val

Cys
Glu
25

Thr
Ala
Arg
Arg
Ser
105
Glu
Ala
Thr
Pro
Asp
185
Ile

Val

Thr

194

Val
10

Tyr
Pro
Cys
Asp
Lys
90

Gly
Lys
Pro
Thr
Asp
170
Ser
Gly

Leu

Val

Leu

Arg

Ala

Pro

Val

75

Gly

Ile

Phe

Thr

Arg

155

Ile

Arg

Cys

Val

Ala
235

ctttctgggt getggtggtg 660
tggcettecat catcttttgg 720

tgaacatgac ccctagacgg 780

ccecgggactt tgeccgectac 840

Leu
Ala
Ala
Val
60

Asn
Asp
Tyr
Asn
Arg
140
Gly
Asn
Leu
Pro
Val

220
Phe

Leu

Glu

Pro

45

Phe

Tyr

Val

Cys

Leu

125

Gln

His

Leu

Ala

Ser

205

Val

Ile

Leu
Val
30

Gly
Glu
Trp
Ser
Cys
110
Lys
Arg
Gly
Thr
Asn
190
Pro

Gly

Ile

Leu
15

Gly
Asn
Cys
Thr
Leu
95

Arg
Leu
Asp
Pro
Gln
175
Asp
Leu

Gly

Phe

Leu

Gln

Leu

Gly

Ser

80

Thr

Ile

Val

Phe

Ala

160

Ile

Leu

Phe

Val

Trp
240
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[5376]
[5377]
[5378]
[5379]
[5380]
[5381]
[5382]
[5383]
[5384]
[5385]
[5386]
[5387]
[5388]
[5389]
[5390]
[5391]
[5392]
[5393]
[5394]
[5395]
[5396]
[5397]
[5398]
[5399]
[5400]
[5401]
[5402]
[5403]
[5404]
[5405]
[5406]
[5407]
[5408]
[5409]
[5410]
[5411]
[5412]
[5413]
[5414]
[5415]
[5416]
[5417]

Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp Tyr Met Asn Met

245

250

255

Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala

260

265

Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

275

<210> 175
<211> 810
<212> DNA

213> NTLF3l

<220>

280

<223> huTim3-12aas-CD28Cys

<400> 175

atgttctcce
tcaagcgaag
acacccgetg
ttcgagtgtg
agatattggt
acgcttgetg
gaaaaattca
cagcgcgact
gagacccaga
aacgagctcc
aagcctttet
accgtggecet
tacatgaaca
ccteeeeggg
210> 176

211> 270

<212> PRT

atcttcccett
tagagtaccg
cgcegggaaa
gcaacgtggt
tgaatggcga
atagcgggat
atctgaagct
tcacggetge
cacttggtag
gagattccag
gggtgctggt
tcatcatctt
tgacccctag

actttgecge

213> N L4

220>

cgactgtgtg
ggcggaagta
cctggttecee
cctcecggacg
ttttagaaag
atattgctgt
ggtaattaag
ctttccacge
ccteeceggac
gcttgegaat
ggtggtegga
ttgggtccege
acggecctgge

ctacagaagc

<223> huTim3-12aas-CD28Cys

<400> 176

ttgetectte
ggtcagaacg
gtgtgttggg
gatgagcgag
ggtgatgtga
agaattcaaa
ccggecaagg
atgttgacca
ataaacctca
tgtcccagee
ggegtgetgg
agcaagcgga
cccaccagaa
810

Met Phe Ser His Leu Pro Phe Asp Cys Val Leu
1 5 10
Leu Leu Thr Arg Ser Ser Glu Val Glu Tyr Arg
20 25
Asn Ala Tyr Leu Pro Cys Phe Tyr Thr Pro Ala
35 40
Val Pro Val Cys Trp Gly Lys Gly Ala Cys Pro
50 55

195

270

tcetectget
catatctccce
gaaaggggsc
acgtgaatta
gcttgaccat
tccectggtat
tgacacccge
caaggggaca
cacaaatatc
ctctgtttee
cctgctacag
gcagaggcgg

agcactacca

tctcaccegg
ctgtttttac
atgccectgtt
ttggacgagc
tgagaatgta
aatgaacgac
cccgacacga
tggtccageg
cacgttggcg
cggccctage
cctgetggte
ccacagcgac

gccctacgece

Leu Leu Leu Leu Leu

15

Ala Glu Val Gly Gln

30

Ala Pro Gly Asn Leu

45

Val Phe Glu Cys Gly

60

120
180
240
300
360
420
480
540
600
660
720
780
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[5418] Asn Val Val Leu Arg Thr Asp Glu Arg Asp Val Asn Tyr Trp Thr Ser
[5419] 65 70 75 80

[5420] Arg Tyr Trp Leu Asn Gly Asp Phe Arg Lys Gly Asp Val Ser Leu Thr
[5421] 85 90 95

[5422] Ile Glu Asn Val Thr Leu Ala Asp Ser Gly Ile Tyr Cys Cys Arg Ile
[5423] 100 105 110

[5424] Gln Ile Pro Gly Ile Met Asn Asp Glu Lys Phe Asn Leu Lys Leu Val

[5425] 115 120 125

[5426] Ile Lys Pro Ala Lys Val Thr Pro Ala Pro Thr Arg Gln Arg Asp Phe
[5427] 130 135 140

[5428] Thr Ala Ala Phe Pro Arg Met Leu Thr Thr Arg Gly His Gly Pro Ala
[5429] 145 150 155 160
[5430] Glu Thr Gln Thr Leu Gly Ser Leu Pro Asp Ile Asn Leu Thr Gln Ile
[5431] 165 170 175

[5432] Ser Thr Leu Ala Asn Glu Leu Arg Asp Ser Arg Leu Ala Asn Cys Pro
[5433] 180 185 190

[5434] Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro Phe Trp Val Leu Val Val

[5435] 195 200 205

[5436] Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu Val Thr Val Ala Phe
[5437] 210 215 220

[5438] Ile Ile Phe Trp Val Arg Ser Lys Arg Ser Arg Gly Gly His Ser Asp
[5439] 225 230 235 240
[5440] Tyr Met Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr
[5441] 245 250 255

