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S MBI SN

[0130]  ASCfd A HIARLE “T-40 " 18 % (45 £ B8 (pluripotent) M42RE (multipotent) F
ST o 20 0 HE A A G A i (ES) 8] 78 5 F-41 A (MSC) 75 3 1) 2 g T4l i (iPS) A
5E (IR 40 A G T4 i (HSC) B BT A 4N &%) o

[0131] A AFHBIARIE “VG97” (treatment, treating) Z5 &8I A 1) 25 B 24 F1 /5 A=
P gk B 25 BUAT LU BT VR 1), 78 56 4 5S40 M Tt 77 2 sl FLE AR O 1D, F1 /BT DA VA
TR, 755 53 M B 56 A M vE 1850008 A/ B 05 78 MR R AN R 52 e 7 T o AR SCAS R ) Y97
o 55 IR L B P8 N R TR R AT AR YR T B FE (a) 76 ] e 20 I (H 2 v AR 2 T H L
AR I B TS B A s (b) Fa 5, B8 i) L A 5 DA (o) JelA2 5 , B S 80
TiTH IR o

[0132]  RGE “AMA” X7 L T 27 A BB FE A SCn] B Ad 2 e AL 30, AR E
ABRT RAEREI (a0, KE N SEE B s (Bian, %) GFGEAN RN R A

9
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BRI (FIan, B A 4R E B L)

[0133]  “VAyT A A& 8 A & R fa 47 B m el Fh 25 77 46 1 & HAE R 2L 304
B B A GO F R T8 97 5 0m , G2 DASEEIH IR Bl s VR T “VRIT B 3R v R PR 24
S5 Je Ho BARFE , DL R RGN R IR AR S

[0134]  FEVEARNIA AR BAFI Z B/l , 75 2B MR 1 A2 , AR BA AN PR T AR STHE R 145 8 St 77
%, A F S IR AT DAL, o 3 B PR () A2 A SOASE FH I AR TE AN TR R K5 St 77 Z I H
(), AN A2 B A BRI DR 4 % BH 496 BELAN B P B AOR 225Kk PR 2 .

[0135] 43R it{i (Ve FElINE , N BR AR 1) 2 , A T30 B B BR R T PR 2 18] B9 B — A A
(BrAE T ST 3 A Ul B, 75 0 rh (AR 2 T BREAS B J0 2—) AE A Atk B 156 B (1) 5
FAE B B [ P A e TR AR LG 7R AR R B Y o 3 /N [ ) B BRI IR B 7 b A 4
TER/NEE N, 3 B AFEEA K AN, IR T-7E 50 B N A = BAR dE B BRAE . 4 BT
1) 91 R0 4 — A B S SRR I, FHERR 1 AL B G35 1 5 PR 2 — B 3 9 Rl B AR AR AR K
B o

[0136] B 5 Ui B, 15 W ASCAE F B BT A BoR TR ARE BA 5 48 % B B eSS AR
N D P8 S A A R 1) S o BELAR AT DU FH -5 A S 3 110 0 e AL 1) B 55 [] XA ] 7 v
PR R STt AR i BH 5 AH A2 T TH I8 R 72 DLk B 7 iE AR RE A SR 2 B B HH AR 350 d i
FIHIFEANARST, LA AR 5 Pl 5| F 8 R AE QB 77280/ Bk R

[0137] Wiy , A STAN B BRI sk v A5 FH (%) o FH 2 0] R e 1 44 10 46 2 R R
XTG BRAE BN SCHA R 3 A EH o Rtk 1, B2 2 Bk S PR S AR B 2 DNk A
PUR AR, 32 “ B (dimerizer) &0 AR B — Nk 2N R4 S0 e H
ABIREARN GO FN S5 R, 5556 B NE B B2  BURIELR AT Re B85 A HERR 1 AR nT ik
TCER o BRI, XM RIA B 7EH T 55 8 5807 ZR ZE 210 51 AR IS I HRAth 1 AR 15
Ml A 55 B A 47 B SE 1 e AT Al

[0138]  WIBRAF, 9 1 IF 28 M SR AR AR 7E 70 I 1) S 77 58 1 b PR ST R 4 T B 1) i SRR AIE
] 41 G 3R AR BN STt T ZE P o RO OR, O T TRV T A AE A ST T R B SO
[P 2 B 1) 22 ANARRALE A BT 0 B8 DAATART 53 (4 M 20 A5 B 4 o A R B AR DR B St 7 R I T B
H G S5y W R B A AE A i B v I B ARSI AT, B a0 (R — AN 2 38k R i I L B
3N TF L BEAh, 24N S0 7 56 M HLE R A At B B G 7R A R B R 3F B AR SCRT A
TF, Bt an Rl — AN E2H A 34 kot I HOBA 1S A )T .

[0139]  ATihie Bt AR A FR A FH T AR A HIE B HE H Z BT A TF NS « A SCRA
PN 25 AT DA 9 A A AR e B AN B8 A 78 28 K BT A B T X 8 Ry« it 4, B (i 1)
H R H A AT BEAS [R5 Bm H bl H B J5 25 PT RE 7R M7 H A A

[0140]  JERR

[0141]  ARRATFRME T 7 = RARFAFOE & PR 324K (CAR, LA R AL 25 9 A CAR A% H 1R
7B AL R o AS A TFHR AL T B8 AL A2 11 L= 22 CARI 41 i o A A FFIFICARR] F T 2 Fh ¥, 1%
J7 i RIFE R it

[0142] S = RARFAFBER IR G YU 2K

[0143]  ARANTFHEME 1 7 — BRAR KRR S PURE 24, Ry 1 iR I, ASOKE 3 “CAR” .
[0144]  FE—2LSLJ 77 R, A AT HICARE & :a) B — 2K, & H 1) FER ML & X Bk
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G, BRGS0 s 11) BTG 111) SRS — B s A i) dENAE
R S 5 GO (R R (491, 0 i 45 6 6 R 0 AR B8 — TR 4 e R TR PR 8 B 6 A s Fb)
B2 HA A1) BRI 11) B TS 111) SRR Rl it fiv) i
WA 5 G AL 38 T S5 A E0RT LA Lt w4

[0145]  fE—2LSLfti /7 R, A AT HICAREL & :a) B — 2K, & H 1) FER ML & X Bk
(N, Prs S5 G S0 s 11) B —ILRIBREE s 11 1) =R AR (lhn, = RIS G5
(RS — B8 01 s AR i v) Fl N TEARE T 1t 45 6 6 B R D (481 4, e 5 & - S w30 A2 — L i s 1
S 2 TR) P B R s Fay 3k s Fb) B8 — 2 K, A - 1) PSRRI 11) 28 LIS i 111)
TRARKT (a0, —RAFNSE G AR R s iv) BN S S A I

[0146]  fE—LLSfti /7 R, A AT HICAREL & :a) B —Z K, & H 1) FER ML & X Bk
(BN, PR SE S5 I) 5 i1) AT MG 111) RS (B, S RALFIGE A ) KI5 —
R 535 A V) 3 N AEARE S PR 45 50 B R B3 (9 4, e R 45 465 A 380) AR 1 45 R 3 () ) s e
SERIE Aib) B 2K, S A - 1) ZRA (Flhn, ZRAGRI S G X)) BIEE R Ali ) g
WS 5 g5 Rk

[0147]  fE—2LSJ 77 R, A AT HICAREL & :a) B — 2K, & H 1) FER L & X Bk
(D, Prs S5 G S0 s 1) LRI EE M 111) R (Blhn, —RAFIE & X)) 115
— s V) HE AR R R 45 A0 B R 3 (1 2, B R 45 4 A 30 AT R 4 A e TR 7
5 MR 25 Ry 35k s Fb) 55 — 2 0K, S A - 1) AT (B an, — SR A 45 G o6F) B 58 i s A
i) LNAE 5 S5 18

[0148]  E17TH/RGITES H T A K BHCAR) — AN S48 o A T I CAR BT AAFAE T HAZ 40
Wi L3 P 4 B ) S B v, JEG v ) R 3L 3 4 4 PR AR (R AN PR T < M B 1 0 L T8
F - 2 B 40 P S AR AEL 4 B AR A AR S AR RINK A B o 24 A7 7 T 3512 40 7 I e o
i, A FFBICARTE LA R W05 FIAFAE N3G « 1) 45 A CARFP ) SR AL A 45 & X i 28— A2
R B LA 7 i T IR 58 — RO A R 1 R AR R AR BA R 2) 5
S 1t G 0 B R U (8, B iR 4 s A 3 1R TR, 91 an 45 & CAR I it S5 45 5 4 A 3 L
Jii o G5 5 1R S 1 45 5 X0 TR S R ) R 1 A R e MR 65 5 G PR B8 Bl B o R e PR A B B R
o] DA ml g (i an , AN SR Es &) 1 s £2E T4 M Can SR8 ) 2R i b B BR 55 7748 T[]
PRI _E PR s A2 AE T8 BB H B R 55 o 2 e 1 45 6 0 R B A2 oA I, o e PR 25
B IS A AT D iR, B AT DO AT (B, A S ARG A U /245 T4 (o
SR FR 1 _ERPUR  ARAE T AR R I B PR s A E T I BOSUZ R PR 5%

[0149]  FE L8500 T , A AT CARFAAE T FURR 4B B I 2R I b I HL 28 25 5 CARI R 57
PHE 25 5 50 ) 8 8 PRV S 1 56 0 B 28 il it (9 2 , 45 CARFI L iR 485 5 5 Ay S 0 i) A
T RAGIBOE R A 2D — LR RIS N G40, E — EEIE LR, AR AT CARAE
TET FAZ A0 ML ) M b I B 2485 45 & CAR I Bt JiE 45 6 45 A 3K 0 B A — SR AR BE I, 5
AAFAEGUR N/ B ST B4 O T AR I e Sk AR B, 4R b 22 /0 — Pz IR I 2R 1A 3
EA210% E /D 215% E D 24)20% E /D 2)25% E /D 4)30% B /D 4140% B /DY
50% B/ A T5% B L1265 D2 505 B ADL5E VB A 105 BB 104 .

[0150] {5l du1, A 2 FF I CAR[) 28 — 2 JIk o] A0 5 & 28 T e 9% 52 A I U IR 1) 0 288 I
(ITAM) IR NAE 5 Z K, FEIX FIIE LT , AN A FF I CARTEAE T F A% 40 B 1) M b 3 HL 4 4

11
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456 CARPI PR 45 A 45 3 0 S A — S ABE I 7o AL TR L () A% IR+~ (NFAT) A 2%
SR I 0 o NFAT A58 1 2 S A5 FHNFAT X5 (A i 0375 5 I % ¢, 1l D3 R0 35 91 INFATe 1
NFATc2 NFATc3.NFATc4 NFAT5;AP-1;Spl ; NKkB2%

[0151] 4R FF I CARAEAE T~ FUA% 40 L 1) S M v I HL 1 4 45 & CAR L iR 485 6 465 1) 485 1)
PUFE AN AT, 78— LB 00, v] 5 50 M 1 — i 2 T 40 B RT3 1 7= A 1 45
AR A TF B CARAFAE T FLAZ A0 M (1) S b I H 244 45 & CARII LR 456 S A S8 ) e S A
TRAFNEEE RS, 5AFAETURE A/ B A B BT 40 B AR R 4n B R I AR B, T
fE AR R4 B IR T I P AR I I 2 /0 24910% /D Z115% 2 /0 24920% 2 /0 Z125% . B /0 %)
30% E/D2140% B LI50% EADLITE % VBB L% B A2 5% B D LISRE B Y
L10F5 BB I 1045 . P AE AT e G N A AR I T s (E AR T F R, Bl IL-2. FH &R v
((IEN- v ) B RFER T-a (INF-a) \IL-15.1L-12.1L-4.IL-5.IL-10; B LR 7 A K B T

Yar
2

[0152]  FE—&4B LT, YA AT IICARTEAE T A% 4H Mo 1) S rh 3 L 24 43t 45 & CARII Bt 5
SE A GRS BT RN SR AR ARG I, TS SO M A TR (1) B SR 1 im DA K 4 B P 4 B IR T
= A s N 3 .

[0153]  FE—U8iF BN, UA A T ICARTELE T FAZ 40 M () S 5 o 3 H Y — SR AL TR0
B, 3 S04 B 7 41 B 3R TH 3Rk A CAR 1 58 — 22 IR (WL 5 45 & 45 A 3 45 5 (I P it F
1T A P 20T B 75 5 1 o 19 20, E A 200 e 00 B 1 40 PR (4 N2 e 55 200 e 2 12 Tk 2L 4
FfL) B, 24 AR A T I CARAFAE T F A% 20 R %) S JE mb 3 L 22 0 — BRI B8, 4 i xs) 78 HE4H
i 2% T 08 A CARTH 5 — 22 K B B B &5 6 &5 A 3 BT 465 6 T 470 Ji 1 SR04 oL ) 200 P 25 37 12 3
0o 40, 75 BUAZ 4T B 2 NKZJH P sl 400 2 P2 Tobk E 4 B, 24 AR A JF IR CARAFAE T FUAZ 1 1)
FME A I H M SR I, 5 A7 AE B AT I 40 1 40 B B8 v MR AR LE , 4 B i 48
MBS PRI E D 410% EDL15% EDL20% EDL25% ESL30% E DY
40% B /LLI50% B DL TE% VB L 245 B2 5% B DL B A0f5BHEE 10
1%,

[0154]  FE—E4BF LR, A AT IICARTEAE T A% 4 Mo 1) S 8 rh 3 L 24 43t 45 & CARI Bt 5
Sh G S P R A R AR FREOE I, AT 3 B AR CARKE < S, B an 3 AT O (T4
FfL 53 G B HT T2RBE)

[0155]  FE—UE4BF LT, YA AT IICARTELE T A% 4H Mo 1) S rh 3 L 2443t 45 & CARII Bt 5
Sh G S P R A R A FRBOE I, AT 3 B ABCARKE < S, B A4 g P9 45 5 R AR L 4
AL B BE T

[0156] A ANTFFHICARFIAFEAE T FAZ A ML b, o CART 28— 22 BRI 28 — 22 IR stk AN H A i
Fz o RN TFFHICAR AR A A S BARAFAE T E AR A M IS o, AN 5 A (R A ] At 22 TR 3
Wi sz . 8L, R AT —CAR PR 5 R A FF I 88 —CARFIEAN B AR A i Be 1) 2 — Ak
TEAE T B AL i  7E — SedB LR, 85— CARAI 25 —CARIE I /778 T 55 —CARF 55 — 2 ik F1
5 CARMEE — 22 K 38 BB IX (1) 2 e R < R) W B ) B e AN i 42

[0157]  FE—L8iF B0 R, AR AFFICARPIAEE T HAZ A M, Hop CARIZE — 2 K& B It
R B, CARIFIEE — 2 K& K B4l IR 7 2 AR M5 5 7 T A5 Mk, [ A3 75 — 51k J5 , CARTT
RN 7 BARHIE 544 (signalobody) CAR, 41, H 28 /0 S 57 22 KA B R4S 54

12
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AR VAT, U5 57 a2 LR BRI SR B 40 BT 1 52 AR R4S 52 5 5 A S ol 1) B
MRE T AEFLEFN N, YA AT 7 R AR BIE T RCARTEE T B A% 20 i (1) 41 o i
e, A R R A IR HA U (940, (ISR PR WOE I, 7T 3 R T BRAR (S 5 RCAR
AT R R L o IR FPC A4 15 5 (1) 57— SRAR A5 5 AR CAR IR 58 I I BT S8 497 a3 vy B AR
5T B, oA S IR AR 15 S R CAR B ARG 58 s 8L W] 326 5 R A M s S 1 45
T AE—EAE M T, iR A T SRR RIS S ARCARF T4 A DL 51 B EE I 40 B R Y

[0158] 5 S M 4 5 X ) A

[0159] AN R CARED 255 e MR 456 0 R R 0 o e 12k 6 6 0P A RN BR Tt S - Pidd &5
ERF VB - SZ ARG A X TR, 3 A BT AR A T I CARIR R 57 1 5 4 0 1 A B B B D
Ui AR IO 25 5 2 1R

[0160] i)l 45 A 2 3

[0161] & & FH T AR A HICARIIPU R 45 A 45 F 3k T DURATAT P S 4 A 2 Ik, F A 1R 2 F
SR LRI A —EIE LT, PR 45 & 45 W30 ARy (scFv) o o — BB T HiiR )il
2538 (cAb VHH (B& B P pk ny AR g5 Mg3ak) Je NYRAL AR A4 TgNAR VH (& 1 B ] A8 45 14 3k)
LM NVEAAEAR . sdAb VH (BRLEE RSP AR iT AR S5 44488 % “IR BE AL Pk ] A8 45 40 3335 1 &
i AE— LB N, 2 T T M Z A& (TCR) [R3R A &5 K435k , 41 B BE TCR (scTv, & A VaVBH]
BARE A HITCR) & & 1 H -

[0162] & & FH T AR A MICARIIPLUSR 45 A 45 M3k nT BA 2 Pt Ji o & 0 5 1 o 72— L8
BUN PURE &5 A g O AR TR A M ERIA (B B0 BIPTR (B, s 4i B AR oS i) b R Ar
HARE 5 o o 41 B AR DG BT v DA DA e 40 B 1 A DG BT I « 451 4, L8 40 Pt B2 o ok £
I8 B T o VAR EEL IR 20T M DY S e 200 P T 270 P A D) B2 9 e 00 PR (A8, 20N 4 T s 4
Jf0) AEEE A BT bk T2 989 (B-NHL) 4 /g 51 S0 40 L . i 270 e 40 1 10 2 928 241 . et s 4
J (4, /DN T e 20 L) < S 288 200 L e v L 00 6 05 D A 428 o 9RE 4
FRLJRE A 20 A A R 6% T e 4 B e 2 PR S S AT DA R R i R A

[0163]  mJ 54K BHCARIW TSI 25 & 45 /3 45 & (R P iR (1) BR 1) 14 SE 45 B8, 41 WiCD19
CD20.CD38.CD30.Her2/neu ERBB2,CA125 MUC- 1 - Aij 51| Ji 4 S 12k 7 J (PSMA)  CD44 3 i Kl
B 23 TB) J 3R VR RS (CEA) 3R R AR KRl F- 32 4 (EGFR) WEGFRVITI. & N Kz A KPR+
AR -2 (VEGFR2) ey 41 & SB (0 2R AH ST (HMW-MAA) \MAGE-A1.IL-13R-a2.GD2%%.
[0164]  PFdfk

[0165]  7F—UeRE LT, 3E A F T AR BHCARFI RS 5 14 &5 5 ot 1 7 A2 52 AR R TC A o FC AR B
FEAEAR T A R 7 (o, TL-13%8) ERKEF (i, & A (heregulin) | I P 7 A=
KK (VEGF) 2%) (B & 2 45 & Bk (Bl an, & P 81 Arg -Gly -Asp I K) 2%

[0166] 4 BHCARHR 14 57 14 45 6 %o (1) R 3 2 O AARES 5 CARPT DATE — SR AL TR AR S P 45
BT EE R AT AE N s, e A I R S 1 5 5 S O B AR AR R B2 A B, 24 T
A SEVEGRI , 5 S Mk 45 A ok 0 26— il 53 7T LR VEGR 324 , A5 ] I MEVEGR 3244 . S5, 24
T A 2 1 B I SR S PR 4 5 6 B 5 i 5 T B A Her 2.

[0167] %4k

[0168]  n ERFTIR , £ —SEH LT , AL 7R AR B CAR R AR e M 285 6 0 1) il 0 A2 52 4 151
U, FCAR ) 52 4R L2 AR5 . A IE I 2 R AT EAN R T AR K B 7324k (a0, VEGF 2 44) 5 5%

13
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A 240 0 % £ 25 FE S2 AR T IRK, B 2 1 (NKG2D) 22 ik (MTCAMICBATULB6 52 44%) 5 4 Bl [ 752 44
(B0, TL-1352 4K\ TL-2524K%%) ;Her2;CD27 5 H #R 40 ff 5 14 52 4& (NCR) (451411, NKP30 (NCR3/
CD337) Z ik (HLA-BAH G 5443 (BAT3) L AMIBT -HO I 32 44) 45

[0169] EHEX

[0170]  FE—L85 0L T , A K BHCARI 28 — 22 IS B BBE X (FEA ST AR “lAIR@ X)) , H
R [X 4 NAE LI 256 25 R 0 5 B 235 M e 2 TR o E — BB 0L T, AR EE X R Sy Bk B
HFRREE X AR OL R, BE X 2 R B S AR BB X 2 ik (191, ok H CD8 AR EE X)) -
(01711 BB X I FE 0T DU AN IR £ L50 N R FR , 1l N Z14aa £ %) 10aa . %] 10aa
F#]15aa.%j15aaf %)20aa.Z)20aa £ Z)25aa . Z)25aaF £)30aa - £130aa R 4140 . 5 Zj40aa
Z150aa.

[0172]  &i&ERIE]FE X AT LASE 5 Hbik 35, IF B o] DL 35 T & 3& KB T = — b, il a4
IR (140, Gly) 20N B RR 2N Z R R B 15N R R 3N AR 2 12 Z AR, 4
AINFIETR R 10N R IR SN R IR B INZ LR 6N Z LR B8N R R BTN R LR 2
SN IERE , I H Al LA 1.2.3.4.5. 687 MR RS .

[0173]  JR At [B] g X B 4E H IR B A (6) | H &R - 2 /RS (B4, F1un (GS)
(GSGGS) , (SEQ ID NO:37) F1(GGGS)  (SEQ ID NO:38) , Hrfm@ &/ N1Hes0 H 2B - R
AR BE AR - 2 AR TR AW UL HAb A O R0 i e P42k o o] DU H- 2 iR i
HREMR-Z2ZREEY,Gly MSer — & AN ARG ML 1, BRI m] /R 2044 2 18] i 1t A
W M HRARESY, HARE 2L NERR W32 5 8 F Zphi-psi A, F HILEA
K B P AR L o AN 52 FR 1) (2 WScheraga,Rev.Computational Chem.11173-142
(1992) ) o 75 1 [T B X ] B, 23 X R () 2 2R R 7 21, HOASF5AH AN PR - : GGSG (SEQ 1D NO:39)
GGSGG (SEQ ID NO:40) .GSGSG (SEQ ID NO:41) \GSGGG (SEQ ID NO:42) .GGGSG (SEQ ID NO:
43) \GSSSG(SEQ 1D NO:44) %%,

[0174]  #E—SGIHHL T, AR BHCARIE) 2 — 22 IR B0 B X A0 2 & /b — APt 2 iR - il 4, £
—EAE LT REE X BT AL 7 41 Cys-Pro-Pro-Cys o« WIERAFAE , 55— CARPIBEE X HH ) 22 bk
T H T 558 —CARF B EE X T Al i i

[0175]  f s BRk dr F BHE X R AL R /7 41 22 A b & /T, 2 WA anTan % (1990)
Proc.Natl.Acad.Sci.USA 87:162; FlHuckZE. (1986)Nucl.Acids Res.14:1779.1ENIFIR
il 1 S 45, B e R AR AR EE X AT LU A BL R F 81 e i —Ff: DKTHT (SEQ 1D NO:45) ;CPPC
(SEQ ID NO:46) ; CPEPKSCDTPPPCPR (SEQ ID NO:47) (Z Wil ,GlaserZs . (2005)
J.Biol.Chem.280:41494) ; ELKTPLGDTTHT (SEQ ID NO:48) ;KSCDKTHTCP (SEQ ID NO:49) ;
KCCVDCP (SEQ ID NO:50) ;KYGPPCP (SEQ ID NO:51) ; EPKSCDKTHTCPPCP (SEQ ID NO:52) (A
TgG18%E) s ERKCCVECPPCP (SEQ ID NO:53) (AN T1gG24:%%) s ELKTPLGDTTHTCPRCP (SEQ TD NO:
54) (NTgG3%%E) s SPNMVPHAHHAQ (SEQ 1D NO:55) (NTgGA%%E) &5 .

[0176]  BXBEIX AT EL 3 N1gGl1gG2. TgG3ukIgGA4RHE X = IR 77 41l . 5B AT CRIRAF
TEM)) BFEIX ARG , 808E X AT AL 55— AN B 2N S 5 R B A0/ Bl A AN/ Bk 2% o 451l 4m, A
TgGIEBE X [FIHi s, AT LA R Ty , A BB X A 55 3 51 EPKSCDKTYTCPPCP (SEQ 1D NO:
52) s L, il tnYan% . (2012) J.Biol.Chem.287:5891.

(01771  EREEIX AT DAL SRR T AN CD8 I & L IR /7 41 » 45 4, 50 [X v A 75 = R PR T 2 T
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TTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD (SEQ ID NO:56) BgH AR {4,

[0178] 5 5 25 4 Jak

[0179] A FFHICARE) 5 — 22 RN 28 — 22 IR0 35 B T4 N 381) S0 A% 240 B2 v 1) 95 I &5 4
. 55— Z KB 2 — S M il NAE DU 456 45 M I L s i 8 TA) o 4 28 — 2 IR 5 4R
DX 555 B 45 ) S N A 50 XA L T B s A Bk T X 28— 22 IR DA 3 A g (N
Uiig) BRI A i (CoR Im) BIF AL 5« PR 45 A S5 M3 B BE IX B I 4 A 3 38 — MURI &
P3N — RAL TN S5 G S — B .

[0180] 2 — 22 Ik I 5 JIEE 465 A 3 HE T 22 IR FRONOR g BGAEN R g PR 5 3 5 5 — 22 IR AN i
B CoR Iy B 60 75« 25 o 65 A 3 B — LB s A . — RAR TR A 0 38 R A A Y
&5 4138,

[0181]  ARArI 4 $R A A K 22 Ok e N 21 S0 AZ (9 2, Wity 2L 30 40) 440 G 0 400 B ) 140 5 (T
SEN I IE G A FH AR — AN AR BR i P 52451, BT A A TV 21 TY IWAPLAGTCGVLLLSLVITLYC
(SEQ ID NO:30) . &3& B TMF FI 8 55 4 i AE B i) M S (L F5 : a) SR HCD8B -
LGLLVAGVLVLLVSLGVATHLCC (SEQ ID NO:57) ;b) 3K HCD4f#) : ALTVLGGVAGLLLFTGLGTFFCVRC
(SEQ ID NO:58) ;c) 3K CD3EH) : LCYLLDGILFIYGVILTALFLRV (SEQ ID NO:59) ;d) 3K 4 CD28
] :WVLVVVGGVLACYSLLVTVAFIIFWV (SEQ ID NO:60) ;e) 3k EHCD134 (0X40) [ :
VAAILGLGLVLGLLGPLAILLALYLL (SEQ ID NO:61) ;ff)RKRECDTI:
ALPAALAVISFLLGLGLGVACVLA (SEQ ID NO:62) .

[0182]  F:k

[0183]  7E—LLfB LT , A K W CARI 55 — 22 K0 &5 4 5 9 A 328 465 A el 2 [a] ) 42 2k . 491
un, FE S mT DL AR 5 — 22 R IR 95 M 5 ) SR 55 — LR py e [R) o A, S 4 AT DL
B — 2 BRI 5 — R b M S — TR AT 45 A 5 1 58 — Al 0 22 [R) o S8 T, 82 Sk v %
BEAE S 2 KR = 22 DR 00 95 M 4 ) 3 SRR 55 — SR i 8 Ayt [A] o SAB A, S AT v LA
B 22 IR B L) A R B AT A B 0 R B R D 2 ) XA an, Bk T i B A
B2 IR = RALN S G I ORI NS 5 A T

[0184]  $23kJIKTT LA2 2 P FE IR 7 41 v AT i — Fb o B 3 o m e ok 1) o [X IR (O o 5
PR 1T, (0 R AR HAbAL 4 Bk v DL KON A6 B 440N LR B K N 296 A 2
25/ S IR K o P A5 FH & B A 4 2k g R A% IR 7 A X 4 Sk DU R B 1 o T i FH
BRI IRk KL o] B AE R R ERIT 2, H N F R B G ia i dik A E
SRR T /N IEIR a0 H 2 R AN N = R FH T 7 A R K IR R B B R AR
X T ARSTIRELAR N 73 R AL B o

[0185]  &idi fy43e=k ] DAAR By thide %, HF BT LA T A IE K TS — il a0 142
B (B0, Gly) 20N AR 2RI B 15N 3N R LR E 12N R IR, 454
MNRER B 10N E IR SN AR BN Z IR 6N AR B8N H LR BTN ER 28
ANEIERR , IF H AT LLR1.2.3.4.5.6 807N FE R

[0186] IRfIPEE LB HARREY O HEAR-2ZAREESY (B, Fan GS) .
(GSGGS) , (SEQ ID NO:37) F1(GGGS)  (SEQ ID NO:38) , Hrfm@& &/ N1Hes0 H 2B - R
QIR BE AR - 2 AR TR AW U R H A A O ARtk o T H & B A H =
g - 22 2 TR TR B W) B AR DGR, DR X P M IR 2 AR T AR S5 i A0 1), BRI AT AR A A 2
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[ PR A BB 2 HZRE S, WA HERERLNEAREE S EZ
phi-psi 2], H H b BAA B M 1 5k 2 58 AS 32 B ) (2 WScheraga,Rev. Computational
Chem.11173-142(1992) ) - 7~ P32 Sk B HFEEHABR T : GGSG (SEQ 1D NO:39) \GGSGG (SEQ 1D
NO:40) .GSGSG (SEQ ID NO:41) .GSGGG (SEQ ID N0:42) .GGGSG (SEQ ID NO:43) .GSSSG (SEQ
ID NO:44) %5 R AN G AN, 54 & LR o2& IR B TF vl A& 43 5k 43
FME Sk XSRS Rk SR T R TSR — AN B AN

[0187] AT 45 M)

[0188]  J&if A% 2 T I CARSE FH 1 1 71 25 A el 0 4 Ll P b A 4

[0189]  FE—LLEHL R, AR BHCARI S — 2 Ik 1A 7T 45 /385 CARBI 28 — 2 Ik B U
g B A A R = 2L IR 7 41 o B, 7E — LA 0 T, CARFA 26 — 22 JBK b 1 1 15 445 ) 33
W S5CARMZE — 2 Ik B RS M 2R T 5 20 24190% & /D2495% 2 /0 2
98% & /2799 % 5100 % [F] — R LR T 41 « AS I B CARTI 28 — 22 JIK () 15 4 A 3 ] 5 A
K BHCARI S — 22 K )15 S A 3 B A AR AR [R) B BE , 5 , 6 — 09 45 A 3l R 28 — U 7y
GE RGO B AT A 22 20 T 10 S R PR 5D T 5N S R PR o 7E — S B O0 T , B — AT 4t
SCRH 5 AT G A SR A A R R

[0190]  J& &G & 7E A K BHCARK 28 — 22 IR AN 28 — 22 Ik A )15 G A 3T B A 293012 ik
MR 2 270N 2R (aa) B FE, 40, 15 5 38T B A DL N KB - 2930aaF 2)35aa . &)
3baaF Zj40aa.Zj40aaF #J45aa £)45aa #)50aa . £]50aa £ Z]55aa . 2)55aa £ Z£)60aa 2]
60aaZ Z65aa 8 Z]65aaF £)70aa. (& 71— iE LT, g5 A Z)70aa £ 21100aa
Z1100aa % £1200aask K T200aa K .

[0191] & & FH T 4% 20 1 R CAR () L 1l i 445 ) 338008 5 7 oK H 3244 1) 22 IR o 7E — BE St 7 58
i, MRS R 3k F] — SR AR AL (homodimerize) o & i3d A LI 25 M4 AT LL2 4 I8 85 A O B
PB4y (R, MR & A3 m] ok 5 I 1)« Arid 1 3 300 38 22 K 0 R BIR il 14k S5 B0 4 E A
FR-F4-1BB(CD137) .CD28.ICOS.0X-40.BTLA.CD27.CD30.GITRFIHVEM.

[0192]  FE—LL5HLR , AR BHCARI S — 2 Ik _E i LS f 1 5 CAR 28 — 2 ik E i3k
B A A AR IR T 5 B, 7E— L AF LT, CARI 25 — 2 JIK b iy il P 25 #4
WAL H5CARKIZE — 2 Ik B SR B A M R 7 51 22 /0 2190 % /b 2995 % . /b 2
98% & /%799 % B 100 %6 [F] — [ 2 IE IR T 51 - A< i BHCARFR 28 — 22 IR B I il S &5 ey s v] 5
AR BHCAR P S — 22 KR Lo 8 8 R 388 B A A [R) R K B, 491 T, 25— L o i 48 A el R 2
LIRS R AR L B BE AT AH 22 D T 10N AR R B TN R R AR B LT, R
VT AN B8 AT A IR R A A AR .

[0193] &G 7E A K BHCARK 28 — 22 IR AN 28 — 22 Jik A ) Ll S 46 w38 mT B 29301 2=
BR 2 ATON IR (aa) PR, B0, L s o] B LR KB : £530aa % £ 35aa.
Z)135aaf 2)40aa . 2)40aaf #)45aa £)45aa F £)50aa . £)50aa F Z)55aa Z)55aa F £)60aa . 2]
60aa % #J65aa .8 Z)65aa R Z)T0aa. £ 75— EHL N, RIS ] BF 270aa 2 2
100aa . £)100aa % £1200aa8 Kk T-200aa K &,