[5442]  Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser

[5443] 260 265 270

[5444]  <210> 177

[5445]  <211> 570

[5446]  <212> DNA

[5447]  <213> A TJ¥4l

[5448]  <220>

[5449]  <223> huTim3-12aas

[5450]  <400> 177

[5451] atgttctcce atcttceett cgactgtgtg ttgetectte tectectget tctcaccecgg 60
[5452] tcaagcgaag tagagtaccg ggcggaagta ggtcagaacg catatctcce ctgtttttac 120
[5453] acacccgetg cgecgggaaa cctggttece gtgtgttggg gaaaggggge atgecctgtt 180
[5454] ttcgagtgtg gcaacgtggt cctccggacg gatgagegag acgtgaatta ttggacgage 240
[5455] agatattggt tgaatggcga ttttagaaag ggtgatgtga gecttgaccat tgagaatgta 300
[6456] acgcttgctg atagegggat atattgetgt agaattcaaa tccctggtat aatgaacgac 360
[5457] gaaaaattca atctgaagct ggtaattaag ccggccaagg tgacacccge cccgacacga 420
[5458] cagcgegact tcacggetge ctttccacge atgttgacca caaggggaca tggtccageg 480
[5459] gagacccaga cacttggtag cctcccggac ataaacctca cacaaatatc cacgttggeg 540

196
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[5460] aacgagctcc gagattccag gcttgegaat 570

[5461] <210> 178

[5462] <211> 190

[5463]  <212> PRT

[5464]  <213> AT J¥4

[5465]  <220>

[5466] <223> huTim3-12aas

[5467]  <400> 178

[5468] Met Phe Ser His Leu Pro Phe Asp Cys Val Leu Leu Leu Leu Leu Leu
[5469] 1 5 10 15
[5470] Leu Leu Thr Arg Ser Ser Glu Val Glu Tyr Arg Ala Glu Val Gly Gln
[5471] 20 25 30

[5472] Asn Ala Tyr Leu Pro Cys Phe Tyr Thr Pro Ala Ala Pro Gly Asn Leu
[5473] 35 40 45

[6474] Val Pro Val Cys Trp Gly Lys Gly Ala Cys Pro Val Phe Glu Cys Gly
[5475] 50 55 60

[5476] Asn Val Val Leu Arg Thr Asp Glu Arg Asp Val Asn Tyr Trp Thr Ser
[5477]1 65 70 75 80
[56478] Arg Tyr Trp Leu Asn Gly Asp Phe Arg Lys Gly Asp Val Ser Leu Thr
[5479] 85 90 95
[5480] Ile Glu Asn Val Thr Leu Ala Asp Ser Gly Ile Tyr Cys Cys Arg Ile
[5481] 100 105 110

[5482] Gln Ile Pro Gly Ile Met Asn Asp Glu Lys Phe Asn Leu Lys Leu Val
[5483] 115 120 125

[5484] Ile Lys Pro Ala Lys Val Thr Pro Ala Pro Thr Arg Gln Arg Asp Phe
[5485] 130 135 140

[5486] Thr Ala Ala Phe Pro Arg Met Leu Thr Thr Arg Gly His Gly Pro Ala
[5487] 145 150 155 160
[5488] Glu Thr Gln Thr Leu Gly Ser Leu Pro Asp Ile Asn Leu Thr Gln Ile
[5489] 165 170 175
[5490] Ser Thr Leu Ala Asn Glu Leu Arg Asp Ser Arg Leu Ala Asn

[5491] 180 185 190

[5492] <210> 179

[5493] <211> 792

[5494] <212> DNA

[5495]  <213> A T.J#%l

[5496]  <220>

[5497]  <223> & Ahu trCD200R

[5498]  <400> 179

[5499] atgctgtgee cttggagaac cgccaacctg ggeetgetge tgatcctgac catcttectg 60
[5500] gtggcecgeca gecagecagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[5501] gtgctggeeg aagtgaacac cagetggeee gtgaagatgg ccaccaacge cgtgetgtge 180
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[5502] tgcectecta tegecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[5503] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[56504] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[5505] cccgtggeca tcacccacga cggetactac cggtgeatca tggtcaccce cgatggeaac 420
[5506] ttccaccggg gataccatct gcaggtgete gtgacccceccg aagtgaccet gttccagaac 480
[6507] cggaacagaa ccgcegtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[5508] atccccgagg gegattgege caccaagecag gaatactggt ccaacggeac cgtgaccgtg 600
[5509] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgcca cgtgtcccac 660
[5510] ctgaccggca acaagagcct gtacatcgag ctgetgectg tgectggege caagaagtce 720
[5511] gccaagetgt acatcccecta catcatcctg acaatcatca ttctgaccat cgtgggette 780
[5512] atctggctge tg 792

[5513] <210> 180

[6514]  <211> 264

[5515]  <212> PRT

[5516]  <213> A LJ¥4

[6517]  <220>

[5518]  <223> {57 4lhu_trCD200R

[5519]  <400> 180

[6520] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
(65211 1 5 10 15

[5522] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[5523] 20 25 30

[5524] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[5525] 35 40 45

[5526] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[5527] 50 55 60

[5528] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[5529] 65 70 75 80

[5530] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[5531] 85 90 95

[5532] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[5533] 100 105 110

[5534] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[5535] 115 120 125

[5536] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[5537] 130 135 140

[6538] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[56539] 145 150 155 160
[5540] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[5541] 165 170 175

[56542] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[5543] 180 185 190
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[5544] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val

[5545] 195 200 205

[5546] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[5547] 210 215 220

[5548] Lys Ser Leu Tyr Ile Glu Leu Leu Pro Val Pro Gly Ala Lys Lys Ser
[5549] 225 230 235 240
[5550] Ala Lys Leu Tyr Ile Pro Tyr Ile Ile Leu Thr Ile Ile Ile Leu Thr
[5551] 245 250 255

[5552] Ile Val Gly Phe Ile Trp Leu Leu

[5553] 260

[5554] <210> 181

[6555] <211> 684

[6556] <212> DNA

[6557]  <213> AN LJ¥%)

[6558]  <220>

[6559]1  <223> 4UfuhEAIsf % i 51lhuCD200R - 15aas7 5y

[5560]  <400> 181

[56561] atgctgtgee cttggagaac cgccaacctg ggeetgetge tgatcctgac catcttectg 60
[5562] gtggcecgeca gecagecagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[5563] gtgctggeeg aagtgaacac cagetggeee gtgaagatgg ccaccaacge cgtgetgtge 180
[5564] tgcectecta tegecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[5565] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactgce 300
[5566] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[5567] ccegtggeca tcacccacga cggetactac cggtgecatca tggtcaccce cgatggecaac 420
[5568] ttccaccggg gataccatct gcaggtgetce gtgacccccg aagtgaccet gttccagaac 480
[5569] cggaacagaa ccgccgtgtg caaggeegtg gecggaaaac ctgeegeeca gatctettgg 540
[5570] atccccgagg gegattgege caccaagecag gaatactggt ccaacggcac cgtgaccgtg 600
[56571] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtceccac 660
[5572] ctgaccggca acaagagcct gtac 684

[6573] <210> 182

[6574]  <211> 228

[6575] <212> PRT

[5576]  <213> AT ¥4l

[6577]  <220>

[5578]  <223> & FEAIhuCD200R-15aas%E

[5579]  <400> 182

[5580] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[5581] 1 5 10 15

[5582] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[5583] 20 25 30

[5584] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[5585] 35 40 45
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[56586] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[5587] 50 55 60

[5588] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[5589] 65 70 75 80

[5590] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[5591] 85 90 95

[5592] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[5593] 100 105 110

[5594] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[5595] 115 120 125

[56596] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[5597] 130 135 140

[5598] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[5599] 145 150 155 160
[5600] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[5601] 165 170 175

[6602] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[5603] 180 185 190

[5604] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val

[5605] 195 200 205

[5606] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[5607] 210 215 220

[5608] Lys Ser Leu Tyr

[5609] 225

[5610] <210> 183

[5611]  <211> 924

[5612]  <212> DNA

[5613]  <213> A T4

[5614]  <220>

[5615]  <223> & FAhuCD200R - 15aas -CD28Cy s Ay LA

[5616]  <400> 183

[5617] atgctgtgee cttggagaac cgeccaacctg ggectgetge tgatcctgac catcttectg 60
[5618] gtggcecgeca geageagect gtgecatggac gagaagcaga tcacccagaa ctacagcaag 120
[5619] gtgctggeeg aagtgaacac cagetggece gtgaagatgg ccaccaacge cgtgetgtge 180
[5620] tgcectecta tecgecetgeg gaacctgate atcatcacct gggagatcat cctgegggge 240
[5621] cagcccaget gtaccaagge ctaccggaaa gagacaaacg agacaaaaga aacaaactge 300
[56622] accgacgagc ggatcacatg ggtgtccaga cccgaccaga acagcgacct gcagatcaga 360
[5623] cccgtggeca tcacccacga cggetactac cggtgecatca tggtcaccee cgatggecaac 420
[5624] ttccaccggg gataccatct gecaggtgete gtgaccceccg aagtgacccet gttccagaac 480
[5625] cggaacagaa ccgeegtgtg caaggecgtg gecggaaaac ctgecgecca gatctettgg 540
[5626] atccccgagg gegattgege caccaagecag gaatactggt ccaacggcecac cgtgaccgtg 600
[5627] aagtccacct gtcactggga ggtgcacaac gtgtccaccg tgacatgeca cgtgtceccac 660
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[5628] ctgaccggca acaagagcct gtactgtccce ageccctetgt ttcceggeece tagcaagect 720
[5629] ttctgggtge tggtggtggt cggaggegtg ctggectget acagectget ggtcaccgtg 780
[5630] gcettcatca tettttgggt ccgecagecaag cggagcagag geggecacag cgactacatg 840
[5631] aacatgaccc ctagacggcec tggecccacce agaaagcact accageccta cgeccctece 900
[5632] cgggactttg ccgectacag aage 924

[5633] <210> 184

[5634] <211> 308

[5635]  <212> PRT

[5636] <213> A TJ¥4

[6637]  <220>

[5638] <223> & AhuCD200R-15aas-CD28Cy s [

[5639]  <400> 184

[5640] Met Leu Cys Pro Trp Arg Thr Ala Asn Leu Gly Leu Leu Leu Ile Leu
[5641] 1 5 10 15

[6642] Thr Ile Phe Leu Val Ala Ala Ser Ser Ser Leu Cys Met Asp Glu Lys
[5643] 20 25 30

[5644] Gln Ile Thr Gln Asn Tyr Ser Lys Val Leu Ala Glu Val Asn Thr Ser
[5645] 35 40 45

[5646] Trp Pro Val Lys Met Ala Thr Asn Ala Val Leu Cys Cys Pro Pro Ile
[5647] 50 55 60

[5648] Ala Leu Arg Asn Leu Ile Ile Ile Thr Trp Glu Ile Ile Leu Arg Gly
[5649] 65 70 75 80

[5650] Gln Pro Ser Cys Thr Lys Ala Tyr Arg Lys Glu Thr Asn Glu Thr Lys
[5651] 85 90 95

[5652] Glu Thr Asn Cys Thr Asp Glu Arg Ile Thr Trp Val Ser Arg Pro Asp
[5653] 100 105 110

[5654] Gln Asn Ser Asp Leu Gln Ile Arg Pro Val Ala Ile Thr His Asp Gly
[5655] 115 120 125

[5656] Tyr Tyr Arg Cys Ile Met Val Thr Pro Asp Gly Asn Phe His Arg Gly
[5657] 130 135 140

[5658] Tyr His Leu Gln Val Leu Val Thr Pro Glu Val Thr Leu Phe Gln Asn
[5659] 145 150 155 160
[5660] Arg Asn Arg Thr Ala Val Cys Lys Ala Val Ala Gly Lys Pro Ala Ala
[5661] 165 170 175

[5662] Gln Ile Ser Trp Ile Pro Glu Gly Asp Cys Ala Thr Lys Gln Glu Tyr
[5663] 180 185 190

[6664] Trp Ser Asn Gly Thr Val Thr Val Lys Ser Thr Cys His Trp Glu Val
[5665] 195 200 205

[6666] His Asn Val Ser Thr Val Thr Cys His Val Ser His Leu Thr Gly Asn
[5667] 210 215 220

[5668] Lys Ser Leu Tyr Cys Pro Ser Pro Leu Phe Pro Gly Pro Ser Lys Pro
[5669] 225 230 235 240
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[5670] Phe Trp Val Leu

[5671] 245

[5672] Leu Val Thr Val

[5673] 260

[5674] Arg Gly Gly His

[5675] 275 280
[5676] Pro Thr Arg Lys

[5677] 290 295
[5678] Ala Tyr Arg Ser

[5679]1 305

[5680] <210> 185

[5681]  <211> 700

[5682] <212> DNA

[5683] <213> A LJ¥%

[5684]  <220>

[5685]  <223> A7 AIlhuFAStm-41BBAGEHA
[5686]  <400> 185

[5687] caccatgctg ggcatctgga ccctgetgee
[5688] cagcaagagc gtgaacgccc aagtgaccga
[5689] gaccgtgacc accgtggaaa cccagaacct
[5690] ccacaagcct tgtccecectg gegageggaa
[5691] gcececgactge gtgecctgte aggaaggcaa
[5692] caagtgccgg cggtgcagac tgtgtgatga
[5693] cacccggacc cagaacacca agtgcagatg
[5694] gtgcgagcac tgcgacccct gtaccaagtg
[5695] gacctccaac acaaagtgca aagaggaagg
[5696] cctgetgetg cccatcecte tgatcgtgtg
[5697] catcttcaag cagcctttca tgcggeccgt
[5698] ctgcagattc cccgaggaag aagaaggegg
[5699] <210> 186

[5700] <211> 232

[5701] <212> PRT

[5702] <213> AL J¥4l

[6703]  <220>

[5704]  <223> & FEAIhuFAStm-41BBEH
[5705]  <400> 186

[5706]