[0194]  fF—dofBE T, Lo gs M3k 3 4 I 8% .94 - 1BB (W FR ATNFRSF9.CD137.4- 1BB.
CDw137 TLASE) B N 3 o 51, 0 P L S s 3T e 5 5 DU M e 2R 7 91 oA 22 /b
£175% FE /D 2180% B/ #185% (E /D Z190% B0 £195% /D Z198 % 5L 100 % R IE R
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HIE— M 2 R T4 -
[0195] KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24) . 7f —
BE STt 7 S, B — 2 IR AR 22 IR T B LI T A i 48R 2930aa £ 4 35aa . £ 3baa 2
Z)40aa- 2]40aa £ Z]45aa 245aa £ Z]50aa 2]50aa  £]55aa Z)55aa = £)60aa Z]60aa L 2
65aa- B Z)65aa % £)70aalt K
[0196]  FE—Lef5 L T, Fefil I ah Mok B 97 1 1 CD28 (HH PR A Tp44) B A &6 3 o il
EIE LRI IR A 5 DT " B R T A B 4)75% B 4180% B/ 2185%
2/02190% 2 /02195% /02198 % 5,100 % = FE IR 7 51 [A] — 1 I = I TR 7 41 -
[0197] FWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPPRDFAAYRS (SEQ ID NO:63) , #£ —
BE STt 7 S, B — 2 IR AR 22 IR T B LT A i R 2930aa £ 4 35aa . £ 3baa 2
Z]40aa- 2]40aa £ Z]45aa - 245aa £ Z]50aa - 2)50aa  £]55aa Z)55aa £ £)60aa Z]60aa X
65aa- B Z]65aa % £)70aa £
[0198]  FF—UbiHil N, SRl ik 45 f 3k B 47 5 A 3 TCOS (B R NATLIM.CD278F1CVIDL) 1Y
P 2 o 50, Al LRI B S I T S 5 UL R R R T VR A B0 AT5% 2
80% & /b 2£185% B/ #190% B /D195 % | B/ 298 % 5100 % Z ML T 1 [F]— M Ay 2 2
TR 751 -
[0199] TKKKYSSSVHDPNGEYMFMRAVNTAKKSRLTDVTL (SEQ ID NO:64) . #F —
BE STt 7 S, B — 2 IR AR 22 IR T I L T A i S8R 2930aa £ 4 35aa . £ 3baa R
Z]40aa- 2]40aa £ Z]45aa 245aa £ Z]50aa - 2)50aa F £]55aa Z)55aa = £)60aa Z]60aa X 2
65aa- B Z)65aa % £)70aalt K
[0200]  fE—LL 0T, ILRIFAE Hsok B 3718 R 10X -40 (AR A TNFRSF4.RP5-902P8 . 3.
ACT35.CD134.,0X40TXGP1L) FI i N & 73 o 91 4, 538 Y LRI A 3T 35 55 L R R
FAEFEDLZT5% B /0Z180% B /0Z185% B/ Z190% B /2195 % (& /D 2198 % )
100 % R FIR T 41 [F]— PR I 2 LR 7 51 -
(02001 RRDQRLPPDAHKPPGGGSFRTPIQEEQADAHSTLAKI (SEQ ID NO:65) .
FE—SeSt 77 = rh, 28— 2 ORI 38 — 22 ik — 3 B SR I s 3 B A £930aa 2 49 35aa . 4
3baaZ #)40aa. £)40aaF #J4baa. AJ45aa F #)50aa . £)50aa £)55aa . £)bbaaF £]60aa 2]
60aaf Z)65aa 8 Z]65aa £ 70aal) K Z .
[0202]  fE—LLR 00T, ILRIP A ok B 97 2L I BTLA (B AR JYBTLATAICD272) I Y #
gy AN, G LRI A M T B A S DU A R T A B B0 4)75% (B0 24180% L &
2185 % A /D H190%  FE 195 % | A /b #4198 % 100 % R IR FF 1 [ — M R IEBR 751 -
CCLRRHQGKONELSDTAGREINLVDAHLKSEQTEASTRONSQVLLSETGIYDNDPD
[0203] LCFRMQEGSEVYSNPCLEENKPGIVYASLNHSVIGPNSRLARNVKEAPTEYASICVR
S (SEQ ID NO:66) -
[0204] 7 —24F LT, SIS M ok B 9B ST E CD27 (AR 9S152.T14 . TNFRSF7 1
Tp55) BN B 53 o B0, & 3d i L RS S M T a5 5 DU /R P 81 B 204575 %
E/DZI80% E D LI85% (D LI90% (BN AI95% ( ZE 2198 % B 100 % S IE R 7 4 A — 1k
(28 R T7 5 -
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[0205] HQRRKYRSNKGESPVEPAEPCRYSCPREEEGSTIPIQEDYRKPEPACSP (SEQ
ID NO:67) o fE et )7 M, 25— 22 BRI EE — 22 Ik — 38 I 3L I &5 iy 3 B £930aa 2 4
35aa.Z]3baaF £j40aa. Zj40aa £ Z)45aa . ZJ45aaF Z)50aa . £)50aaFE Z)5haa Z)hhaa £ 4]
60aa.#j60aa % Z)65aa i Z)65aa £ Z)70aa i) K & .
[0206]  7E—UEiFHL T, FLHIBEE 3R B ¥ & F1CD30 (L FRATNFRSF8. D1 LA T 2 B 12
ST66EFNKI - 1) FI ML P 3568 5 o 51 G, 3 A S5 M3 il B3 5 7 41 I 20 100N 2 TR 2= 4
110MNEFEFE (aa) JZ)110aaZE 4 115aa. 41 115aaE £)120aa. £]120aa £ £)130aa . £)130aa s
Z1140aa.#]140aa % £1150aa 2] 150aaF £ 160aa 5%)160aa £ 185aaff ZELL IE{H A &
DAT5% D ZI80% B/ 2185% /D Z190% B 2195% /D Z198 % 5100 % H LR
730 A — 1 = R T 41 -
RRACRKRIRQKLHLCYPVQTSQPKLELVDSRPRRSSTQLRSGASVTEPVAEERGLMS
QPLMETCHSVGAAYLESLPLOQDASPAGGPSSPRDLPEPRVSTEHTNNKIEKIYIMKA
DTVIVGTVKAELPEGRGLAGPAEPELEEELEADHTPHYPEQETEPPLGSCSDVMLSV
EEEGKEDPLPTAASGK (SEQ ID NO:68) .

[0208]  fE—LL48 N T, ILRIPAE ok B 9 E I GITR (tB AR Y TNFRSF 18 .RP5-902P8. 2,
AITR.CD357F1GITR-D) FI A A #6843 o 9 4 , 538 ) SR S Mt T B0 5 5 DA R & B R 7 41 AL
HEDHT5% FEDLI80% D LI85% D L190%  F A £)95% /D298 % B 100% 2
B 75 [F]— 1t B 2 L R 7 41«

[0209] HIWQLRSQCMWPRETQLLLEVPPSTEDARSCQFPEEERGERSAEEKGRLGDLWYV (SEQ
ID NO:69) o fE— S8 J7 &b, 58— 2 JIRAN 26 — 2 ik — 38 3L RIS M 4 B £930aa £ 4
3baa.#Z]35aa® #]40aa . A40aa £ Z]45aa . )45aa F 4]50aa . Z]50aa F Z)55aa Z]55aa £ )
60aa.Z]60aa % Z]65aa 8 2)65aa % £ 70aall K5 .

[0210]  7E— Lo B i T, R A M 3ok B 7 IR 8 HHVEM (2 %X Y TNFRSF14 \RP3 -
395M20. 6 ATAR.CD270 \HVEA HVEM.LTGHTRANTRL) FJ A A 35 43 o {511 200 , 2 325 F10 1L o e 6 gk
AAE 5N EIRR T I R A B DA T5% B AI80% B 285% AL £190% (B
95% \ 270198 % 5100 % Z IR /7 41 A — VE R B R P 41 -

[0211] CVKRRKPRGDVVKVIVSVORKRQEAEGEATVIEALQAPPDVTTVAVEETIPSFTGRS

PNH (SEQ ID NO:70),

FE— LU 7 S, B — 2 RN 28 — 2 Ik 3 i) LR S K I B A 4930aa £ 4
3baa.#]35aaf 4j40aa.2j40aaF Z)45aa Zj45aa F 2]50aa . 2)50aaF Z)55aa Z]55aa £ 2]
60aa.#)60aa £ Z)65aa .5 Z]65aa F 4] 70aa ) K .

[0212] Rk

[0213]  i& & T A K W CAR B — FRARN A0 45 — B S5 S0t o 35 F T4 2 JT B CARHY —
RAGN G & X HAE— B SE i 7 S b 5 [F— 20 1 RSO ROy “ A (dimerizer) ™) HIA
[FAL S S S Z KA BALAAEAE T, BTG E XA R RS - BAFIASE
RS G NI AR I o £E — B8 S 7 S [, 55— BRAL R A 45 o P ) o AE — LB S 7
ZEh, 5 RTINS G R—A TR A LT B b, 5 RGBSR
E— LSl 5 R, 5 R 45 S R

[0214] 5 — b3 & A A ) SRR SRR AE BRI S — U S RIS & )5

18
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RALH B ZE G0, Horh RIS 5 IR I 28 — il it A AR A, IF B

RAAATAT BRI 28— BOR BB 5 IR IR 5 il R 5 A GEA BRI «

[0215] 5y —s8i& A H ) = SR Ao L dE b R R 1Ol (9l , #60') W5 5 IR 1 = R

1B — SRARST

[0216] LAl anfer , — RARX I B 57 T15 5 = B E = Rk, Hoazal5hfE

— LG LR RN BUE AR ) — BB N 2O. R, R T AR DL, BLTR 56 T R ARG

SEEX MR R R A AKX, i e L] an e

[0217] Al 1) = 5 (g, —SRAL TS5 -6 X)) B R RIR i) 14 S5 AL FE(H AR T

[0218]  a) FK5064% £ 4 (1 (FKBP) FIFKBP;

(02191 b) FKBPAIES, 18 il IR (4 A4 T FEA (CnA)

[0220]  ¢)FKBPAISEIA & ;

[0221]  d) FKBPAIFKBP- {5 M1 25 & AHE 8 9 (FRB) ;

[0222] o) Jig¥% H§B (GyrB) FGyrB;

[0223] ) & M- &i4 )5 & (DHFR) FIDHFR;

[0224]  g) DmrBAIDmrB;

[0225]  h)PYLFIABI;

[0226] i)Cry2HICIB1;bL A

[0227] ) GATAIGIDI.

[0228] % BHCARM) — 54k (9l hn , — SRAL 745 & X)) I 28— BlEE — il i nT B A 21502

FER 2 29300 2 R B SE K KR s 491, A% % BHCARE — 54 (51l 4n , — ZRALFRI S5 &%) 1)

a5 R e B Z2150aaE 21100aa . Z£)100aa £ 2] 150aa. Z)150aa E £)200aa . £j200aa

B Z)#1250aa . £)250aa £ £)300aa B 300aa i) K .

[0229]  7E—HEiH LT , A K BHCARK — 24k (o 4n, — AL TR 455 %) 1 Bl 02 >k H FKBP . 451

Gl 1) R AR S AN R AT 5 DU N 2R R R A B 2D 475% B AD280% &

D#85% E /D Z190% B/ #195%  FE /D #4198 % 5K 100 % LR A [E] M R LR A1) -
MGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDSSRDRNKPFKFMLGKQE

[0230] VIRGWEEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ
ID NO:12) .

[0231] 7 —ULfE il R, AR B CARI — B AU F) 4 A %o 1 A 02 >R 1 605 18 5 I T £ 1 Y R A

(HFR NPPP3CA ; CALN; CALNA ; CALNA1 ; CCN1 ; CNA1 ; PPP2B ; CAM-PRPAE AL, WV ; 475 i ff PR il At

5 R ORGSR B PR g A Rk a [ M Y s B IR PR W 2B , AL B a [RI PR AL AR SN, A

T 1) RAR AR RO AT LS 5 DL &R T A (PP2Acgh i) A& /D #15% (& /b

£180%  FE /D £)85% E /A £190% E /2195 % | FE /2198 % B 100 % S L BE A [l — 1

R FH
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LEESVALRIITEGASILRQEKNLLDIDAPVTVCGDIHGQFFDLMKLFEVGGSPANTRY
LFLGDYVDRGYFSIECVLYLWALKILYPKTLFLLRGNHECRHLTEYFTFKQECKIKY
SERVYDACMDAFDCLPLAALMNQQFLCVHGGLSPEINTLDDIRKLDRFKEPPAYGP
MCDILWSDPLEDFGNEKTQEHFTHNTVRGCSYFYSYPAVCEFLQHNNLLSILRAHE
AQDAGYRMYRKSQTTGFPSLITIFSAPNYLDVYNNKAAVLKYENNVMNIRQFNCSP
HPYWLPNFM (SEQ ID NO:71) -
[0233]  FE 25N, 54K (Bl an, —RAFIEE & X)) BRI R BRI E A (WA SRR
HFIAPPTA.CYPA.CYPH.PPTase A%E) o5l , & id i — SALTRI &5 6 0T Bl 2 v 0 &5 5 BA R &=
BT RAZEDA)T5% B 480% B/ Z185% (B /DZ190% B0 Z95% B /D #4198 %
85100 % 2 EIR 7 21 [F]— 1 I = LR T 41 -
MVNPTVFFDIAVDGEPLGRVSFELFADKVPKTAENFRALSTGEKGFGYKGSCFHRII
PGFMCQGGDFTRHNGTGGKSIYGEKFEDENFILKHTGPGILSMANAGPNTNGSQFFI
CTAKTEWLDGKHVVFGKVKEGMNIVEAMERFGSRNGKTSKKITIADCGQLE (SEQ
ID NO:72) .
[0235] 7R —UEifa ~, 5K (flan, — JRALFRI S5 G %)) IR 52 K EEMTOR (. #% W FKBP - H
M2 ZRAHSCER 1 s FKA06 45 & i 1 12- T MR R AH R H 1 FKA06 45 & i 12- B MAE R AH K
HEH2;FKE06-45 A 12-THMERE S WA E AL ;FRAP;FRAP1 ;FRAP2 ;RAFT1 ; I
RAPTL) o540 , A 3d ) = SR A A 46 G 0 e i T B 3 5 DU R RE R T 1 (1 FR N “Frb” : Fkbp-
TFHERESEWR) BEEDAT5% 2/ 2480% 2/ #85% .2 /0 #4190% . 2 /b %)
95% &/ 2798 % 5100 % S ZE R /7 41| [F] — PE [ R T 41 -
MILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQA
YGRDLMEAQEWCRKYMKSGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:14) -
[0237]  7E—UeifFaL N, AR (Blan, = FRALIEE & X)) BRI K H GyrB (15K J9DNA Jie 7%
MgV HEB) o 740, A id ) SR A G A X R AT E 5 DU Sk B KA B (Escherichia
coli) MIGyrBR IR 7 41 (BK H LA A= WA FIDNAJIE 4% B V. 55B 7 41) 29100 2 24 R 2
Z1200N R LB (aa) < Z£)200aaF £)300aa - £)300aa % £)400aa  £J400aa FE £]500aa . Z£)500aa
£ #£1600aa . Z1600aaE £]700aa BZ1700aa % Z1800aaff]iE 4L 2 HAG £ /D LAT75% . 2/ 4
80% &/ #185% 2 /bZ190% Z /D Z195% /02798 % 5,100 % R FE R 7 51 [F] — P ) = 3
&7 41 -

[0232]

[0234]

[0236]
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MSNSYDSSSIKVLKGLDAVRKRPGMYIGDTDDGTGLHHMVFEVVDNAIDEALAGH
CKEINVTIHADNSVSVQDDGRGIPTGIHPEEGVSAAEVIMTVLHAGGKFDDNSYKVS
GGLHGVGVSVVNALSQKLELVIQREGKIHRQIYEHGVPQAPLAVTGETEKTGTMV
RFWPSLETFTNVTEFEYEILAKRLRELSFLNSGVSIRLRDKRDGKEDHFHYEGGIKAF
VEYLNKNKTPIHPNIFYFSTEKDGIGVEVALQWNDGFQENIYCFTNNIPQRDGGTHL
AGFRAAMTRTLNAYMDKEGYSKKAKVSATGDDAREGLIAVVSVKVPDPKFSSQT

KDKLVSSEVKSAVEQQMNELLAEYLLENPTDAKIVVGKIIDAARAREAARRAREM
TRRKGALDLAGLPGKLADCQERDPALSELYLVEGDSAGGSAKQGRNRKNQAILPL
KGKILNVEKARFDKMLSSQEVATLITALGCGIGRDEYNPDKLRYHSIIIMTDADVDG
SHIRTLLLTFFYRQMPEIVERGHVYIAQPPLYKVKKGKQEQYIKDDEAMDQYQISIA
LDGATLHTNASAPALAGEALEKLVSEYNATQKMINRMERRYPKAMLKELIYQPTL
TEADLSDEQTVTRWVNALVSELNDKEQHGSQWKFDVHTNAEQNLFEPIVRVRTHG
VDTDYPLDHEFITGGEYRRICTLGEKLRGLLEEDAFIERGERRQPVASFEQALDWLV
KESRRGLSIQRYKGLGEMNPEQLWETTMDPESRRMLRVTVKDAIAADQLFTTLMG

DAVEPRRAFIEENALKAANIDI (SEQ ID NO:73) |

FE—EIG LT, R E X A E T ST Bk B R AT B Gy rB2 2R 1R
R -220 R R B A 2 /0 4975% 2 /02180 % 2/ 4185% £ /0 #4190 % £ /D Z195% .
2 /02198% 8100 % R ALK 7 41 [F]— M 2 R L 741
[0239]  FE—S&ifFil T, 3R (il hn, —SALFIEE A %) (R Rk 52 >k H DHFR (AR A AR
& )5 W DHFRP LAIDYR) o 51120, &3 i) — BRAG R 45 & 00 i i T 5 5 DU 2 R R P 91 B &
DPT5% B DLI80% (E DI85 % L B #190% E D Z195% B £198 % EK 100 % EFHE AR
73 A — 1 = B R T 41 -
MVGSLNCIVAVSQNMGIGKNGDLPWPPLRNEFRYFQRMTTTSSVEGKQNLVIMGK
KTWFSIPEKNRPLKGRINLVLSRELKEPPQGAHFLSRSLDDALKLTEQPELANKVDM
VWIVGGSSVYKEAMNHPGHLKLFVTRIMQDFESDTFFPEIDLEKY KLLPEYPGVLS
DVQEEKGIKYKFEVYEKND (SEQ ID NO:74) .
[0241]  FE—EIF LT, 3R AR (i, — JRALFRIZEA%) IR 72 2K H DmrB4S & 25 #4345 (RI,
DmrBJFRJYE — FEALGE R o an, A& ) R AR AR R R rT S 5 UL N R T R A
BAT5% B/ Z180% /D ZI85% (F /D 4190% L F /0 #4195 % L A2 /0 2198 % 8100 % = Ik
R 7 51 [F] — M ) 2 R R 7 471 -
MASRGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKVDSSRDRNKPFKFMLG
[0242] KQEVIRGWEEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE
(SEQ ID NO:75).
[0243]  FE—EIHAL T, 3R AR (i, = FRALFRIGAXF) IR 7k B PYLE B (AR i 7%
PR 52 A& FIRCAR) o 51140, A% ¢ B — 5 AL 55 45 & 0k (1) 1 53 BT >k H 45 4Pl 8 7% (Arabidopsis
thaliana) i) A8 4885 A Jii : PYR1.RCAR1 (PYL9) \PYL1.PYL2.PYL3.PYL4.PYL5.PYL6.PYL7.
PYL8 (RCAR3) \PYL10PYL11.PYL12.PYL13. 511, &3 ) — AL A X sOR AT 5 5 PR
RAIEMRFINEAE R DA% B Z80% B/ ZI85% /D Z190% /0 £195%  Z /b4

[0238]

[0240]
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98 %6 5,100 % 28 F 1R /7 A1 [A] — 1t i) L B2 R 7 711«

[0244]  PYL10:
MNGDETKKVESEYIKKHHRHELVESQCSSTLVKHIKAPLHLVWSIVRRFDEPQKYK
PFISRCVVQGKKLEVGSVREVDLKSGLPATKSTEVLEILDDNEHILGIRIVGGDHRLK
NYSSTISLHSETIDGKTGTLAIESFVVDVPEGNTKEETCFFVEALIQCNLNSLADVTE
RLQAESMEKKI (SEQ ID NO:76) .

[0246]  PYL11:
METSQKYHTCGSTLVQTIDAPLSLVWSILRRFDNPQAYKQFVKTCNLSSGDGGEGS
VREVTVVSGLPAEFSRERLDELDDESHVMMISIIGGDHRLVNYRSKTMAFVAADTE
EKTVVVESYVVDVPEGNSEEETTSFADTIVGFNLKSLAKLSERVAHLKL (SEQ ID
NO:77)

[0248] PYL12:
MKTSQEQHVCGSTVVQTINAPLPLVWSILRRFDNPKTFKHFVKTCKLRSGDGGEGS
VREVTVVSDLPASFSLERLDELDDESHVMVISIIGGDHRLYNYQSKTTVFVAAEEEK
TVVVESYVVDVPEGNTEEETTLFADTIVGCNLRSLAKLSEKMMELT (SEQ ID
NO:78).