[5707] 1 5

[5708]

[5709] 20

[5710]

[5711] 35 40

Val Val Val Gly Gly Val Leu

250

Ala Phe Ile Ile Phe Trp Val

265

Ser Asp Tyr Met Asn Met Thr

His Tyr Gln Pro Tyr Ala Pro

tctggtgetg
catcaacagc
ggaaggectg
ggccagagac
agagtacacc
gggccacgge
caagcccaac
cgaacacggc
cagcagaagc
ggtcaagegg
gcagaccacc

ctgcgagetg

10

25

202

Ala Cys Tyr Ser Leu

255

Arg Ser Lys Arg Ser

270

Pro Arg Arg Pro Gly

285

Pro Arg Asp Phe Ala

300

acaagcgtgg
aagggcectgg
caccacgacg
tgtactgtga
gacaaggccc
ctggaagtgg
ttcttctgcea
atcatcaaag
aacctggget
ggcagaaaga
caggaagagg
700

30

45

ccagactgag
aactgagaaa
gccagttctg
acggcgacga
acttcagcag
aaatcaactg
acagcaccgt
agtgcaccct
ggetgtgecet
agctgctgta
acggctgete

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

15

Arg Leu Ser Ser Lys Ser Val Asn Ala GIn Val Thr Asp Ile Asn Ser

Lys Gly Leu Glu Leu Arg Lys Thr Val Thr Thr Val Glu Thr Gln Asn

120
180
240
300
360
420
480
540
600
660
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[5712] Leu Glu Gly Leu His His Asp Gly Gln Phe Cys His Lys Pro Cys Pro
[5713] 50 55 60

[5714] Pro Gly Glu Arg Lys Ala Arg Asp Cys Thr Val Asn Gly Asp Glu Pro
[5715] 65 70 75 80

[5716] Asp Cys Val Pro Cys Gln Glu Gly Lys Glu Tyr Thr Asp Lys Ala His
[5717] 85 90 95

[5718] Phe Ser Ser Lys Cys Arg Arg Cys Arg Leu Cys Asp Glu Gly His Gly
[5719] 100 105 110

[5720] Leu Glu Val Glu Ile Asn Cys Thr Arg Thr Gln Asn Thr Lys Cys Arg
[5721] 115 120 125

[5722] Cys Lys Pro Asn Phe Phe Cys Asn Ser Thr Val Cys Glu His Cys Asp
[5723] 130 135 140

[5724] Pro Cys Thr Lys Cys Glu His Gly Ile Ile Lys Glu Cys Thr Leu Thr
[5725] 145 150 155 160
[5726] Ser Asn Thr Lys Cys Lys Glu Glu Gly Ser Arg Ser Asn Leu Gly Trp
[5727] 165 170 175

[5728] Leu Cys Leu Leu Leu Leu Pro Ile Pro Leu Ile Val Trp Val Lys Arg
[5729] 180 185 190

[5730] Gly Arg Lys Lys Leu Leu Tyr Ile Phe Lys Gln Pro Phe Met Arg Pro
[5731] 195 200 205

[5732] Val Gln Thr Thr Gln Glu Glu Asp Gly Cys Ser Cys Arg Phe Pro Glu
[5733] 210 215 220

[5734] Glu Glu Glu Gly Gly Cys Glu Leu

[6735] 225 230

[5736] <210> 187

[5737]  <211> 730

[5738]  <212> DNA

[6739]  <213> A TLF4

[5740]  <220>

[5741]1  <223> & FFAIhuFAS-41BBtmfs G4

[6742]  <400> 187

[5743] caccatgctg ggcatctgga ccctgetgee tetggtgetg acaagegtgg ccagactgag 60
[5744] cagcaagagc gtgaacgccc aagtgaccga catcaacagce aagggectgg aactgagaaa 120
[5745] gaccgtgacc accgtggaaa cccagaacct ggaaggcctg caccacgacg geccagttcetg 180
[5746] ccacaagcct tgtcccectg gegageggaa ggecagagac tgtactgtga acggegacga 240
[6747] gccegactge gtgecetgte aggaaggcaa agagtacacc gacaaggece acttcageag 300
[5748] caagtgccgg cggtgecagac tgtgtgatga gggeccacgge ctggaagtgg aaatcaactg 360
[6749] cacccggacc cagaacacca agtgcagatg caagcccaac ttcttctgea acagcaccgt 420
[5750] gtgcgagcac tgegacccet gtaccaagtg cgaacacgge atcatcaaag agtgcaccct 480
[5751] gacctccaac acaaagtgca aagaggaagg cagcagaagc aacatcatat ccttcttcct 540
[5752] ggcgttgace tctaccgege tgettttett getgttette cttacgetee gettcagtgt 600
[5753] ggttaagcgg ggcagaaaga agctgetgta catcttcaag cagectttca tgeggecegt 660
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[5754]
[5755]
[5756]
[5757]
[5758]
[5759]
[5760]
[5761]
[5762]
[5763]
[5764]
[5765]
[5766]
[5767]
[5768]
[5769]
[5770]
[5771]
[5772]
[5773]
[5774]
[5775]
[5776]
[5777]
[5778]
[5779]
[5780]
[5781]
[5782]
[5783]
[5784]
[5785]
[5786]
[5787]
[5788]
[5789]
[5790]
[5791]
[5792]
[5793]
[5794]
[5795]

gcagaccacc caggaagagg acggctgete ctgecagattc cccgaggaag aagaaggegg 720

ctgegagetg 730

<210>
<2115
212>
<213>

<220>

223>
<400>

188
242
PRT

NLF51

Met Leu Gly Ile

1
Arg

Lys

Leu

Pro

65

Asp

Phe

Leu

Cys

Pro

145

Ser

Phe

Leu

Tyr

Glu

225
Glu

Leu
Gly
Glu
50

Gly
Cys
Ser
Glu
Lys
130
Cys
Asn
Phe
Thr
Ile
210

Asp

Leu

Ser
Leu
35

Gly
Glu
Val
Ser
Val
115
Pro
Thr
Thr
Leu
Leu
195

Phe

Gly

<210> 189
<211> 705

Ser
20

Glu
Leu
Arg
Pro
Lys
100
Glu
Asn
Lys
Lys
Ala
180
Arg

Lys

Cys

Trp
5
Lys
Leu
His
Lys
Cys
85
Cys
Ile
Phe
Cys
Cys
165
Leu
Phe

Gln

Ser

4% 4 huFAS -4 1BBtm ik [
188

Thr Leu Leu

Ser

Arg

His

Ala

70

Gln

Arg

Asn

Phe

Glu

150

Lys

Thr

Ser

Pro

Cys
230

Val

Lys

Asp

55

Arg

Glu

Arg

Cys

Cys

135

His

Glu

Ser

Val

Phe

215
Arg

Asn
Thr
40

Gly
Asp
Gly
Cys
Thr
120
Asn
Gly
Glu
Thr
Val
200

Met

Phe

Pro
Ala
25

Val

Gln

Cys

Arg
105
Arg
Ser
Ile
Gly
Ala
185
Lys

Arg

Pro

204

Leu

10

Gln

Thr

Phe

Thr

Glu

90

Leu

Thr

Thr

Ile

Ser

170

Leu

Arg

Pro

Glu

Val Leu

Val Thr

Thr Val

Cys His
60

Val Asn

75

Tyr Thr

Cys Asp

Gln Asn

Val Cys
140

Lys Glu

155

Arg Ser

Leu Phe
Gly Arg
Val Gln

220

Glu Glu
235

Thr
Asp
Glu
45

Lys
Gly
Asp
Glu
Thr
125
Glu
Cys
Asn
Leu
Lys
205

Thr

Glu

Ser
Ile
30

Thr

Pro

Asp

Gly
110
Lys
His
Thr
Ile
Leu
190
Lys

Thr

Gly

Val
15

Asn
Gln
Cys
Glu
Ala
95

His
Cys
Cys
Leu
Ile
175
Phe
Leu

Gln

Gly

Ala

Ser

Asn

Pro

Pro

80

His

Gly

Arg

Asp

Thr

160

Ser

Phe

Leu

Glu

Cys
240
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[6796]  <212> DNA

[57971  <213> A LJF4)

[6798]  <220>

[57991  <223> & if¥4ImuFas tm-41BBFYHEA

[5800]  <400> 189

[5801] atgctgtgga tctgggecgt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[5802] acccagggca ccaacagcat cagcgagagce ctgaagctga gaagaagagt gegegagaca 120
[5803] gacaagaact gcagcgaggg cctgtaccag ggecggaccct tctgetgtca gecttgecag 180
[5804] cccggcaaga aaaaggtgga agattgcaag atgaacggeg geacccctac ctgegeceet 240
[5805] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[5806] accctgtgeg acgaggaaca cggcctggaa gtggaaacaa actgcaccct gacccagaac 360
[5807] accaagtgca agtgcaaacc cgacttctac tgcgacagecc ccggetgega gecactgegte 420
[5808] agatgtgcct cttgcgagea cggecaccctg gaaccttgta ccgecaccag caacaccaac 480
[5809] tgccggaage agagecccag aaacagactg tggetgetga ccatcetggt getgetgate 540
[5810] cccctggtgt tcatctacag cgtgctgaag tggatcagaa agaagttcce ccacatcttce 600
[5811] aagcagccct tcaagaaaac caccggeget geccaggaag aggacgectg cagetgtaga 660
[5812] tgcectcagg aagaagaagg cggeggagge ggetacgage tgtga 705

[5813]  <210> 190

[5814] <211> 234

[5815]  <212> PRT

[5816]  <213> A TJ¥4

[5817]  <220>

[6818] <223> &Hk/F % ImuFas tm-41BB&EHA

[5819]  <400> 190

[5820] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
[5821] 1 5 10 15

[5822] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
[5823] 20 25 30

[5824] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[5825] 35 40 45

[5826] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[5827] 50 55 60

[5828] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[5829] 65 70 75 80

[5830] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[5831] 85 90 95

[5832] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[5833] 100 105 110

[6834] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[5835] 115 120 125

[5836] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[5837] 130 135 140

205
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[5838] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[5839] 145 150 155 160
[5840] Cys Arg Lys Gln Ser Pro Arg Asn Arg Leu Trp Leu Leu Thr Ile Leu
[5841] 165 170 175

[5842] Val Leu Leu Ile Pro Leu Val Phe Ile Tyr Ser Val Leu Lys Trp Ile
[5843] 180 185 190

[5844] Arg Lys Lys Phe Pro His Ile Phe Lys Gln Pro Phe Lys Lys Thr Thr
[5845] 195 200 205

[5846] Gly Ala Ala Gln Glu Glu Asp Ala Cys Ser Cys Arg Cys Pro Gln Glu
[5847] 210 215 220

[5848] Glu Glu Gly Gly Gly Gly Gly Tyr Glu Leu

[5849] 225 230

[5850] <210> 191

[5851] <211> 718

[5852]  <212> DNA

[5853]  <213> A_LJ¥4

[5854]  <220>

[5855]  <223> & AT AmuFas-41BBtmAs Gk

[6856]  <400> 191

[5857] caccatgctg tggatctggg ccgtgetgee tectggtgetg getggatcac agetgagagt 60
[5858] gcacacccag ggcaccaaca gcatcagcga gagcctgaag ctgagaagaa gagtgegega 120
[5859] gacagacaag aactgcagcg agggcctgta ccagggegga cccttetget gtcageettg 180
[5860] ccagcccgge aagaaaaagg tggaagattg caagatgaac ggecggcacce ctacctgege 240
[5861] cccttgtaca gagggcaaag agtacatgga caagaaccac tacgccgaca agtgcagacg 300
[5862] gtgcaccctg tgcgacgagg aacacggect ggaagtggaa acaaactgca ccctgaccca 360
[5863] gaacaccaag tgcaagtgca aacccgactt ctactgegac agccccgget gegageactg 420
[5864] cgtcagatgt gcctettgeg agcacggeac cctggaacct tgtaccgeca ccagcaacac 480
[6865] caactgccgg aagcagagcc ccagaaacag aaccctttte ctggetttga cctcegetet 540
[5866] cctettgget ctgatctteca tcacccttet gtttagegtg ctgaagtgga tcagaaagaa 600
[5867] gttccecccac atcttcaage ageccttcaa gaaaaccacc ggegetgece aggaagagga 660
[5868] cgectgeage tgtagatgee ctcaggaaga agaaggegge ggaggegget acgagetg 718
[5869] <210> 192

[5870] <211> 238

[5871]  <212> PRT

[5872]  <213> A LJ¥4

[(6873]  <220>

[5874]  <223> & FFAImuFas-41BBtmiE

[5875]  <400> 192

[56876] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
(58771 1 5 10 15

[5878] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
[5879] 20 25 30

206
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[5880] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[5881] 35 40 45

[5882] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[5883] 50 55 60

[5884] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[5885] 65 70 75 80

[5886] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[5887] 85 90 95

[5888] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[5889] 100 105 110

[5890] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[5891] 115 120 125

[5892] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[5893] 130 135 140

[6894] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[5895] 145 150 155 160
[5896] Cys Arg Lys Gln Ser Pro Arg Asn Arg Thr Leu Phe Leu Ala Leu Thr
[5897] 165 170 175