[0250] PYL13:
MESSKQKRCRSSVVETIEAPLPLVWSILRSFDKPQAYQRFVKSCTMRSGGGGGKGG
EGKGSVRDVTLVSGFPADFSTERLEELDDESHVMVVSIIGGNHRLVNYKSKTKVVA
SPEDMAKKTVVVESYVVDVPEGTSEEDTIFFVDNIIRYNLTSLAKLTKKMMK (SEQ
ID NO:79).

[0252] PYLI:
MANSESSSSPVNEEENSQRISTLHHQTMPSDLTQDEFTQLSQSIAEFHTYQLGNGRC
SSLLAQRIHAPPETVWSVVRRFDRPQIYKHFIKSCNVSEDFEMRVGCTRDVNVISGL

[0253] PANTSRERLDLLDDDRRVTGFSITGGEHRLRNYKSVTTVHRFEKEEEEERIWTVVLE
SYVVDVPEGNSEEDTRLFADTVIRLNLQKLASITEAMNRNNNNNNSSQVR (SEQ ID
NO:80).

[0254]  PYL2:
MSSSPAVKGLTDEEQKTLEPVIKTYHQFEPDPTTCTSLITQRIHAPASVVWPLIRRFD
NPERYKHFVKRCRLISGDGDVGSVREVTVISGLPASTSTERLEFVDDDHRVLSFRVV

[0245]

[0247]

[0249]

[0251]

[0255]
GGEHRLKNYKSVTSVNEFLNQDSGKVYTVVLESYTVDIPEGNTEEDTKMFVDTVV

KLNLQKLGVAATSAPMHDDE (SEQ ID NO:81) .

[0256]  PYL3:
MNLAPIHDPSSSSTTTTSSSTPYGLTKDEFSTLDSIIRTHHTFPRSPNTCTSLIAHRVDA
PAHAIWRFVRDFANPNKYKHFIKSCTIRVNGNGIKEIKVGTIREVSVVSGLPASTSVE
ILEVLDEEKRILSFRVLGGEHRLNNYRSVTSVNEFVVLEKDKKKRVYSVVLESYIVD
IPQGNTEEDTRMFVDTVVKSNLQNLAVISTASPT (SEQ ID NO:82) .

[0258] PYL4:

[0257]
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[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

MLAVHRPSSAVSDGDSVQIPMMIASFQKRFPSLSRDSTAARFHTHEVGPNQCCSAVI
QEISAPISTVWSVVRRFDNPQAYKHFLKSCSVIGGDGDNVGSLRQVHVVSGLPAAS
STERLDILDDERHVISFSVVGGDHRLSNYRSVTTLHPSPISGTVVVESYVVDVPPGNT
KEETCDFVDVIVRCNLQSLAKIAENTAAESKKKMSL (SEQ ID NO:83) .

PYL5:
MRSPVQLQHGSDATNGFHTLQPHDQTDGPIKRVCLTRGMHVPEHVAMHHTHDVG
PDQCCSSVVQMIHAPPESVWALVRRFDNPKVYKNFIRQCRIVQGDGLHVGDLREV
MVVSGLPAVSSTERLEILDEERHVISFSVVGGDHRLKNYRSVTTLHASDDEGTVVV
ESYIVDVPPGNTEEETLSFVDTIVRCNLQSLARSTNRQ (SEQ ID NO:84) ,

PYL6:

MPTSIQFQRSSTAAEAANATVRNYPHHHQKQVQKVSLTRGMADVPEHVELSHTHYV
VGPSQCFSVVVQDVEAPVSTVWSILSRFEHPQAYKHFVKSCHVVIGDGREVGSVRE
VRVVSGLPAAFSLERLEIMDDDRHVISFSVVGGDHRLMNYKSVTTVHESEEDSDGK
KRTRVVESYVVDVPAGNDKEETCSFADTIVRCNLQSLAKLAENTSKEFS (SEQ ID
NO:8S) -

PYLT:
MEMIGGDDTDTEMYGALVTAQSLRLRHLHHCRENQCTSVLVKYIQAPVHLVWSL
VRRFDQPQKYKPFISRCTVNGDPEIGCLREVNVKSGLPATTSTERLEQLDDEEHILGI
NIGGDHRLKNYSSILTVHPEMIDGRSGTMVMESFVVDVPQGNTKDDTCYFVESLIK
CNLKSLACVSERLAAQDITNSIATFCNASNGYREKNHTETNL (SEQ ID NO:86).

PYLS:
MEANGIENLTNPNQEREFIRRHHKHELVDNQCSSTLVKHINAPVHIVWSLVRRFDQ
PQKYKPFISRCVVKGNMEIGTVREVDVKSGLPATRSTERLELLDDNEHILSIRIVGGD
HRLKNYSSIISLHPETIEGRIGTLVIESFVVDVPEGNTKDETCYFVEALIKCNLKSLAD
ISERLAVQDTTESRYV (SEQ ID NO:87) ,

PYL9:
MMDGVEGGTAMYGGLETVQYVRTHHQHLCRENQCTSALVKHIKAPLHLVWSLV
RRFDQPQKYKPFVSRCTVIGDPEIGSLREVNVKSGLPATTSTERLELLDDEEHILGIKI
IGGDHRLKNYSSILTVHPEIIEGRAGTMVIESFVVDVPQGNTKDETCYFVEALIRCNL
KSLADVSERLASQDITQ (SEQ ID NO:88).

PYR1:
MPSELTPEERSELKNSIAEFHTYQLDPGSCSSLHAQRIHAPPELVWSIVRRFDKPQTY
KHFIKSCSVEQNFEMRVGCTRDVIVISGLPANTSTERLDILDDERRVTGFSIIGGEHR
LTNYKSVTTVHRFEKENRIWTVVLESYVVDMPEGNSEDDTRMFADTVVKLNLQKL
ATVAEAMARNSGDGSGSQVT (SEQ ID NO:89) .

FE— B , S A, A G ) R K B ABT A 1 (HLFR s

B AU (Abscisic Acid-Insensitive)) o8, A4S & BH — BEALF 45 & 6 B0 Al 52 m] 51 E
UNAPLFE ST TR B 5 - ABT 1 (RERR R it V& R ANEBURR L L 2R A B BRI 2C 56, AtPP2C56.P2C56
FIPP2C ABI1) Fl/BYABI2 (HR NP2CTT 5 IR IF2C 77 AtPP2CTT7 TSR A BUK2 . FR A

23



CN 110423282 B i';ﬁ HH :F; 21/47 1L

W2 EE2C ABI2FIPP2C ABI2) o i, & 3d i) — JEAL TR 45 & % il A il A8 5 DL R & L 182 7 471
HAE— ML 100N R B L1 10N E R (aa) £ 110aaF 21 15aa. 2] 115aaE #]120aa.
£]120aaFE #)130aa.Z)130aaE £ 140aa . Z£)1140aa £ Z)150aa . £j150aa E %) 160aa . Z]160aa s
Z1170aa.#£]170aa % £1180aa £)180aa % £)190aa 5 %)190aa % £ 200aa fl 4L IE{H A &
DAT5% D LI80% B/ 2185% /D Z190% B 2195% /D Z198 % 5100 % H LR
73 A — 1 = R T 41 -

[0273] ABI1:
MEEVSPAIAGPFRPFSETQMDFTGIRLGKGYCNNQYSNQDSENGDLMVSLPETSSCS
VSGSHGSESRKVLISRINSPNLNMKESAAADIVVVDISAGDEINGSDITSEKKMISRT
ESRSLFEFKSVPLYGFTSICGRRPEMEDAVSTIPRFLQSSSGSMLDGRFDPQSAAHFF
GVYDGHGGSQVANYCRERMHLALAEEIAKEKPMLCDGDTWLEKWKKALFNSFLR
VDSEIESVAPETVGSTSVVAVVFPSHIFVANCGDSRAVLCRGKTALPLSVDHKPDRE
DEAARIEAAGGKVIQWNGARVFGVLAMSRSIGDRYLKPSIIPDPEVTAVKRVKEDD
CLILASDGVWDVMTDEEACEMARKRILLWHKKNAVAGDASLLADERRKEGKDPA
AMSAAEYLSKLAIQRGSKDNISVVVVDLKPRRKLKSKPLN (SEQ ID NO:90).

[0275]  ABI2:
MDEVSPAVAVPFRPFTDPHAGLRGYCNGESRVTLPESSCSGDGAMKDSSFEINTRQ
DSLTSSSSAMAGVDISAGDEINGSDEFDPRSMNQSEKKVLSRTESRSLFEFKCVPLY
GVTSICGRRPEMEDSVSTIPRFLQVSSSSLLDGRVTNGFNPHLSAHFFGVYDGHGGS
QVANYCRERMHLALTEEIVKEKPEFCDGDTWQEKWKKALFNSFMRVDSEIETVAH
APETVGSTSVVAVVFPTHIFVANCGDSRAVLCRGKTPLALSVDHKPDRDDEAARIE
AAGGKVIRWNGARVFGVLAMSRSIGDRYLKPSVIPDPEVTSVRRVKEDDCLILASD
GLWDVMTNEEVCDLARKRILLWHKKNAMAGEALLPAEKRGEGKDPAAMSAAEY
LSKMALQKGSKDNISVVVVDLKGIRKFKSKSLN (SEQ ID NO:91) -

[0277]  FE—S&iFAL T, 3R (il an, —SALFRIEE A 0F) IR 7k H Cry28t [ (HFRoRERAE

BER2) U, A B R AR (140, = SRAR TR 25 G XT) 1 B U2 v R E AR AT AR Ak (g,

WD) BICry2 8 1, a0, CLFEAEAS PR T-40L g I BB LL o 41, 53 ) = SR AR 485 5 6T il i Pl A

FHU TR IR DRAT00N R R EATT0NEAILE (aa) \ZI110aaE L)

115aa.Zj115aa% #)120aa.£)120aa £ %) 130aa . 2] 130aa £ %) 140aa . £ 140aa £ %) 150aa 2

150aa% #j160aa-%)160aa £ #)170aa %] 170aa £ #)180aa %] 180aa % #)190aa . 5 %] 190aa F

£)200aalf) LA M B A £/ 2)75% 2 /0£4180% B0 #185% &0 £190% B/ £195% |

Z/b#198% 8100 % R IER 7 51 Al — 1E K 2 2 1R P 41 -

[0278]  Cry2 (LEGFT)

[0274]

[0276]
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MKMDKKTIVWFRRDLRIEDNPALAAAAHEGSVFPVFIWCPEEEGQFYPGRASRWW
MKQSLAHLSQSLKALGSDLTLIKTHNTISAILDCIRVTGATKVVFNHLYDPVSLVRD
HTVKEKLVERGISVQSYNGDLLYEPWEIYCEKGKPFTSFNSYWKKCLDMSIESVML
PPPWRLMPITAAAEAIWACSIEELGLENEAEKPSNALLTRAWSPGWSNADKLLNEFI
EKQLIDYAKNSKKVVGNSTSLLSPYLHFGEISVRHVFQCARMKQIITWARDKNSEGE
ESADLFLRGIGLREYSRYICFNFPFTHEQSLLSHLRFFPWDADVDKFKAWRQGRTG
YPLVDAGMRELWATGWMHNRIRVIVSSFAVKFLLLPWKWGMKYFWDTLLDADL
ECDILGWQYISGSIPDGHELDRLDNPALQGAKYDPEGEYIRQWLPELARLPTEWIHH
PWDAPLTVLKASGYELGTNYAKPIVDIDTARELLAKAISRTREAQIMIGAAPDEIVA
DSFEALGANTIKEPGLCPSVSSNDQQVPSAVRYNGSKRVKPEEEEERDMKKSRGFD
ERELFSTAESSSSSSVFFVSQSCSLASEGKNLEGIQDSSDQITTSLGKNGCK (SEQ ID
NO:92) .
[0280]  7F—ULREUL T, AR (B, —RALFRISE A 5F) Bk R B CIB1 R I+ BRI (AR
9 5 R F-DHLH63) o 91 4, 38 1) — SR AR 4 A 0 B A rT AL 75 5 DA N A 2R R 7 51 129100
MEHEMRELTIONE IR (aa) A 110aaFE 4 115aa .4 115aaFE £ 120aa. £ 120aa £ 4
130aa.#Zj130aa £ Z)140aa. %] 140aaE %)150aa . Z£)150aaF %)160aa . Z£)160aaF %)170aa . %)
170aaZ #1180aa . £)180aa % £1190aa . 5 #)190aa = £)200aalf L iE M B A £/DZA75% &
DHI80% D H185% B LI90% B L195%  FE /2198 % T 100 % EIERR T H [H] 1 )
AR T -
MNGAIGGDLLLNFPDMSVLERQRAHLKYLNPTFDSPLAGFFADSSMITGGEMDSYL
STAGLNLPMMYGETTVEGDSRLSISPETTLGTGNFKKRKFDTETKDCNEKKKKMT
MNRDDLVEEGEEEKSKITEQNNGSTKSIKKMKHKAKKEENNFSNDSSKVTKELEKT
[0281] DYIHVRARRGQATDSHSIAERVRREKISERMKFLOQDLVPGCDKITGKAGMLDEIINY
VOSLOQRQIEFLSMKLAIVNPRPDFDMDDIFAKEVASTPMTVVPSPEMVLSGYSHEM
VHSGYSSEMVNSGYLHVNPMQQVNTSSDPLSCFNNGEAPSMWDSHVQNLYGNLG
V (SEQ ID NO:93) .
[0282]  7E—UUHALT , AR (a0, —RALFRILE A ) B 7R H GATHLRE IF 8 T (AR
R B IR AN BUBANDELLATE FIGAT) o 4, 3 i — BRA TR 45 A X0 A 02 n] L5 5 DA N 2R 1R
PRI 21100 N R AR B L T10NE R (aa) «Z)110aaF 2 115aa 2] 115aaF £ 120aa 2
120aaZ Z]130aa.Z)1130aaF %)140aa. £ 140aa £ Zj150aa 2] 150aa £ 2 160aa. £ 160aa . %]
170aa.£]170aa % £]180aa . £]180aa E #£)190aa . Bi £ 190aa & £ 200aa [ 1% 4L i H B A % /b
L175% /0 2%180% E /D ZI85% LB/ 4190 % B /D #195%  E /A £198 % B 100 % R IL R F
G E—PE R -

[0279]
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MKRDHHHHHHQDKKTMMMNEEDDGNGMDELLAVLGYKVRSSEMADVAQKLEQ
LEVMMSNVQEDDLSQLATETVHYNPAELYTWLDSMLTDLNPPSSNAEYDLKAIPG
DAILNQFAIDSASSSNQGGGGDTYTTNKRLKCSNGVVETTTATAESTRHVVLVDSQ
ENGVRLVHALLACAEAVQKENLTVAEALVKQIGFLAVSQIGAMRKVATYFAEALA
RRIYRLSPSQSPIDHSLSDTLOMHEFYETCPYLKFAHFTANQAILEAFQGKKRVHVIDF
SMSQGLQWPALMOQALALRPGGPPVFRLTGIGPPAPDNFDYLHEVGCKLAHLAEAIH
VEFEYRGFVANTLADLDASMLELRPSEIESVAVNSVFELHKLLGRPGAIDKVLGVV
NQIKPEIFTVVEQESNHNSPIFLDRFTESLHYYSTLFDSLEGVPSGQDKVMSEVYLGK
QICNVVACDGPDRVERHETLSQWRNRFGSAGFAAAHIGSNAFKQASMLLALFNGG
EGYRVEESDGCLMLGWHTRPLIATSAWKLSTN (SEQ ID NO:94) .

[0284]  7E—L&4E LT, AR (B, —BRALFNSE &%) R 7K B GIDIHL R I+ 8 1 (1K

NI EE R SZRGIDL) o N, A3 1 B AR S5 A0 RO AT LS 5 LR R BT A AT E

—/MNMAULIT00N R E A0 AR (aa) £ 110aaF Z)115aa. %) 115aaF £)120aa. %)

120aaZ %)130aa.Z)1130aaF %)140aa. £ 140aa £ Zj150aa Zj150aa £ %) 160aa . £ 160aa . %]

170aa.£]170aaE £)180aa . £]180aa E #)190aa . B, £ 190aa & £ 200aa [ 1% 4L i f B A %2 /D

L175% /b 2180% E /D ZI85% L B/ 4190 % B /D #195%  E /A £198 % B 100 % R IR T

G [E—PE R -

[0285]  GIDIA:
MAASDEVNLIESRTVVPLNTWVLISNFKVAYNILRRPDGTFNRHLAEYLDRKVTAN
ANPVDGVFSFDVLIDRRINLLSRVYRPAYADQEQPPSILDLEKPVDGDIVPVILFFHG
GSFAHSSANSAIYDTLCRRLVGLCKCVVVSVNYRRAPENPYPCAYDDGWIALNWY

[0286] NSRSWLKSKKDSKVHIFLAGDSSGGNIAHNVALRAGESGIDVLGNILLNPMEGGNE
RTESEKSLDGKYFVTVRDRDWYWKAFLPEGEDREHPACNPFSPRGKSLEGVSFPKS
LVVVAGLDLIRDWQLAYAEGLKKAGQEVKLMHLEKATVGFYLLPNNNHFHNVM
DEISAFVNAEC (SEQ ID NO:95) |

[0287]  GIDIB:
MAGGNEVNLNECKRIVPLNTWVLISNFKLAYKVLRRPDGSFNRDLAEFLDRKVPA
NSFPLDGVFSFDHVDSTTNLLTRIYQPASLLHQTRHGTLELTKPLSTTEIVPVLIFFHG
GSFTHSSANSAIYDTFCRRLVTICGVVVVSVDYRRSPEHRYPCAYDDGWNALNWYV

[0288] KSRVWLQSGKDSNVYVYLAGDSSGGNIAHNVAVRATNEGVKVLGNILLHPMFGG
QERTQSEKTLDGKYFVTIQDRDWYWRAYLPEGEDRDHPACNPFGPRGQSLKGVNF
PKSLVVVAGLDLVOQDWQLAYVDGLKKTGLEVNLLYLKQATIGFYFLPNNDHFHCL
MEELNKFVHSIEDSQSKSSPVLLTP (SEQ ID NO:96)

[0289] GIDIC:

[0283]
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MAGSEEVNLIESKTVVPLNTW VLISNFKLA YNLLRRPDGTFNRHLAEFLDRKVPAN
ANPVNGVFSFDVIIDRQTNLLSRVYRPADAGTSPSITDLQNPVDGEIVPVIVFFHGGS
FAHSSANSAIYDTLCRRLVGLCGAVVVSVNYRRAPENRYPCAYDDGWAVLKWVYN

[0290] SSSWLRSKKDSKVRIFLAGDSSGCNIVHNVAVRAVESRIDVLGNILLNPMEGGTERT
ESEKRLDGKYFVTVRDRDWYWRAFLPEGEDREHPACSPFGPRSKSLEGLSFPKSLY
VVAGLDLIQDWQLKYAEGLKKAGQEVKLLYLEQATIGFYLLPNNNHFHTYMDEIA
AFVNAECQ (SEQ ID NO:97).