[5898] Ser Ala Leu Leu Leu Ala Leu Ile Phe Ile Thr Leu Leu Phe Ser Val

[5899] 180 185 190

[5900] Leu Lys Trp Ile Arg Lys Lys Phe Pro His Ile Phe Lys Gln Pro Phe
[5901] 195 200 205

[5902] Lys Lys Thr Thr Gly Ala Ala Gln Glu Glu Asp Ala Cys Ser Cys Arg
[5903] 210 215 220

[5904] Cys Pro Gln Glu Glu Glu Gly Gly Gly Gly Gly Tyr Glu Leu

[5905] 225 230 235

[5906]  <210> 193

[5907]  <211> 735

[5908]  <212> DNA

[5909]1  <213> A TJ¥4

[5910]  <220>

[5911]  <223> & k¥4 muFas-9aas-CD28Cys tm-41BBicHyidifik

[6912]  <400> 193

[5913] atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[56914] acccagggca ccaacagcat cagcgagage ctgaagetga gaagaagagt gegegagaca 120
[5915] gacaagaact gcagcgaggg cctgtaccag ggeggaccet tetgetgtca gecttgecag 180
[5916] cccggecaaga aaaaggtgga agattgcaag atgaacggeg gecacccctac ctgegeceet 240
[5917] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[5918] accctgtgeg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[5919] accaagtgca agtgcaaacc cgacttctac tgcgacagec ccggetgcga geactgegte 420
[5920] agatgtgcct cttgcgagcea cggecaccetg gaaccttgta ccgecaccag caacaccaac 480
[5921] tgccacacce agagcagecc caagetgtte tgggecctgg tggtggtgge cggegtgetg 540
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[5922]
[5923]
[5924]
[5925]
[5926]
[5927]
[5928]
[5929]
[5930]
[5931]
[5932]
[5933]
[5934]
[5935]
[5936]
[5937]
[5938]
[5939]
[5940]
[5941]
[5942]
[5943]
[5944]
[5945]
[5946]
[5947]
[5948]
[5949]
[5950]
[5951]
[5952]
[5953]
[5954]
[5955]
[5956]
[5957]
[5958]
[5959]
[5960]
[5961]
[5962]
[5963]

ttttgttacg gectgetegt gaccgtggee ctgtgegtga tctggaccag cgtgetgaag 600

tggatcagaa agaagttccc ccacatcttc aagcagccct tcaagaaaac caccggeget 660

gcccaggaag aggacgectg cagetgtaga tgecctcagg aagaagaagg cggeggagge 720

ggctacgage tgtga 735
<210> 194

211> 244

<212> PRT
213> N T34l

220>

223> G k7 A muFas-9aas-CD28Cys tm-41BBicts A

<400> 194
Met Leu Trp Ile Trp
1 5
Leu Arg Val His Thr
20
Leu Arg Arg Arg Val
35
Tyr Gln Gly Gly Pro
50
Lys Val Glu Asp Cys
65
Cys Thr Glu Gly Lys
85
Cys Arg Arg Cys Thr
100
Thr Asn Cys Thr Leu
115
Phe Tyr Cys Asp Ser
130
Cys Glu His Gly Thr
145
Cys His Thr Gln Ser
165
Ala Gly Val Leu Phe
180
Val Ile Trp Thr Ser
195
Ile Phe Lys Gln Pro
210
Asp Ala Cys Ser Cys
225
Gly Tyr Glu Leu

Ala Val Leu

Gln

Arg

Phe

70

Glu

Leu

Thr

Pro

Leu

150

Ser

Cys

Val

Phe

Arg
230

Gly

Glu

Cys

55

Met

Tyr

Cys

Gln

Gly

135

Glu

Pro

Tyr

Leu

Lys

215
Cys

Thr
Thr
40

Cys
Asn
Met
Asp
Asn
120
Cys
Pro
Lys
Gly
Lys
200

Lys

Pro

Pro
Asn
25

Asp
Gln
Gly
Asp
Glu
105
Thr
Glu
Cys
Leu
Leu
185
Trp

Thr

Gln

208

Leu
10

Ser
Lys
Pro
Gly
Lys
90

Glu
Lys
His
Thr
Phe
170
Leu
Ile

Thr

Glu

Val

Ile

Asn

Cys

Thr

75

Asn

His

Cys

Cys

Ala

155

Trp

Val

Arg

Gly

Glu
235

Leu Ala

Ser Glu

Cys Ser
45

Gln Pro

60

Pro Thr

His Tyr

Gly Leu

Lys Cys
125

Val Arg

140

Thr Ser

Ala Leu

Thr Val

Lys Lys
205

Ala Ala

220

Glu Gly

Gly
Ser
30

Glu
Gly
Cys
Ala
Glu
110
Lys
Cys
Asn
Val
Ala
190
Phe

Gln

Gly

Ser
15

Leu
Gly
Lys
Ala
Asp
95

Val
Pro
Ala
Thr
Val
175
Leu
Pro

Glu

Gly

Gln

Lys

Leu

Lys

Pro

80

Lys

Glu

Asp

Ser

Asn

160

Val

Cys

His

Glu

Gly
240
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[5964]
[5965]
[5966]
[5967]
[5968]
[5969]
[5970]
[5971]
[5972]
[5973]
[5974]
[5975]
[5976]
[5977]
[5978]
[5979]
[5980]
[5981]
[5982]
[5983]
[5984]
[5985]
[5986]
[5987]
[5988]
[5989]
[5990]
[5991]
[5992]
[5993]
[5994]
[5995]
[5996]
[5997]
[5998]
[5999]
[6000]
[6001]
[6002]
[6003]
[6004]
[6005]

<210>
Q211>
212>
213>
220>
223>
<400> 195
atgctgtgga

195
735
DNA

acccagggca
gacaagaact
ccecggecaaga
tgtacagagg
accctgtgeg
accaagtgca
agatgtgccet
tgccggaage
ttttgttacg
tggatcagaa
gceccaggaag
ggctacgagce
<210> 196
211> 244
<212> PRT

N5

tctgggeegt
ccaacagcat
gcagcgaggs
aaaaggtgga
gcaaagagta
acgaggaaca
agtgcaaacc
cttgcgagca
agagccccag
gcetgetegt
agaagttccc
aggacgecctg
tgtga 735

213> AT 74

220>

gctgeetetg
cagcgagagc
cctgtaccag
agattgcaag
catggacaag
cggectggaa
cgacttctac
cggcaccctg
aaacagattc
gaccgtggcece
ccacatctte

cagctgtaga

A SlmuFas - CD28 tm-41BBi c Fy E A

gtgctggetg
ctgaagctga
ggcggaccct
atgaacggcg
aaccactacg
gtggaaacaa
tgcgacagcece
gaaccttgta
tgggeeetgg
ctgtgegtga
aagcagccct

tgcectcagg

<223> 474 ImuFas-CD28tm-41BBic ik [

<400> 196
Met Leu Trp
1
Leu Arg Val
Arg
35
Gly

Leu Arg
Gln
50
Val

Tyr

Lys Glu

65

Cys Thr Glu

Cys Arg Arg

Thr Asn Cys

Ile Trp Ala

5
His Thr
20
Arg Val

Gly Pro

Asp Cys

Gly Lys
85
Cys Thr
100

Thr Leu

Gln

Arg

Phe

Lys

70

Glu

Leu

Thr

Val Leu

Gly Thr

Glu Thr
40
Cys Cys
55
Met Asn

Tyr Met

Cys Asp

Gln Asn

Leu Val
10

Ser

Pro
Asn Ile
25
Asp

Lys Asn

Gln Pro Cys
Thr
75

Asn

Gly Gly
Lys
90
Glu

Asp

Glu
105
Thr Lys

His

Cys

209

gatcacagct
gaagaagagt
tctgetgtceca
gcacccctac
ccgacaagtg
actgcaccct
ccggetgega
ccgecaccag
tggtggtggce
tctggaccag
tcaagaaaac

aagaagaagg

Leu Ala Gly

Glu Ser
30

Glu

Ser

Ser
45

Pro

Cys

Gln
60

Pro

Gly

Thr Cys

His Tyr Ala
Glu
110

Lys

Gly Leu

Lys Cys

gagagtgcac
gcgcgagaca
gccttgecag
ctgegececect
cagacggtgce
gacccagaac
gcactgecgtce
caacaccaac
cggegtgetg
cgtgctgaag
caccggeget

cggeggagece

Ser Gln
15
Leu Lys

Gly Leu

Lys Lys

Ala Pro
80
Asp Lys
95
Val Glu

Pro Asp

120
180
240
300
360
420
480
540
600
660
720
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[6006] 115 120 125

[6007] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[6008] 130 135 140

[6009] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[6010] 145 150 155 160
[6011] Cys Arg Lys Gln Ser Pro Arg Asn Arg Phe Trp Ala Leu Val Val Val
[6012] 165 170 175
[6013] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[6014] 180 185 190

[6015] Val Ile Trp Thr Ser Val Leu Lys Trp Ile Arg Lys Lys Phe Pro His
[6016] 195 200 205

[6017] Ile Phe Lys Gln Pro Phe Lys Lys Thr Thr Gly Ala Ala Gln Glu Glu
[6018] 210 215 220

[6019] Asp Ala Cys Ser Cys Arg Cys Pro Gln Glu Glu Glu Gly Gly Gly Gly
[6020] 225 230 235 240
[6021] Gly Tyr Glu Leu

[6022]  <210> 197

[6023] <211> 81

[6024] <212> DNA

[6025]  <213> A L4

[6026]  <220>

[6027]  <223> & %7 4hud 1 BBESTE 45 Aylnk

[6028]  <400> 197

[6029] atcatatcct tcttcctgge gttgacctct accgegetge ttttettget gttecttectt 60
[6030] acgctcceget tcagtgtggt t 81

[6031]  <210> 198

[6032] <211> 27

[6033]  <212> PRT

[6034]  <213> A TJ¥4l

[6035]  <220>

[6036]  <223> & AkJFAhud1BBES R

[6037]  <400> 198

[6038] 1Ile Ile Ser Phe Phe Leu Ala Leu Thr Ser Thr Ala Leu Leu Phe Leu
[6039] 1 5 10 15
[6040] Leu Phe Phe Leu Thr Leu Arg Phe Ser Val Val

[6041] 20 25

[6042]  <210> 199

[6043] <211> 507

[6044]  <212> DNA

[6045]  <213> A TJ¥4l

[6046]  <220>

[6047] <223 {5/ HmuFasZHfshaiAb

210
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[6048]  <400> 199

[6049] atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget gagagtgeac 60
[6050] acccagggca ccaacagcat cagcgagage ctgaagctga gaagaagagt gcgegagaca 120
[6051] gacaagaact gcagcgaggg cctgtaccag ggcggaccet tctgetgtca geettgecag 180
[6052] cccggecaaga aaaaggtgga agattgcaag atgaacggeg geacccctac ctgegeeeet 240
[6053] tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg cagacggtge 300
[6054] accctgtgeg acgaggaaca cggectggaa gtggaaacaa actgcaccct gacccagaac 360
[6055] accaagtgca agtgcaaacc cgacttctac tgcgacagce ccggetgega gecactgegte 420
[6056] agatgtgcet cttgegageca cggecaccctg gaaccttgta ccgecaccag caacaccaac 480
[6057] tgccggaage agagecccag aaacaga 507

[6058]  <210> 200

[6059] <211> 169

[6060]  <212> PRT

[6061]  <213> AN LJ7%)

[6062]  <220>

[6063]  <223> &5k FAlmuFasiffIshai s & 1

[6064]  <400> 200

[6065] Met Leu Trp Ile Trp Ala Val Leu Pro Leu Val Leu Ala Gly Ser Gln
[6066] 1 5 10 15

[6067] Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys
[6068] 20 25 30

[6069] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[6070] 35 40 45

[6071] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[6072] 50 55 60

[6073] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[6074] 65 70 75 80

[6075] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[6076] 85 90 95

[6077] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[6078] 100 105 110

[6079] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[6080] 115 120 125

[6081] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[6082] 130 135 140

[6083] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[6084] 145 150 155 160
[6085] Cys Arg Lys Gln Ser Pro Arg Asn Arg

[6086] 165

[6087] <210> 201

[6088] <211> 51

[6089]  <212> DNA

211
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[6090]
[6091]
[6092]
[6093]
[6094]
[6095]
[6096]
[6097]
[6098]
[6099]
[6100]
[6101]
[6102]
[6103]
[6104]
[6105]
[6106]
[6107]
[6108]
[6109]
[6110]
[6111]
[6112]
[6113]
[6114]
[6115]
[6116]
[6117]
[6118]
[6119]
[6120]
[6121]
[6122]
[6123]
[6124]
[6125]
[6126]
[6127]
[6128]
[6129]
[6130]
[6131]

213> NTJ751

<220>

<223> G A A ImuFas e R4t fa b
<400> 201

ctgtggetge tgaccatccet ggtgetgetg atcccecetgg tgttcatceta ¢ bl

<210> 202

211> 17

<212> PRT

13> ATFH

220>

<223> E T Y ImuFasis R b Ay 5
<400> 202

Leu Trp Leu Leu Thr Ile Leu Val Leu Leu Ile Pro Leu Val Phe Ile

1 5 10
Tyr

<210> 203

211> 63

<212> DNA

213> AT 751

<220>

223> H k)T Alimud 1 BBES [ 45 1 Jk

<400> 203

15

acccttttee tggetttgac ctecegetete ctettggete tgatcttcat caccettetg 60

ttt 63

<210> 204

211> 21

<212> PRT

213> N T4

<220>

<223> AR FHmud 1 BB AR
<400> 204

Thr Leu Phe Leu Ala Leu Thr Ser Ala Leu Leu Leu Ala Leu Ile Phe

1 5 10
Ile Thr Leu Leu Phe
20
<210> 205
211> 144
<212> DNA
213> N T 74
220>
223> A 74 Imud | BBAH O PN 45 F b
<400> 205