[0291] L ZRAKH)

[0292]  mIRHE A T AL A X I — R 5 R A4S &0 B 288 R I =R AL
) — BAFI ARG an LA 5 FRE DU R A A 0 I35 N 2R

[0293] &) FKBPAIFKBP (FF A 2) ;

[0294]  b) FKBPAICnA (FAE &) ;

[0295]  ¢) FKBPRIZEM & (R R) ;

[0296]  d) FKBPHIFRG (5 M %) ;

[0297]  e)GyrBMIGyrB (ELEHE ) ;

[0298] ) DHFRAHIDHFR (FH & 404

[0299]  g) DmrBAIDmrB (AP20187) ;

[0300]  h) PYLAIABI (7% TR)

[0301] 1) Cry2fICIB1 (¥56) ; 1

[0302]  j)GATFIGIDI GRE ) -

[0303]  dm bad , 7 WA 2R AT ARy SRR B, WIS A A A 2 BT AR 2 L 15
UIW096,/41865.W0 99/36553.W0 01/14387, LA K Ye%s (1999) Science 283:88-91. 141, 7%
SER) L5 E AR R ARSI F &Y AT K AL A Y (“ERHE R 2K (rapalog) ”)
e B 45 5 /R nE R A B — A2 A DU 2R A0 B i 85 2 AR 1 - it H B, A B il i 46
C7.CA2FN/BRC2911) H 48 2 s B Ik AT AR AL B #:C 13 CA3 AT/ B C28 I A5 1B Jif  BE BR B AT A2 4k
C14.C24 701/ BEC30 IR ; 4456 TC R IE R PR 5 0 Pl 5 70 I 2L RE 38 LA B 72 38 CLIE PR _E AT e AR
ORI O IA B i b AR A I 30 o B4 IR B AEAE T n 36 B % F 55, 525,610.5,
310,903 5,362,718%15,527,907H . L& iR | C-28F2FL 1k £EME 22 ) M4k, 2 Wl
W001/14387.3& & HAE B 10 8% 2= I B AW ASL 16 i — RAG T FE 56 1 LR A FF2012/
0130076 H IR L LE

[0304] EMHERHEALLNEH:
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[0305]
THEE
[0306] A& IHAE RIS, Flu
HO,,
MeO
©H
[0307] O
8- EHEMFTE
[0308] [IFEIES TENEMERILN 2 NG :
TR,
MeO
[0309] 0 “\.oa“

[0310]  JLrfin 2 1882 R¥FIR M ~7 Hh A H , 81 45 BUAR 51 A 28 BAR (14 BS iy e 32 o 1k 326 34
A REFR™ Y — B, B — AN B2 RORYN. SR, -0C (0) R -0C (0) NR"R®., -NR"R®., -NR®C (OR) R".
NR®C (0) R, -NR"SO,R"HINR"SONR'R® ; 5 # R IRt S PU 475 #1543 o IH :
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[0311]

[0312]  HrpRYEH, Bl 20 B B A 20 R (0 7 JR 32 2% Mg s I i L 575 66 Bl 4 95 2 3843
I FL P RFIRY A7 JgH  OH , i 20 AR B o 2 B 0 I8 7 1 e L A4 TG oy e e % e 2
75 Y o

[0313] i BRIk, PE Sy & R T VRN A B0, T FH B 5 2 2R . = L4l
FarrarZ%. (1996)Nature 383:178-181F13 EHEF)56,916,846.

[0314]  4n BRTIR, £ — 21500 T, = 2R A2 F RS 51 an Jo 40 A 25 M 1 [7] - RUE Be
S IR AR S UL, 40 36 Bl R 58,236,925,

[0315]  FL NS 5 4t i

[0316] & & FH T A A JF IR CAR IR L PN 45 5 45 A6 3386, 4 78 1) I8 T CAR PRI i (B3, gk 3 Jit A
TRARTBOE) B SR B S B el R4 S (0, 4B A — AR 2 e A M R 1 AR B
B R () 7 s 3% s B 1 D P AR s 4B AT e 3g , g dn, O A0 T s 20 PR R 0 5 A o4k
YT ATV 5 41 BRAE 5 0 L) 1 58 (AT ART B EE (A5 5 S5 M 3o 7 — S Sl R, RS
SRR S D — (1, 1.2.3.4.5.658) AN N SCHTR TTAME: /77 o 7 — 285t 77 S, g
WAS 5 45 M3 S DAP10/CD28 U5 5 5 . 75— SE st 7 b, LN 5 45 Ik 5 iR 4E &
[RICARSLM S , T 22 70 BOAE 40 Joia - o

[0317] ITAM

[0318] &AM TARA I HICARKIME NS T S5 1B HE 5 A 55 T e e 52 AR I U IR () s ik
FE (TTAM) FAI 15 5 45 A3 o TTAMBE 552 YX XL/ T, e X RIX 2 ST b R AT 4] 2 J2: R (SEQ
ID NO:130) o £ —2e4E 0L~ , AN K BHCARII MU 15 5 G5 M3 & A 1. 2.3 V4B N T TAMEE J 7 . 7F
— LB LT, TTAMZE 7 75 M A5 5 5 R 3k B 52 9 R, L H B — T TAMZRS 3 SEAR 5 58 - 1TAM
e J SRR M 6 22 8 AN SRR R T, il , (VX X,L/T) (X)) | (YK X,L/1) , HAn 26 2811 %
He, I Be =8 X, H (R — DY AT MEAT T Z 2 H2 (SEQ 1D NO:131) fE—SB1F ML N, A K
HHCARII L NS 5 &5 A 3800 25 3N T TAMZE F 7

[0319]  &3& KB S 5 S5 #9480 n] DL R H & TTAME 7 1 22 Bk 13 8 TTAMZE /5 3843« 451
A& P NS 5 45 AT DL R EAT B2 TTAMZE 7 1) 22 K 1 25 76 TTAME: /7 1 5 M9 5K
DRI, 63 () L N 15 5 G A AN 77 A 3 A S5 i S 0 B S B i BN P B IE &
ITAMZEE 7 1 22 BK ) S . F5 (B AN R F- : DAP12; FCER1G (Fee 52441 v %) ;CD3D (CD38) ;CD3E
(CD3e) ;CD3G (CD3 ) ;CD3Z (CD3L) ; MICDTIA (FiJE Z AR B WM K H k) .

[0320]  7F—UGiBE LR, 40 L N RS 45 #3585k I DAP 12 (A #% ATYROBP ; TYROER [ ik 2 R
W45 & 4 H s KARAP; PLOSL s DNAX - 380 85 112 KAR- MO s TYROZR F BS = IR BB 45 5 R
H s RIS 2R B B s RGBS SR R B 5 W, A 38 FIML N 15 5 45 1
ZIKAT A 5 DL R BT (AR ARY) R AR — M B 20 4T75% 20 Z4180% (& b
#185% &/ #190% B /D £4195%  F /D #4198 % B 100 % Z LR 7 41 [\ — M S L BR 41 «
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MGGLEPCSRLLLLPLLLAVSGLRPVQAQAQSDCSCSTVSPGVLAGIVMGDLVLTVLI
ALAVYFLGRLVPRGRGAAEAATRKQRITETESPYQELQGQRSDVYSDLNTQRPYY
K (SEQ ID NO:98);
MGGLEPCSRLLLLPLLLAVSGLRPVQAQAQSDCSCSTVSPGVLAGIVMGDLVLTVLI
ALAVYFLGRLVPRGRGAAEATRKQRITETESPYQELQGQRSDVYSDLNTQRPYYK
[0321] (SEQID NO:99);
MGGLEPCSRLLLLPLLLAVSDCSCSTVSPGVLAGIVMGDLVLTVLIALAVYFLGRLV
PRGRGAAEAATRKQRITETESPYQELQGQRSDVYSDLNTQRPYYK (SEQ ID
NO:100); 3,
MGGLEPCSRLLLLPLLLAVSDCSCSTVSPGVLAGIVMGDLVLTVLIALAVYFLGRLV
PRGRGAAEATRKQRITETESPYQELQGQRSDVYSDLNTQRPYYK (SEQ ID NO:101),

[0322] LA TTAMSE 7 2R Ao+ H B A T RIZk.

[0323]  [A]#Ftth, &3 O MO PN A5 5 45 M 3k 22 Ik ] B 5 A K DAP 1 2 R R 7 91 (1) 5 A T TAMZE:
JF B R UL, B G M NG S S 2 KT a8 5 UL N R R R TP B A R bAT5% &
D#180% /#4185 % FE /D Z190% E /D £195% L /2198 % 1k 100 % & FE R 41 [F] 1 1)
AT -

[0324] ESPYQELQGQRSDVYSDLNTQ (SEQ ID NO:102) , ﬁ;ﬁﬂTAM%?%*ﬂﬁﬁ?Eﬁﬁ

TRIZE.

[0325]  7E—SLRELR, 4IHE P PR 5 45 /480K I FCER1G (HFR NFCRG s Fee SZ AR Ty4E s Fe 2 44

YEE; fc-eRI-y; TRy feeRTy ;s msE Al /) S BR A 1 e 52 Ay WL s S 3R HESZ AR = 2 A )

VEESR) I, GG MG S I 2 KT B8 5 U N AR R P I R A R0 A75% 20

£180%  ZE /D £185% E /4190 %  E /2195 % | ZE /2198 % 1100 % S I BE A [l — 1

BT«

[0326] MIPAVVLLLLLLVEQAAALGEPQLCYILDAILFLYGIVLTLLYCRLKIQVRKAAITSY
EKSDGVYTGLSTRNQETYETLKHEKPPQ (SEQ ID NO:103)  H b TTAMZE /55 2 H

It HBEA TR,

[0327]  [RIFEHN, A IEHIM NG 5 S 13802 KT 65 2K FCERIGZ L R /7 41 /1) 75 A TTAMZ:
¥ B 7 BRI, B id M S 5 S 2 KT a8 5 DU N 2R R P S B A 20 2475% 2
BZI80% F D #)85% BB Z190% B £)95%  F /D #4198 % 55100 % EIEER 7 41 [F] — 1 1)
AL T -

[0328] DGVYTGLSTRNQETYETLKHE (SEQ ID NO:104) i rh [ TAMZE /5 /2 i f4 I FL B,

HHRIZ.

[0329]  7E LG0T , 40 N BR 5 &5 A ek ok B T4 i 3% T B 25 1 CD 36 %% (W FRACD3D;
CD3-8;T3D;CD3HL 5 S 3L ; CD3S ; CD3dHL S 2 Ik (TIT3EH &) s OKT3, 84k s THH MU SZAAT36
B TAH MR [0 25 EICD304ESE) - Bl dn, A 1& FI M NS S &5 I 2 kT a5 5 DU 2 R T
FIQFER) AT R — DML 100N R R Z L 110N E R (aa) \Z110aaF Z115aa. %)
115aa% #)120aa.£)120aa £ £)130aa. %) 130aaF £)140aa. £ 140aa £ £ 150aa 8L %] 150aa 5
Z1170aa )& S 2 B A5 £ /0 475% E /D Z180% B/ #£185% B /D Z190% B/ £195% .
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/0 %198% 5100 % 2 IR ¥ H1[F]— 1k I HL R 41 -
MEHSTFLSGLVLATLLSQVSPFKIPIEELEDRVFVNCNTSITWVEGTVGTLLSDITRL

[0330] DLGKRILDPRGIYRCNGTDIYKDKESTVQVHYRMCQSCVELDPATVAGIIVTDVIAT
LLLALGVFCFAGHETGRLSGAADTQALLRNDQVYQPLRDRDDAQYSHLGGNWAR

NK (SEQ ID NO:105) 5f,
MEHSTFLSGLVLATLLSQVSPFKIPIEELEDRVFVNCNTSITWVEGTVGTLLSDITRL
DLGKRILDPRGIYRCNGTDIYKDKESTVQVHYRTADTQALLRNDQVYQPLRDRDD

AQYSHLGGNWARNK (SEQ ID NO:106) 3 rh TTAMAEL /% 2 4 3 BB A FRIZ%.

[0332]  [AIFEHE, &3 1 M NS 5 G5 A3 2 K n] B A K CD38 Z B IR 7 #1125 A T TAMAE: /7
[ 53 o R, B 3E I M S 5 S5 i3 2 IR v B 8 5 DL R R R 7 41 B AR 2D 2975 % & /b
£180% /D285 % E /A 4190%  E /2195 % | FE /2198 % 100 % S L BE A [l — 1
NI

03331 DQVYQPLRDRDDAQYSHLGGN (SEQ ID NO:107) HA TTAMEE 5 R KL A 5T L

HATNRIZ.

[0334]  7E—SG4B LN, AR P4 PRS- 25 A 48R 1 TZH B b A 1 CD3e % (1R NCD3e  T4H

i 2% T H0 R T3/ Leu-4e 55 T o 2 1 BE 55 A CD3e 4% \AT504783.CD3.CD3e . T3e2%) . il , &

EMMAAESEEEZ R TEE 5L FTEER TN 100M AR EL 10N R IER

(aa) \ZJ110aa® Zj115aa.ZJ115aa2 Zj120aa.2)120aaf Z)130aa.Zj130aaF %) 140aa . 4]

140aa%#)150aa. 8{ 2] 150aa % £)205aa &L M B A /0 2175% . £ /02180% . £ /b 2y

85% &/ #190% & /D Z195%  E /2198 % 1100 % S IE R 7 41 5] — PR R LB 41 -
MQSGTHWRVLGLCLLSVGVWGQDGNEEMGGITQTPYKVSISGTTVILTCPQYPGSE

[0335] ILWQHNDKNIGGDEDDKNIGSDEDHLSLKEFSELEQSGYY VCYPRGSKPEDANFYL
YLRARVCENCMEMDVMSVATIVIVDICITGGLLLLVYYWSKNRKAKAKPVTRGAG
AGGRQRGQNKERPPPVPNPDYEPIRKGQRDLYSGLNQRRI (SEQ ID NO:108)  Fop

TTAMZE 7 2 kAR H B A T RIZE.

[0336]  [RIFEHN, A 18 ML P15 5 S5 /38 2 IR ] L B A K CD3 e T B R T 41 1K) 2 A T TAMZE J 7
[ 23 o R UL, B @ ML NG 5 a5 i3 2 KT B8 5 L N R R R P A B A 20 2975% & /b
£180%  FE /D285 % E /4190 %  E /2195 % | FE /2198 % B 100 % S I BE A [l — 1
BT«

[0337] NPDYEPIRKGQRDLYSGLNQR (SEQ ID NO:109) . rbr TTAMIE 7 /& H 44 3F H.

HAT .