212

15
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[6132]
[6133]
[6134]
[6135]
[6136]
[6137]
[6138]
[6139]
[6140]
[6141]
[6142]
[6143]
[6144]
[6145]
[6146]
[6147]
[6148]
[6149]
[6150]
[6151]
[6152]
[6153]
[6154]
[6155]
[6156]
[6157]
[6158]
[6159]
[6160]
[6161]
[6162]
[6163]
[6164]
[6165]
[6166]
[6167]
[6168]
[6169]
[6170]
[6171]
[6172]
[6173]

agcgtgetga agtggatcag aaagaagttc ccccacatct tcaagcagec cttcaagaaa 60

accaccggeg ctgecccagga agaggacgece tgcagetgta gatgecctca ggaagaagaa 120

ggcggeggag geggetacga getg 144

15

gagagtgcac
gcgegagaca
gccttgecag
ctgegececect
cagacggtgce
gacccagaac
gcactgegte

caacaccaac

<210> 206

211> 48

212> PRT

213> N T4

220>

<223> A RS Imud1BB 4HfN A

<400> 206

Ser Val Leu Lys Trp Ile Arg Lys Lys Phe Pro His Ile Phe Lys Gln

1 5 10

Pro Phe Lys Lys Thr Thr Gly Ala Ala Gln Glu Glu Asp Ala Cys Ser
20 25 30

Cys Arg Cys Pro Gln Glu Glu Glu Gly Gly Gly Gly Gly Tyr Glu Leu

35 40 45

<210> 207

<211> 480

<212> DNA

213> N T4

220>

<223> AR Y ImuFas s aE A - 9aas

<400> 207

atgctgtgga tctgggeegt getgectetg gtgetggetg gatcacaget

acccagggca ccaacagcat cagcgagagc ctgaagctga gaagaagagt

gacaagaact gcagcgaggg cctgtaccag ggcggacccet tctgetgtcea

cccggcaaga aaaaggtgga agattgcaag atgaacggeg gcacccctac

tgtacagagg gcaaagagta catggacaag aaccactacg ccgacaagtg

accctgtgeg acgaggaaca cggcctggaa gtggaaacaa actgcaccct

accaagtgca agtgcaaacc cgacttctac tgcgacagec ccggetgega

agatgtgect cttgcgageca cggcaccctg gaaccttgta ccgcecaccag

<210> 208

211> 160

<212> PRT

213> AT 74

220>

223> G ST A ImuFasAiEsh s i -9aas i

<400> 208

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

1

5

10

15

Leu Arg Val His Thr Gln Gly Thr Asn Ser Ile Ser Glu Ser Leu Lys

20

25

213

30

120
180
240
300
360
420
480
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[6174] Leu Arg Arg Arg Val Arg Glu Thr Asp Lys Asn Cys Ser Glu Gly Leu
[6175] 35 40 45

[6176] Tyr Gln Gly Gly Pro Phe Cys Cys Gln Pro Cys Gln Pro Gly Lys Lys
[6177] 50 55 60

[6178] Lys Val Glu Asp Cys Lys Met Asn Gly Gly Thr Pro Thr Cys Ala Pro
[6179] 65 70 75 80
[6180] Cys Thr Glu Gly Lys Glu Tyr Met Asp Lys Asn His Tyr Ala Asp Lys
[6181] 85 90 95
[6182] Cys Arg Arg Cys Thr Leu Cys Asp Glu Glu His Gly Leu Glu Val Glu
[6183] 100 105 110

[6184] Thr Asn Cys Thr Leu Thr Gln Asn Thr Lys Cys Lys Cys Lys Pro Asp
[6185] 115 120 125

[6186] Phe Tyr Cys Asp Ser Pro Gly Cys Glu His Cys Val Arg Cys Ala Ser
[6187] 130 135 140

[6188] Cys Glu His Gly Thr Leu Glu Pro Cys Thr Ala Thr Ser Asn Thr Asn
[6189] 145 150 155 160
[6190]  <210> 209

[6191] <211> 108

[6192]  <212> DNA

[6193]  <213> A LJ¥4

[6194]  <220>

[6195]  <223> & F4ImuCD28Cys (108 nt)

[6196]  <400> 209

[6197] tgccacacce agagcagccc caagetgtte tgggecctgg tggtggtgge cggegtgetg 60
[6198] ttttgttacg gectgetegt gaccgtggee ctgtgegtga tetggace 108

[6199]  <210> 210

[6200] <211> 36

[6201]  <212> PRT

[6202]  <213> A_LJ¥4

[6203]  <220>

[6204]  <223> & AT AImuCD28Cy s

[6205]  <400> 210

[6206] Cys His Thr Gln Ser Ser Pro Lys Leu Phe Trp Ala Leu Val Val Val
[6207] 1 5 10 15
[6208] Ala Gly Val Leu Phe Cys Tyr Gly Leu Leu Val Thr Val Ala Leu Cys
[6209] 20 25 30

[6210] Val Ile Trp Thr

[6211] 35

[6212] <210> 211

[6213] <211> 81

[6214]  <212> DNA

[6215]  <213> A TJ¥4

214
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[6216]  <220>

[6217]  <223> &7 HImuCD28tm

[6218]  <400> 211

[6219] ttctgggeee tggtggtggt ggecggegtg ctgttttgtt acggectget cgtgaccgtg 60
[6220] gceetgtgeg tgatctggac ¢ 81

[6221]  <210> 212

[6222] <211> 27

[6223] <212> PRT

[6224]  <213> A LJ¥4

[6225]  <220>

[6226]  <223> & FFAImuCD28tmis

[6227]  <400> 212

[6228] Phe Trp Ala Leu Val Val Val Ala Gly Val Leu Phe Cys Tyr Gly Leu

[6229] 1 5 10 15
[6230] Leu Val Thr Val Ala Leu Cys Val Ile Trp Thr
[6231] 20 25

[6232] <210> 213

[6233] <211> 9

[6234] <212> PRT

[6235] <213> A TJ7%

[6236]  <220>

[6237]  <223> A fFAIHA Rigagdeii

[6238] <400> 213

[6239] Cys Cys Leu Cys Leu Thr Val Phe Leu
[6240] 1 5

215
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