[0338]  fE—LBR5HL TR, 4HAE N PR 5 45 1480k B TAH M 2% 1 B 22 9 CD3vEE (R NCD3G . T4
MISZAART3YEE \CD3 -y T3G, Yy Z IR (TIT3E -G Y) 55) i, & 3& i A5 5 &5 138 2 Ik m] &
&5 UUF R T H 2100 R ER E L T0MNEIER (aa) 2 110aaF %) 115aa. 24111524
£ 2)120aa.21120aaF 2)130aa.2)130aaf £ 140aa £ 140aaF2 Z)150aa . 82 150aa £ 2
180aal)iE s ik HAa 2 /0 Z)75% . £ /0 Z180% . £ /0 Z4185% . £/0Z4190% . £/04)95% . &
/> %)98% 5100 % Z F: R 7 71 [F] — PR IR B R 41 -

[0331]
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MEQGKGLAVLILAIILLQGTLAQSIKGNHLVKVYDYQEDGSVLLTCDAEAKNITWF
[0339] KDGKMIGFLTEDKKKWNLGSNAKDPRGMYQCKGSQNKSKPLQVYYRMCQNCIEL
NAATISGFLFAEIVSIFVLAVGVYFIAGQDGVRQSRASDKQTLLPNDQLYQPLKDRE

DDQYSHLQGNQLRRN (SEQ ID NO:110) 3 e TTAVEE 5 M LA F 114

[0340]  [AIFfEHh, A& MM NG5 S5 MR 2 IR v B A K CD3Y & LR 7 41 (1) & A T TAMSE: /7
[R50 3 o R L, B 38 B G 5 S5 i 2 KT B8 5 DL N BRI P S B 20 2975% & /b
£180% /0 #4185% B /%190 %  E /D Z195% | /2198 % 5,100 % Z IR 41 A —PE R &
BT

[0341] DQLYOQPLKDREDDQYSHLQGN (SEQID NO:111) " efy TTAME /5 2 M 4K I H A

AR,

[0342]  7E—Le50L T, 40 N PR 5 &5 R 8ok B T4 1 35 10 W% 2 1 CD30BE (0 PR NCD3Z . T4

Mo 5% AR T38%% .CD247 .CD3- 8 .CD3H.CD3Q- T3Z TCRZES) 5l , &3 ) il PN 15 5 &5 My 48, %2 ik m]

BESUNEER TS (HRNEE) P RAEE —NHA100 N2 RE A TL0ONE AR (aa)

Z1110aaZ %j115aa.Z)115aaE #%)120aa.Z)120aa £ %)130aa.Z)130aa £ %) 140aa . %) 140aa %

#1150aa. 8(2]150aa 3 £ 160aa S M B A 2 /D 24)75% . /0 2)80% 2 /0#185% \ & /b

£190%  ZE /D #195%  F /%198 % 55100 % e B 41 [l —ME I s e 7 4 -
MKWKALFTAAILQAQLPITEAQSFGLLDPKLCYLLDGILFIYGVILTALFLRVKFSRS

[0343] ADAPAYQQGQNQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR

(SEQID NO:112) gf

MKWKALFTAAILQAQLPITEAQSFGLLDPKLCYLLDGILFIYGVILTALFLRVKFSRS
[0344] ADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPQRRKNPQEGLY
NELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR(

SEQID NO:113) . en TTAMIE 7 2 $ 1A I H B R RIZ.
[0345]  [RIFEHN, A3 HI ML P15 5 45 /38 2 TR ] B 4 K CD3S Z B R T 41 1 2 A3 T TAMBEE J 7
3053 IR, A @& I NS S 45 i 2 IR T B 5 DU R &R T4 A 20 475% & /b
£180% /D £)85% E /4190 %  E /195 % | FE /2198 % B 100 % S I EE A [l — 1
BT :

RVKFSRSADAPAYQQGQNQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNP

QEGLYNELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQ

ALPPR (SEQ ID NO:18);

NQLYNELNLGRREEYDVLDKR (SEQ ID NO:114);

EGLYNELQKDKMAEAYSEIGMK (SEQ ID NO:115); 8¢

[0346]

[0347] DGLYQGLSTATKDTYDALHMQ (SEQ ID NO:116) Horp TTAME: 2 f Ak I B B A

TRk,
[0348]  7E—uuiEiL T, 40 N B 5 25 /38 k B CD7T9A (AR B U bt i 2 AR & & W #H 5%
FEHa;CDT9aPi i (HyEFREE A Mo MB- L MR A ig-o; R S HE R EAMREA
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I TMAHICE A ) A, A& NS 5 &2 I 5 5 DU 2 R R T 51 (2R
) HEERE —NZ100NN R B L 110N E R (aa) \#)110aaF ) 115aa 4] 115aa %
£1120aa.Z)120aaf #£)130aa.Z)130aaf Z)150aa . £]150aa £ £j200aa . 5, Z£1200aa £ £)220aa
B B 2/ 275% (B /D 24180% B0 2185 % (B AV £190% (B AL #)95% (B /D #4198 %
85100 % 2 EIR 7 21 [F]— 1 I = LR 7 41«
MPGGPGVLQALPATIFLLFLLSAVYLGPGCQALWMHKVPASLMVSLGEDA
HFQCPHNSSNNANVTWWRVLHGNYTWPPEFLGPGEDPNGTLIHQNVNKSHGGIYV
CRVQEGNESYQQSCGTYLRVRQPPPRPFLDMGEGTKNRITAEGIILLFCAVVPGTLL
LFRKRWQNEKLGLDAGDEYEDENLYEGLNLDDCSMYEDISRGLQGTYQDVGSLN
IGDVQLEKP (SEQ ID NO:117); 5§
MPGGPGVLQALPATIFLLFLLSAVYLGPGCQALWMHKVPASLMVSLGEDA
[0350] HFQCPHNSSNNANVTWWRVLHGNYTWPPEFLGPGEDPNEPPPRPFLDMGEGTKNR
ITAEGIILLFCAVVPGTLLLFRKRWQNEKLGLDAGDEYEDENLYEGLNLDDCSMYE
DISRGLQGTYQDVGSLNIGDVQLEKP (SEQ ID NO:118) 1 tf1 TTAMIL 5 /2 444
I+ HEA TRIZ%.
[0351]  [RI 44, ik () M PN A5 5 5 A 35k 22 IR T B0 2 4 K CDT9AZ B R 17 91 () 5 A TTAMZE
7RIS o R, Bl I NAE 5 IR 2 KT B 5 5 UL N 2R P 5 B A 20 475% 2
b 2180%  FE /2185 % /L #190% L FE /D #£195% L F /D #4198 % B 100 % IR 7 A1 [F] — M
w55 . ENLYEGLNLDDCSMYEDISRG (SEQ ID NO:119) e 1AM 57 24
&It HBA T RIZ.
[0352]  DAP10/CD28
[0353] & & H T ARAIFHICARKIME NG 5 45 113 B H5DAP10/CD28 85 S 4 .
[0354]  DAP10{Z S48k [ S22 1 F AL fE /7 41 . RPRRSPAQDGKVYINMPGRG (SEQ ID NO:120)
TE— LSS 7 b, B E R NS 5 At s SR B R T
RPRRSPAQDGKVYINMPGRG (SEQ ID NO:120) (3 /4K ¥ B4 F /0 #185% /02190 % .
/0 2195% /0 2198 % 5 & /D 2199 % F AL IR Y 41 [F] — 1 = R BR 7 41
[0355] D285 5 5 i S ffil 2 i ™ A 2 L L 7 471 -
FWVLVVVGGVLACYSLLVTVAFIIFWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQ
PYAPPRDFAAYRS (SEQIDNO:121) | 7F — eyt J7 2, & BB 1B 5 St A & S 2 BT 51
FWVLVVVGGVLACYSLLVTVAFIIFWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQ
PYAPPRDFAAYRS (SEQ ID NO:121) ) B AN K B £ /D 24)85% . &= /D £190% . £ /04
95% \ 2/ 2798 % BY 2 /> 2799 %6 IR T 41 [\l — 1t I A L R 7 41
[0356]  ZAPT70
[0357] &G H T AR AT HICARFIM NG 5 S5 B FEZAPTOZ Ik, 9l an 0% 5 DA N 2 B R
731 (1 293004 FE R 25 21400 FE R L 14001 Z 3L R 2 41500/ MR FE R L B 215001 & 3
FR 22619 FE R 1Y S 1T A () B AT 2 /04185 % « & /02190 % £ /0 #4995 % £ /0 £98 % 1§
100% R IR 7 41 [F] — M 2 BE 1R 7 471 «

[0349]
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MPDPAAHLPFFYGSISRAEAEEHLKLAGMADGLFLLRQCLRSLGGYVLSLVHDVRF
HHFPIERQLNGTYAIAGGKAHCGPAELCEFY SRDPDGLPCNLRKPCNRPSGLEPQPG
VFDCLRDAMVRDYVRQTWKLEGEALEQAIISQAPQVEKLIATTAHERMPWYHSSL
TREEAERKLYSGAQTDGKFLLRPRKEQGTYALSLIYGKTVYHYLISQDKAGKYCIP

EGTKFDTLWQLVEYLKLKADGLIYCLKEACPNSSASNASGAAAPTLPAHPSTLTHP
QRRIDTLNSDGYTPEPARITSPDKPRPMPMDTSVYESPYSDPEELKDKKLFLKRDNL
LIADIELGCGNFGSVRQGVYRMRKKQIDVAIKVLKQGTEKADTEEMMREAQIMHQ
LDNPYIVRLIGVCQAEALMLVMEMAGGGPLHKFLVGKREEIPVSNVAELLHQVSM
GMKYLEEKNFVHRDLAARNVLLVNRHY AKISDFGLSKALGADDSYYTARSAGKW
PLKWYAPECINFRKFSSRSDVWSYGVTMWEALSYGQKPYKKMKGPEVMAFIEQG

KRMECPPECPPELYALMSDCWIYKWEDRPDFLTVEQRMRACYYSLASKVEGPPGS
TQKAEAACA (SEQ ID NO:36) .

[0359]  %i4L)F 5

[0360] A% BHCARKZE — 22 Ik AN/ B AR — 2 I vl A5 — AN BlE Z2 N850 1 2 IR 45 73,
HAXFE I SIS FEEA R TE 5 5 51 R AL PR IC 5% A1 S5/ 38R0 7 A n A S 5 1 2
i1

[0361] (E5 %%

[0362]  i&A H T AR BHCAR (B4, AR BHCARII 36 — 2 BK) G 5 P A B FE T B G 5
30, BFE RIRAEAERIE T P8 & B (Bl i) 15 5 5515 .

[0363]  FEArdrid

[0364] & 1& BRI AR ICEFEHA PR T Mt 2 (HA, 4] 40YPYDVPDYA (SEQ ID NO:122) .FLAG
(14141, DYKDDDDK (SEQ ID NO:123) ;c-myc (4811, EQKLISEEDL; SEQ ID NO:4) %%,

[0365] S ANZE FIs

[0366]  SEANZE RIS AL VT 5 45 & FEAR (1, [ e 78 [l R R i 256 PR 15) el A TR
A ERAEAL KT 51 o Gt 22 A 2 B s R (19140, 2H 208 [RIDNAJF FIIE 5 3k 1 2 3 ok
A, TR T S R AT (), BB EBE) msR A D Gk — B A E A o
SE AN &E F 0 5 Hi s5 (HHHHH) (SEQ ID NO:124) JHisX6 (HHHHHH) (SEQ ID NO:125) .C-myc
(EQKLISEEDL) (SEQ ID NO:4) .Flag (DYKDDDDK) (SEQ ID NO:123) .StrepTag (WSHPQFEK)
(SEQ ID NO:126) . IML&tZ 4nHA Tag (YPYDVPDYA) (SEQ ID NO:122) \GST.fi%ibJE & H 4
HE R LE A AE R RYIRS (SEQ 1D NO:127) JPhe-His-His-Thr (SEQ ID NO:128) .JL T & &
GERYIR S - AR T7 K - SH2 45 #4380 . C- AR 3t RNAKR 2 \WEAAAREACCRECCARA (SEQ ID NO:129) 4>
JiB &5 B S Ik, ) U 4 A S R A B A 45 A S5 A, N SR FL S 45 A R A (B IS TR A
VLES 8 B C A5 A BERRAEB  WIEK B DR Ik E B . S- s A VIHESR B VILIP M4
EAGUELEEAEAVREEAVEEEDVEEAR KA. S100E A /NGEA VBEE
T DK 45 & B A D28KANES W 8x ) RS, N & K AEMD R VBE R R R \MyoD Td 5%
RPN A2 SE s A B -

[0367]  wlAGMME 5 =4 2 Ik

[0368]  &id By mI AL IIAE 5 = AL B A FE I an 2t B B VAL P AR TR IS S R A
1) I P 55

[0358]
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[0369]  HiEMZE A BEIEHEART gL EE (GFP) A H AR GFPH I (A ik
1 (BFP) J HAS 4K \GFP (#7519 Y6 28 /& (CFP) GFP 3% {4 9% Y AZ 4 (CFP) | 38 3 (1) GF P
(EGFP) . 35 [*JCFP (ECFP) 343 [\JYFP (EYFP) \GFPS65T \Emerald.Topaz (TYFP) \Venus.
Citrine.mCitrine.GFPuv.f& & b (EGFP (dEGFP) | £ 5E L AIECFP (dECFP) . Fa 5 fk FUEYFP
(dEYFP) .mCFPm.Cerulean.T-Sapphire.CyPet.YPet.mKO.HcRed.t-HcRed.DsRed.DsRed2.
DsRed-#4A&  J-Reddimer2.t-dimer2 (12) .mRFP1.pocilloporin.Renilla GFP.Monster
GFP.paGFP.Kaede I flkindling [ BRI AV IR SR L4864, BLFEB- BELL AR H WR-
MAEAMNMNEEEA.. R AEEAN S — Lz ffFinHoneydew .mBanana.mOrange «
dTomato.tdTomato.mTangerine.mStrawberry.mCherry.mGrapel.mRaspberry.mGrape?2.
mP1um (Shaner%%. (2005) Nat.Methods2:905-909) & . ffiik /£ 6l liMat 245 . (1999) Nature
Biotechnol . 17:969-973/ [RIAEAT 268 AT th B & S

[0370] &3 ¥ il A0 45 (H AN R T AR L A A Y il (HRP) BRIt B R g (AP)  B- 2 FL 0% H g
(GAL) ] %] 4 - OB 1R Mt Sl + B - N - L I 0 0 i 0 I B - 7 ] T2 2 0 I JRE A il 3
WIS S AL Bl L 2 K HL G FR I L 6 0 B UG (GO) 25

[0371]  FAIEA

[0372]  FERELGIFHAC , I A F A7 s S 1 E A OR , AT A 4 i o CARFE 22 Ik 1) e 31 (431
41, CARZE #)350) B HF Bk 2% o A R Le St U7 S v, A7 mURe e PR B2, 4R TRy 7 CARKY)
OIS A S NPT AR AN, 5 R A G A S IR B R CAR R 5 — ML N A5 T &5 M T 5 5 i
S VO AR SR LR B R NS T S RIS e AR S LA T S A RURE S MR E 4, CAR
Sof TR SRR W N BT R B, TE SR — R BIAELE N 5 ERCAR RIS — K
TS AR AT STE S — R BIAEAE T 51 CAR — R4 B 58— IR 25 6 X 38 He o Xof
TARGIBEARN T2 RULTE FE A A7 sV e e B 2H AT AE 40 B T 14 CAR PRI Av] 85 44y 438 Bl 7
T 5 AR SN T (AT AR] oAt 25 4 3 B8 7 B 28 e o 3 b, %o T AR A s AN 53 SR Ui 48 1) & Ao
R S 1 B RT AR A0 i B T A CAR AR A 45 My 3k e A1 ik 2k o 2 L, Bl i Tone 5 L £
(2013) Biotechnology and Bioengineering,3219-32269 %A \Jdomain switching in
signalobodies, HA T @ 5 IR NS H TR 34T AL S Re S P F A N LS A1 75
SR ARSI A FIH , 2 W GrindleyZE . (2006) Annual Review of Biochemistry,
567-605F1Tropp (2012)Molecular Biology (Jones&Bartlett Publishers,Sudbury,MA),
HATFFNEEE 5| FHIF AR,

[0373]  #%M&

[0374]  ARAITHRAL T ALE DA A T B 57 — RS BUE CARB S — 2 Ik A/ 828 — %
JR AR A% IR B IR A R o AE — L8 ST 7 S8 v, AL B AR A T 1) 53— SRR SR AT UG CAR TR 28
— Z /B = 2 IR B A% IR P A1 A% IR 42 DNA , 5451 G = 2H R iAo ik o 72— L8 St 7
FR B E RIS AR AT R SRR S BECARF 25 — 22 IR AN/ 8028 — 2 IR A EF R 5 21 1)
% AERNA,, 49140, #4415 U HIRNA .

[0375]  fE—L8IFLLT , AN T HIRZIR B & AN GRS A 22 T 10 57— SRR SR AT IO CAR I 28 —
Z K (A GhE 28 — 2 1K) I EH IR T8 AE— 245 LT, AR A TF AR IR L & A S b5 A 2 T 1
Fit IR R EIECARK 5 — 2 Ik (NG 255 — 2 1K) IR IR 75 AL —L1F LT, AR A TT
IRZ R AL Db A A T I 7t — SR AR SR A UG CARIY 28 — Z IR AN EE — 2 IR = E I B R 7
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Fl.

[0376]  FE—Le5UL T, AR B IR IR At 1 7215 el FLah W & A b 7 A A A JF IR CAR . £
T EAE BN AR SR T CARGw IS AL IR HI 93 -

[0377] Yt A A FF BFICARK 28 — 22 K AN/ 058 — 2 IKIAZ IR JF 31 ml 5 2 sk il o (151
un, JA BRI 0 ) PR g RE

[0378] & I& I JB Bl FN I 58 - T A e AU O RN o X T 78 20 B A0 b 3Rk, S )
BB FAFEHARR T lacT 1acZ T3\ T7.gpt AP treo M T E XA 3Rk, G& ) fE 3h
T EFEEA PR T 580 /85 B S % 2R 8 E 5L R R 3h 1 G o 1 ook s B 20 s 75 57 B LR
JA BT s B A2 s B T TR IS 301 s LA AR BASVAO JE 37 Sk 1 300 % 530 B R R i
HEPAER BT DS ARSI O A H 2 % B 8 1.

[0379] i 1 ] 3 J5 BB 4 AR A R 2 N ) Tl v 5 3 A 31 o IX R 1 ] S Bl R)
I3 BOR YR TAE AT A MU, 1] 0 A% AR AN A% A o 6 RT3 — A WK I v 3 )5 3h -+
HATAEMR UL T 238 A HUAR (B, 38— IR A% AE MDA SR — EAZ B, 56— EAR AR AN S i
T2 AEE) & AU AT o G 1 RT3 S Bl DL RS -3 M ] S Bl (5 2 10
AR E B RS FE AR TR S s+ (a0, BEL SRR T (alcA) JEEK 3 3h 1, Wi v
TEE R ABEED (ALeR) B ES)T) WH R BT (B, 45 TetiE 57 . Te tON,
TetOFFSEI JB 81 R 40) 2R BB 5 3+ (1, K BB R S a2 B 30 1 & 48 A
WMEZWIANT R REERAG TR FIRIEI T R2A M EHEES T R2E K
AW G207 R 4%) R Es T (B, &EMER BT R/RESFE) RIWHLIEAER
W R BT (a0, KRS A 301 L0 AT 8 3 R R E R B 31 5%) R
W A B (B, AR5 1755 8 B B (611, HSP-70 \HSP-90 . K S #VR 5 J3 3 14%)
W R &GS 745,

[0380] £ —HUifHAL T, B IE R RANIE S, 5H G &N 8 3h 1 DR e sl gk al
FERIA TSI 5C . T35 S A AT S A& 19 R Gt Ak b & Fn i, 41 o, w4
Cre-lox/r S E L (Z I, Bl 4Fuhrmann-Benzakein% , PNAS (2000) 28: €99 , H A FF P 25 18
51 FHFRAARSD) HEAT A AT ¢ ARG R CUA 1 E AL N D) B L AL R AR
A& H G T A i 28 558 F (irreversibly switched
promoter) o F T REAT A S A I8 F A7 mURE S PR B 4H A0 D7 3 WML RN 75 SR mT 77 AR A AN
AT R R B, I B AU AR , 2 W inGrindley % . (2006) Annual
Review of Biochemistry,567-605F1Tropp (2012) Molecular Biology (Jones&Bartlett
Publishers, Sudbury,MA) , HAFF N i@ 5] F AR,

[0381]  fE—LEHF L, 5T RLCOSAINAS 531 450 CDALNIAE 51 2 30 T o K
P45 S M R B0 BRNKSRR 57 1% S8 3l 9 o, T 43 FHCDAZE R R 3+, 2 L, il i Salmon %%
(1993) Proc.Natl.Acad.Sci.USA 90:7739; FlMarodonZs. (2003)Blood 101:3416. X %4,
AJ {8 FHCD8FL A JH 3l ¥ o 18 1 3 FINcer 1 (p46) JA 3+, AT SEIUNKA s = M 3R 1A , 2 DL fgil n
Eckelhart4. (2011)Blood117:1565.

[0382]  fE—ULsLjti 7 Z 5l dn, X T e R AR B b 1 R0, B IE W B Bh T R4 A B Bh
F, B 4nADH1JE 3§\ PGK 1 & 21~ \ENOJE 2l ¥~ PYK L ) 7% , s m] {5 5 30, B anGAL 1)
T GAL10J3 31 ADH2 )3 8l T . PHOS J& & 1 .CUP1 & ) 1~ \GAL7 J3 3 T MET25 )3 & MET3
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Ja3h T .CYC1 B 3h 1 HIS3J8 5 T ADH1 &2 % T~ \PGK 2 31 1 .GAPDHJZ 5/ T~ . ADC1 2 % T~ . TRP1
Ja 8T \URA3J3 317 \LEU2J5 B T~ ENO J3 ) 1 TP 1 J3 ) T AIAOX1 (Bl , T Ee AR R E)
B 18 IR AN JE 27 PR BAE ARSI AN IR Z .

[0383]  FH T )i A% 1 = 40 M 1) 603 1 3 Bl T LR E A BR T« W B AR TTRNA SR & B )5 30 1
lacrI\N T EEN T BB T, Hltnlac/tac B B3 T tac/tre 2 &8 8 T trp/lac)g
FFT7/lac)a 81§ ;s trc a3 F ; tac /i 3155 saraBAD Ja 31 s AR N IR 5 )3 31, 9l Wl ssaG
Ja h T 8 5% 8 21 (40, 2 036 | % R /A FF520040131637) wpagCa 85T (Pulkkinenfll
Miller,J.Bacteriol.,1991:173 (1) :86-93;Alpuche-ArandaZs,PNAS,1992;89 (21) :
10079-83) \nirBE 5T (HarborneZs. (1992) Mol .Micro.6:2805-2813) & (2 I, , i
DunstanZ®. (1999) Infect. Immun.67:5133-5141;McKelvieZs. (2004) Vaccine 22:3243-
3255; LA K Chatfield&s (1992) Biotechnol.10:888-892) ;0705 5h T, Hltn—3 10705 5)
T (B W, 9 fn 35 R g 8 57 5 AX 798980 . AX 79896 1 FIAX798183) ka5 {3 31, 9l tidps J )
T spv EB T RIE T 81 BSPI-200 B3 (B W, Bl nW096/17951) sactAfH 3+ (&
W, iShetron-Rama®s . (2002) Infect. Immun.70:1087-1096) ; rpsM3 &1 (Z ., it
ValdiviAfIFalkow (1996) .Mol .Microbiol.22:367) ;tet/8&h T (W, HliiHillen, W. Al
Wissmann,A. (1989) In Saenger,W.and Heinemann,U. (4#%5) ,Topics in Molecular and

Structural Biology,Protein-Nucleic Acid Interaction.Macmillan,London,UK, 210
%, 55143-16210) ;SP6JH T (S I, Bl aiMel tonZs. (1984)Nucl.Acids Res.12:7035) %,
T 52 AP an K o 0 o Ja 3 T adE E H R T Tre TacT5 TTHIP, . F T-2H B 15 £ 48
JL B4R O\ )l PR o P S ) 5 LB )3 B 1R T CH 5 AR, Lac TFHIB SR H A R
s, M B IELac TRHIE SR A SEA T4 6) B2 R B3I FHRA T (U S "R E A1,
TrpRFHIEHE A BA 58I T4 5N R ENAE ARG T, TrpRFHIE & B B A A
H58®BATEEHRHR) Mtac B 78N T (W, flindeBoer . (1983)
Proc.Natl.Acad.Sci.U.S.A.80:21-25)

[0384]  Zhid X RCARINAZ T IR 7 H W AFAE T RIS E A AN / B v B Ak o 2460 RCART &
PR AN IS 22 KIS, 2 A3 A 22 K B0 R% 1 IR 7 21 ] DA o 2 A ] — 804k vh Bl T 1 4
W SRR BT AL E B bR B2 SR SR A T Ak ) B R/ B OR F  HeAb R . A
T8 I FRIR B AR ELFE ) an JooRE B e B R AR S

[0385] REAIERIEMANEZ) T RAGIREARN AT HP,, P2 HEH T AR K EH
LA AR o LL2E 5] ) 05 SR B3t 1 LN 3044 4074 < pBs phagescript \PsiX174.pBluescript
SK.pBs KS.pNH8a.pNH16a.pNH18a.pNH46a (Stratagene,La Jolla,Calif.,USA) ;pTrc99A.
pKK223-3.pKK233-3.pDR540FIpRIT5 (Pharmacia,Uppsala,Sweden) « BLAZ A4 : pWLneo.
pSV2cat.p0G44.PXR1.pSG (Stratagene) pSVK3.pBPV.pMSGAIpSVL (Pharmacia) »

[0386] IR A H A TE S )T B0 77 88 B9 BR il A7 s, LASE (it 2 6 2 b &/ M 2 13 1)
R T A 4N o AT AP AEAE R IETE £ A ROk Fbrid - A& 1R I 8RB FEEA R T-9%
BRI (9140, T DL T 6 B IR B B0 5 Ve B VB RE K A B IR B (S L, Nl
£ Tnvest Opthalmol Vis Sci 35:2543 2549,1994;BorrasZs,Gene Ther6:515 524,
1999;LiflDavidson,PNAS 92:7700 7704,1995;Sakamoto®$,H Gene Ther 5:1088 1097,
1999;W0 94/12649,W0 93/03769;W0 93/19191;W0 94/28938;W0 95/11984F1W0 95/
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00655) ; fRAHICIEE (0L, 5 A1145 ,Hum Gene Ther 9:81 86,1998,FlanneryZE, PNAS
94:6916 6921,1997 ;BennettZs, Invest Opthalmol Vis Sci 38:2857 2863,1997; Jomary
£ Gene Ther 4:683690,1997,Rol1lingZ% ,Hum Gene Ther 10:641 648,1999;A1i%% , Hum
Mol Genet 5:591 594,1996;Srivastava in WO 93/09239,SamulskiZE,J.Vir. (1989)63:
3822-3828;Mendelsons,Virol. (1988) 166:154-165; LA tFlotte%s  PNAS (1993) 90:
10613-10617) ; SV40; LAl 5 s NS R BRIE 5 (S 0, il inMiyoshi %, PNAS 94:
10319 23,1997;Takahashi®$,] Virol 73:7812 7816,1999) ;i 3%im 2 84& (40, B &
L9575 55 IR SE 55 5 LA SR IR T+ VR 1 2 S5 25 40 5 30 RJR S 25 P 4R IR 25 2R
ML 7 B N 2 G058 SR I 9 B 1 B 15 B PR s 253 AN 2L s MO I 55) 55 o

[0387] {1 bR id , 78— LL s 7 R, AL S gD AR A I S R AR SRS CARII S — 2
RN/ 8% 2 22 R BIAZ IR P 4 A% BRAE — L St 77 8 P A2 RNA, 51 4, A4 715 G FRIRNA . F
TR AN BERNAT 7 ¥ R A s i AR 7R3 v T & BB & gt AR A B 7 =
AR KA BOHCARII S — 2 IR/ 828 — 2 IR FIAZ 1 R T 21 IRNA . FH T RNA ST N 2175 3= 48
o o B 7 i A A AT P B A E . 2 W, 9130, Zhao®% (2010) Cancer Res.15:9053. AJ £E {44
23 I B AR B AR AL AN A T I e R AR S B CAR I 28 — 22 IR/ BU 88 — 22 IR A% 1
B2 7 F1 IRNA G| N 17 1= 40 M A 450 40, v 7R R AP 3RS AR AL B i A A I S JR AR 2AF
WOECARI 2 — 22 IR /836 — 22 IR (A% 5 R 7 41 B RNASK 1 3= 40 P (49 2, NK 4 40 A 25
PETIHR L 40 A 55) BEAT HL 2 fL o

[0388]  #H iy

[0389]  ARATFFHEML T BB AL A LA = AR A A T I 57 SR AR S5 AR U0E CAR I IR FL 3l 4 4
Ml o

[0390] 438 et L 3h W 4 B 0 45 R AR 0 A AN O PR B FE AL 40 il 2R« 4538 1l AL S 0 40 i &R
BN R AEN R KIRBY)H 40 &R 5 258 P (B a0, /N ORRR) gl R 5 . &)
Wi LB 20 i SR S EANBR T-HeLaZti B (151 4 , 55 [ #1885 729 Ol -0 (ATCC) 5CCL-2)
CHOZH ff1 (4914, ATCC5-CRL9618.CCL61CRLI096) 2934 it (5] 411, ATCC5 CRL-1573) VeroZ
g NTH 3T34H e (5141, ATCC5-CRL - 1658) Huh- 74 ffd . BHK4H i (54, ATCCS-CCL10) \PC12
41y (ATCC*5CRL1721) <COS4H i .COS- 741 fifg (ATCC5-CRL1651) \RAT14HMY - /> FRRLAH Y (ATCC
ZCCLI.3) - AJIB'E (HEK) 4 At (ATCC5-CRL1573) JHLHepG24H ifd \Hut-78. Jurkat \HL-60NK4i
Mo 25 (4940, NKL \NK92FIYTS) &%,

[0391]  7E—SLREUL T, 40 A AN 2 TE PR 3 FE AL A0 i 2R 5 177 A2 FR AN AR SR A5 o 4 B (451 4 JER AR 4
JD) o 4N, 75— Lo B BL T 4RSS B AMASRAT 1) S 2 A0 . 451, 4 2 B NMRRAS I Tk 2
ST o A T, 20 PR E AN AR SR A5 A 20 P P A . S, 4 A R E SR RS ) T 4 i B
kAN

[0392] i S 40 M I U7 V%

[0393]  ARATFFHEME T IIE AR A1 A4 P BB A 1D G 28 A0 M 1) 7 % o 1% V2 T R L A g
A (P A A N BB AA) 5 SRR S5 i, JFG rh B 2 40 BRI 5 B B A8 1 DL 7 AR AR
AT RARFABIECAR A RWANMPUR AR T, 7 = AR KA HOECAR — R4k
e ELBIOE G 2 4B, AT = A T (1) G 15 AT B o G 5% 44T 60 475 451 4 40 B 75 1 Tk EL 400 g W NK
YU CD4 THH R TR (Treg) 4H A4,
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[0394]  ZRiBtALABAM 1) G 28 40 P (f51) 2, Tbk B8 40 Pt W NK AT D) 5 — SR AL R R R S M 45 5 X 1
B R (1, B O AR 2 AR Bk T A G 2 A X 4 LR 1 B S AN AR AE R e 1
B RF R B R SRR/ B BN R R T 2 4 L AR ) 2 i AL 1 A B G = D 24
10% &2/ 2)15% E /D Z120% B0 2925% E /D Z130% B /0 £4140%  F /D Z150% B0
75% B/ 21205 B X2 565 BV A5RE B L1065 BB R 1045 o 7= 8 38 0 ¥ 40 g 1R
AFEEAIR FIL-2F1IFN- v .

[0395]  ZRistALABAM 1) G 28 40 . (49 2, Tbk B2 4 Pt W NK AT D) 5 — SR AL SR AT T it 1 i mT {
T AN A AR IR 7 7= 8 5 ANAEAE DA/ B AT s 0 R 42 20 i 7 26 P 4 i TR 7
P EMEIEMZED210% B DA15% B0 2420% B0 4)25%  F2 /0 24130% 2 /b 2
40% B/ 2150% B A T5% B DL 245 E D22 565 B A)565 B A 10458 T 10
£ o = S N 40 R R E AR T IL-2F0IFN- v .

[0396] RIS A0 M B PR 4 Al (9 4o, A B B PE TN M) 5 — SR AL TR ARe S e &5 6 06t
FREE R O (9 2, B iR S TC AR S 52 AR T 4 ik T {50 4 25 1 4 P ) 4 AL B0 1k 5 AN AE 3R
AT B 15T 400 0 1 4 P 4 O B v P A LR 38 &R0 2910 % F /0 2915 % B /0 2520%
Z2/02125% /D Z130% B Z40% VB L50% B ADAITE Y VB DZI265 B D 22565
A5 B L0 EGE I 1065,

[0397]  ZIBALAEM AN IR EE AN (a0, A iR BEPE TN M) 5 — SRALF AT (1 2 fih ]
A58 248 0 B 1 4 P 400 B Vi M S AN A AE - SR AR PR IR 100 T 4 o A 0 ) 4 o 1 A
Eb N /D Z110% B /DZ115% (E /D 2120% B0 Z125% B /DZ130% B /D 4140% L FE /D
£150% /D75 % (B LfE B2 5% B D LI5S E DL 10f5 L 106 .
[0398]  fE—LLsiytiJ7 S H , 9, MR 1 3 S A , & AR B I 1 E A RS = R AL
AT I A Ao T it vy B AP 4 B 5 L A LA v AR B T 5

[0399]  F=A= ] 254 1 s 1 4 B 1Y) 7

[0400] AR BAERAE 177 AR ] S R B A ML 10 Vs 1% VR IE B AL S A A A
TF B SR AR 25 A IS CAR B A% T R 7 91 B R 3K 3 AR BRNA (71 G , A4 4713 S5 [FJRNA) X IR 7L
SN AT BB . BE B AN AL /Ea) S CARINEE — 2 K45 & I HTIE Ab) — ZRALFI 1
AFEAE T AT S M0 o B AR AB A ] DATEAR N AR AP B3 1k 2t o 41 i T DA B e 4 i (fs
Ttk 4 B BUNK A ) 40 A A =5

[0401] 7 —MUiE LR, B FEAT AL A A o 5140, o AR SRS Tk B 40 i« T 40 i ENK 20
F S 568 B AN R A5 1 0 Bt AT 1B B 1 LR IE AR A T IR CAR 8 L A2 1 4R il 7E ) 5 CARI 26
— Z KA PR D) R RIAFAE T AT SR A OE A — 2o 0L T, B iR BuE A
A AR o 7E 57— SE LT, R L BAR AR IR B A0 i 51 N BN (a0, 345 40 B A4
DA S AR A S0 T3 A8 4 L, 47 a8 3k 1) A4 e P = R AR S B, g, 4t R A7 AE T
AN AR R 1IN, AN TR B FH PR - 2 AR AR I I A M S AR AE TN A B R i B )
PR s DL R AE [m) A it = 2R AR 5, B0 2 s AR AS TR I A B o 45, 4 &2 iR AZ AT 1)
2 B A2 TRk EX A I, 22 S84 AZ 5 1 240 T 0h 3% Db A7 76 55 CARSS & I 0 5 1 200 i = 0L Hh 4
lijDk=R

[0402] VRYT 1

[0403] AN TFHRME 1t A BHCARI Z2 MG 97 J7 1
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[0404] 4 5 11 5 vk

[0405] AN FFAICAR 244776 T Tubk B2 41 Bt BNK 40 Bt A i, w1 5 X6 S8 400 P 1) 4 B = v o R
ATFHICAR S #E40 I EAAAE IR 456, T T 8 AL A2 40 DA 4E CAR ) Tk B2 48 i 5NK
RN AR B 50 - CARBI PR 45 & 45 i I S SRR B R T AR AE PR 45 &

[0406]  HL4H Ffa A0, H5AH AN PR T A B o DRI LG AC A TR AR 17 23540 0 440 e sl o S 4 o ) 2
KW 1207 VR B B A & a8t A B 1 DL 7= 22 2R J W CAR I 241 B 55 4 H 2 RAOS 4 i (37 2
21 Pt B 1 TN M NK AT AR 5 AT ASE T9bk E2 4 Pt BNK 2T A 1R ) A7 76 T #E 40 3% i B s, FF
HA XM i A%

[0407] AR AFFIRME TIEIT BAARE AR T 2 E A D) S RS A AT
F R AR SRR CAR AL B IR 17 91 I FR Ak FAR G 3 E 4 B Ttk 2 4 i dE AT S e iz 4, H
S R AR SR A IS CAR I P iR 45 6 S5 A 3O A s 4 B 0 R o7 B e e, R HL LR
WA EARHEAT ; 1) MEBME MR TR E A 5] A2 s BL i1 1) AN i A
R B RALGH, o BRI T e T B AR SR A A CART — 3R Ak, b ik — R AL R it
AL B 1) TN O R0 DA K X 6 40 B 1) 2549 » ANTIT VR 7 Jed i o

[0408] W]k AL A I BT EIGYT FE B E AR T & B 40 e L R 4 f e (R
Jok g () — R ) SR 40 B e (3% P2 23) 85 s CELFE A2 47 40 o e (% IO 10 S8 v i 2B
W) R E A e A5 B S B e o (RS /DA B g AR /N AR i) B IR R
Jo g~ FOUR e g e U O S8 10 2 e S e v e B I e s AL Skt L 3
JUR e BEASE e B A e DR L A e B IH T e K B e RS DR AT B VR R W Im R
TR T B B CE I (osteogenic carcinoma) b R e AN SR E

(04091 W] A SCA T BT EIG YT B R ARG AE AN R T 21 4 R1JR ARG TR PRJRE S T T PRV
Bl W T I8 R PR B PR LS PRJRE S PN B PR bk 2L 5 PR S bR E2 7 P 52 PR
T MR ) B2 9 T ST PG RIRE T LRI A SN A e AN A B 2R A

[0410] - Ath AT 38 ik A SC A T 1) 77 450 97 I S AR AL FE AN IR 0 8 IR o« B2 T 4 e
Je RSP 0 T A AR P AR ISR A SR AR | RS A R T A R L 2D SR T A
PR  Fioi FBE R B € 2R R 4 R 4T R AR AR o) s Bk 4 P g

[0411] A AR SCA T 71697 10 B IR A AR T a) 205 & 5834 A 45 51 (2
TE B 2 I 240 B 1) IR P ) 5 b) SR M T IS (22 9 A 3 I T 241 A RIS ) 2 i R v
() I AR P e PR A A0 5 o) 18 M bk 20 P 3 I3 (CLL 5 BB A B 4k AN Ty BB AN 4 19 /N bk
E=L 200 it P oo o 489 ) , € F5BAH UCLL « TR AU CLL Ay vk B2 40 At P A I o A0 =B 40 i 3 I 5 DA &
d) SR L [ s (A JSE9bk 40 B AR B ONREAIE) o AT 8 FH A R BH 5 V06 7 1 bk B2 L4
ANBET-BAH AL bk E988 (91, A7 e DRIBR E28) 7 A3 4 TRk E R AR AR 2E 2 4 IR IR 5 o
[0412] AR AT AR 48 A8 ST T 10 77 V96 97 R Ja A A0 45 A 4 28 o g (o) ks & 400 o o
(RIE) «BEREE (HUIRR) T rH9es (M) 4t s (FF) IR 4a e OFF) 32 BH 40 e () i
A YR NE

[0413] Gy i 15 J7 vk

[0414] U BT VEIE W] 9697 RAEPPRE AN H 5 S 9% o 13 A & B CARFE T B 4 g =
Tregs 13 IE LA F T S 2 V15 77325 o S0 B8 VA 15 7 2 R0 955 491) 2 164 9y 7L 3 056 G v it i A4
[1R) 958 825 5 1 9 A28 D) REAIS I 6 G i 1) 88 I 25 s IR AT 98 1 I B 5 B 4t el L B 5t G ot
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H S P I G N, 140 LAVR ST B B S s A PR AR 2 R M A8 B B AL 2P0 G (1)
T PENIE LD a8 B B R R

[0415] 4773580 L BRARKT B B Bl 00 S e A, TGS CARIPLE & B P . 477
TRV B SRR R A O 2% B BRZH 2P0 G 2 B8, A T30 CAR PR 70 5L 2 RS A 2 B e S ME L
[0416]  FRIAY | 7l & Al it FH i A%

[0417] I ESCIHBIG, AN FFRIVE T i B HE A LR B M A B & R
A, I B v LA HE it FH P s -

[0418]  FE—LLEHLR , RGN “BAlE” 28 UL N & : SAEAE Z RGO T Titk
£ 40 0 1%) 40 PR 2 v PR A L, 24 DL — AN B A5 B 1) A b 75 S 1) A A Tt FH ) sl SR 08 AR i B
CARPI TR L 4 Hu i i M B0 MK PR B0 410% B D Z415% B /D Z120% B /D2
25% B /0 2130% 2D L140% B0 Z150% B ATE% VB ADLIE B ADL2 55 B DY
5% 2 /DLA105 8B 1065

[0419]  FE—2EIHML T, ZRAGHIH “BRE" 218 LT & 5 AR BRI 0L FNK
2 B ) A0 B B R AR L, 24 DL — AN B2 A7 B ) A U 75 2 1 A it FH W) el R 8 A K BHCAR
FRINK £ i 1) & B 3 3 T K TR B0 410% VB D ZA15% VB 2420% (B /D Z125% & /b
2£130% E /D Z4140% B A50% EDLATE% VB L 245 EADL2 505 B A5 E D
25105 8T 1015 .

[0420]  7E—EiHAL T, ZRAGHIE “BAE" 218 LT & SAFE RIS 0L
Jesh 41 AR SORN / B o B AR L, 24 DL — N B AN TR & R A I A A it P IS A A R )
Jeb 1 B B5ORN /BN PR IR VR T BRR 0 2910% W 2D 2115 % VB0 2920% L B0 2925 %
Z2/07130% B 2140% VD Z150% B LT5 % BRI T5 % .

[0421]  FE—2EiH LT, WA &R UL & EAFEAE ZRAH RSO 8 e
AT AR e 2 R MR R A B, 24 BA— AN B AN SR & RO (9 4o, 7E SR 2R 9T
) BY S — Bl 2 BN G T 7 4 E i (5040, FEBR G IR T ) I, A R A8 e AR T
R e 200 R BSCRN e o B A ) — PR ER PR IR R D 295 % W B0 2910% B0 2)15%  E b Y
20% B /0 #125% 2D Z130% B0 Z140% B Z150% B0 Z160% VB DZAIT0% B Y
80% 2 /LZ190% B HE £,

[0422]  ffi]5]

[0423]  FEAKEATT IR, T8 AT AR B 05 5 BUW EE RT6 7 AR B2 W AR 1) & B 77 92 [+
T E it R DR L, AR SRR R ON 20 2 R B VA T e A SR B R B R
AR R ARG I 5 A 18 R 24 5 AT 2 52 BT B B R AH G R B B A Y, T BTG
b= i NN Y T NN NI R T e W 1 D i | N - S TN I T | I = 1| a8 i | N
FUSNESS T RN FIAT S Z o

[0424]  FEZ59)55) 8 v, mT DU 24 2 m] 432 52 26 10 =Xt = R A 571, B mT DA B e FH B
5 H A 25 2 P A0 U 4 B B o UL T EE IR R 2 7 P 1, T e A 2 B o
[0425] &3 BRI B2 ol an oK £8 2 0 Hl Sl SE S A& A o 7 2 3%
FURT DAL 5 /b 55 B A 5, 451 G i 9 790 B0 2L A 77 B p G o 152 o i) 88 3 A 1140 700 28 1) S o g v
Fe ARSI E AR N B FE AT LR o S W W, Remington’ s Pharmaceutical
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Sciences,Mack Publishing Company,Easton,Pennsylvania, 58 17Jiz, 1985 . 7FEAF ] {H L
™, Rt FH B4 A P el R AL nT L Al S TR IR TN R R U B BRI 2 ) = R AL
[0426] 2427 A 452 52 MR A A #8751 L A2 771) L A4 B R A T A A I o 3 4, 252 ]
F2 52 4 B o an pHA =55 70N G2 bR 5k S U R R OE TR TSR SRR T A A I
[0427] b3 1Al FR), = 2R A5 o] B fs FH B0 38 BTSN s 2H 6 — il 48 ) S OGRS
T R B ), 5 a0, 55 A IR G an FURE  H S B L FOKVER B R E ek s SRET,
Bl angs AT 4R A AE R AT BRI FOKTE R BB s 5 1 550, 9 n oK Ve
S e R R F R AR A 2N T R A A A R R R B s LA A U TR BE, SRR G2 v
TR T 51 < 77 g 700 7 2 77
[0428] W] ik K — JRAL TR A TR B B AL AE 1 7] Hh St b o) & e 5 1 771 5 3 71
51 L e 3 % AR ALY B BT 7 R E R I v R D PR BN I RE ) B s DA RN R, A
A AN, B N3G S0 S0 Bl i) FLAGTR) e SR 7
[0429]  jEihKs ELAA A EE 4 BE 1) — SRAK TR 5 A2k 1) 24 2 v e 52 A RO 551 S R 77 R i
TP G2 AN/ Bk B SR AR & S E R A G . n] F 52 EAR R TE 5
A/ BRI R B AR R N e e B, I RS G2, 9 an iR 2h AT AR IR #h
AR A LR s PrAa A7), B FE DR MER 2 DR T K L ~F- Db 22U lR « FF At 20 R P AT 5 IR 5 977 FE 57
(< 2R R 2R Py TA) A Py ot S TR) B Iy o T3 25 2 R R G o0 o 0 O TR PR
AR E) s B, Wk = H 2R DR R HE R B R RA R
MR m IR AR AR RN AR R BRI P IR 2 2R R R A H A
B s FPE L B R AR KA S I & O T 2010405 5R) 220K 85 5 o, 451 4 BH i i ofi
TBEE EAT, IWIEDTA ; §F , 51 Gribe v s I  FLBE R %) B8 L H 2808 2 20 e FLbE
SBE L ALRE TR AT R N R ) R P LB AR 2 R s N/ B AR B TR T
R, BN TweenBrij Pluronics.Triton-Xu% % 2 K¢ (PEG) .
[0430] 254 & W aT DL AT 20 R I aUE 4R T X E A A X, Hod 7E i
FH AT R 15705 o B W TR A - BT AR T 20 A W AR AL 7 A K s i [m] — S AR R
gk GaHETHTEREPRERIAER) B2, SEIEANERBTH T =EHT B
Jo 5Nt I 29 41 4 5 3 782 I.Chen (1992) Drug Dev Ind Pharm 18,1311-54.,
[0431] R SCfs AR TE “BR Ao 771 2 2 “SE B0 S AF v 50 & F T N RISt S 2
SR, B A A DU DL AR R AU B BT R B TIOE B ) R A, DL R 2 AT g
SR 7] SR BRG]  FE — ZR AL TRI ) FIAK T H e T B sl A ()R b — SR A TR RN A5 S B
R, UL LR A 58— R R FE R I 255080 Ji 1
[0432] et 77 58 v, — SR AN TR A0k TG B s A R i 1) o DA Sl FH AR 53 i S 1 7 s o)
B84 R 71 o o 1) 1) () o ) S48 B 5 = SR AR B W AR B K SRS i s i R i
A 5 I A RS 2R o) T X 48] QAR B o 4R 3 T T S B R SR iR L LA =R AN £ -
LA 2 IR I L B AT B 1) £ I S IR M TR 7K B2 S SR FLIR  mT B AR FLIR LR AL R W)
A -D- (-) -3-F2 5L T IR 1@ A% FH A1 s n o), 2 a1l 2 7K A B 8 1 28 A R o 40
EH, AT TR AW B AT RE R PR
[0433]  FI&
[0434]  &3& B 770 & 0T B 3290 B A s AR B 01 A 2= 25 N AR 48 22 il R IR 22 SR A 7 - 4
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= 2 A0 b R A BT AR AT — AN R B E T 2 R R R AFE B AR RN By ik
FETAR WS, A it AR 8 SR AR BB B AF S, it FH B TR RS A2 S A (g R 0 A ] )
Jite FH ) FEAR 2454 o mT DAL it F 3R A6 57 : Ing/ kg M B2 32 20mg / kg AR FE&EF, 411 U1, 0. 1mg/
kgth H %2 10mg/kg A 2 , 1410 . 5Smg/ kg #A H 2 5mg/ kg & , (H 2 , T 7K T 20 m T iZ o
PR FE 7R SR 5 o e, 0] Lo 1ng %8 10mg/ kg M B R 7B

[0435] AW AR N R4S Gy B, 77 B 7K P TR 4 78 = ZRAA TR SR bR 1 71 B R 82 AR 6
GO EIAE F B U T AR A AR SIS R N D8 i 2 M- B i) 45 5 R e 25 e Ak & M R
A

[0436]  jifi 4%

[0437] i FATART 3 & 24 3 36 (1) ] FH 7 R A g 728 ok it — SR A0 711) B & A4 N B 4k 7
5, PL R R G ) A ey 50 4 it FH 342

[0438]  WEHLRI 22 ez e s R N VR 5 N VRE W I B R RN R
H it KN BN E B B R A B A s ARt . a0 R 2 i s AR T
DL A, B 4 — R AL GRIAN / Bl B8 25 R R AT U 8 . AT DA BRL 7 & B 22 771 =t FH — SR A7)« 7
— sl gy R, ARG A SR AR AE — S T R, IR RN & AR it A R AR 7R
— sy R, S it A R AR AR S T R, SR i A R AR 7E - S St
T3, 98 N it FH R AR o AE — B STt 7 S, 989 55 i SR ALR A — e S T SR,
PN it FH R AR o A — e St T 2 ik N it A = SR A5

(04391 W] fsf AR 3 38 o5 B 24 4 1) mT FH )5 B0 7 v A A% (B0 R G 1t i A0 A Ry 8
PREIEEAR) [A) 7 3208 FH 2477 — R U, A R B T 1)t s A2 B 4 (H R PR T 1% W 18 470 B
W NIgEAZ

[0440] B T Wit FH AM B9 B At H & 2 B FEE AR IR T FiB & 5% B R VUL LR HE
VBRI HEE N IS Y TR Y R S5 AR DK N s AR, B, B T aE I Y A DA AR AT AT i
1o AT AT E Wbt FH LA 250 22 40 1 Bl 3 PR 3 128 — SR AR o 4 I EE R G MR Ik iy, it FH
B H VS S 2 R AR N A B G 1 MR AT PR = 50 B it FH

(04411 sk m] 3 3k i it FH) 1) 0 2 328025 — BRAKTF o JW itk FH I 78 B0 AR A 06 PR T 11 JIRGB 26 AH EL
W (1 it FH A 771 3 3%

[0442] Y& 7 HMh) 2/ 5038 52 1 2 18 BRI ES AR SC RREIR , Ferp ol T SU(E A, 2 3
2D REG ST BRRAS (B andeiE) AH DS B 230 (540, IR 1Y B 401X R, Va7 I B4 A
A O, A DR S Bl D A SCRE IR 58 A 4, 491 Gn B 1k R AR Bl b (i, 455
{1578 A FIE 2R EDIR S 502 D LR R ZS NRFIE FIRE IR o

[0443]  7F—HESj )7 S HR , 88 Ik v RN/ st 2% 280 461 2 i 0 ik FE 0 A7 B 4 ) ik 4 23
Skt FH — SRR mT DAKs — SR BB it FH B, 5 A0, ey S i 2k A
UV B RN B R AR i biol isticidhisk B #E A 45

[0444] B HITIE

[0445]  #—Lesjiti 77 22 v, it FH - SRAL R RAE s thE S RE I 7 V25 (R0 4 BT 9 o R v i e T
FEAFEINEFFEAR (a0, FARER ZHH L) RURITE E RERS A ST IR IT S BUERTR T
AW IS FG ST LA BT IR ST iR SR

[0446]  JEUT B FEAEANBR T FH A5 S A B R n 5 o B8N TECR I R N R T ) x 5 28
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By 2.

[0447]  FHTHAEVRIT A E M PUR QTR (AR T - oA, 6 an ih 22 By GRREEVT) © UK
B3 (Avastin™)  PHZE BT (Brbitux ™) JIHJE 3L (Vectibix ) AFULEEFT (Yervoy ) L F]
%% B4 (Rituxan) BT AT (Lemtrada™) B A B 5 (Arzerra’™) | B AR B30
(OvaRex™) \Lambrolizumab (MK-3475) \1Z Bk EHi (Per jeta' ) 22 JE Bt (Lucentis™) &%,
DL 234 P , 1 Uiy 2 Bt My lortarg ™) JBrentuximab vedotin(Adcetris™) %Y -4z
CHI B KB BHL (Zevalin™ P T-FR18 B tositumoma (Bexxar ) 25, FF-¥6 97 e 0 436
() B A B FE AH AN BRI 41 6T Fi e AH DR P I oA o XA I Pt R AL 5 (A BR - : CD20.CD30
CD33.CD52.EpCAM.CEA.gpA33 - Mucins TAG-72.CAIX.PSMA. R4 &8 (A AT g (1
1,GD2.GD3.GM2%% . Le' \VEGF . VEGFR . ¥4& 25a-V-B-3. %8 4 Za-5-B- 1 . EGFR.ERBB2..ERBB3.
MET.IGF1R.EPHA3.TRAILR1.TRAILR2 .RANKL .FAP. [l A % (4%,

[0448] & A 45 G A A TF B 5 VA8 I AR W) OB R AN R T« (1) B &R B
(RTK) 35 R 5 (2) 22 08 / 75 2R TR vl 1 ) 551 5 (3) Jiegd A St S A B 71 » 461 a5 i
JEPURRE RS A PR (D) T2 G) BAER-2; O AN E-a.; () A E&-
Y5 (8) BEVR A 15 (9) I A B M 771 s LA S (10) s SRAE IR - B4 077 o

[0449]  fh2EVE 7 )2 B A 40 B i B B A AR KRR, JE 2R B 00 A6 90, 0956 400 i 2 12 57
A M 1E 2K A YR T ) B A PR s S4B HE e A A S PR 2R IR S BT PR AR
FHY) (KAL) AR S [ B R

[0450]  FH T~ P AR 4t o 36 5 ) 245 7 e A Stds b 8 e 9 HL 32 A8 FH 8 o XA I 245 ) A 3 e AL
A BIANEIT AR 00 0 RE A7 A4 e B R Eh A — U0, AR R IR T & R
2 FRBEBEE (Cytoxan™) \26:4 (L-sarcolysin) R E]YT (BONU) <% 3] 7T (CONU) «
FEE]YT (FHE-CONU) VEERR B 2R W SR 3R R IE BT & T (chlormethine) « A% |
KT RREIT WREE BT = LI E L = Z PR B . AV 2 AR R AT E 20k i

(04511 HACUR A 0 45 00 45 - R S U)W g AL Ay W W& SIS AL A7 AR i I 2 g 41 ) 771, £
FEAE AN PR BT i H (CYTOSAR-U) < i b g K B 1 s PR S WE (5-FU) AR PR H (FudR) 6
IS (6 FRALIES (6-MP) WA At T 5 - FURMENE (5-FU) \ FHZIEIS (10- R %E-5,8- it
Z M2 (PDDF\CB3717) 5, 8- DU M2 (DDATHF)  FF I DU &1 R RIS T Ve ol e 2 ot ) At
TR A

[0452] &3 B R AR =W Je AT AE ) (a0 , KA A6 AR 08 Do IR i A 2 I ok B IR 7 A
FRAFER) AFEEAIR TAra-C L2 (Taxol®) | 2 P1ih 3F ( Taxotere®) | A S B 7] T 2
R LR -COIE e ) A TR e I T PR M & A e 0 5 A DL, 491 A Bl B B Kk K
Fre K F MRS WA R, PIURIE AT B RIS PiAE R, Bl Bk 25 B
HERHERL (EFEFR WAER FAER) PELE  ZRIE R E M A4
)55 s phenoxizone “IRAK, 40 58 A= 55 2% s B IR IR, (9 G foke 2 25 R, il G R R
CEHEFZ) s B W, B WK G B R ;azirinopyrrolo indolediones, filun22 248 % ; KIF
o B AT, 1, SR EF K JFK-506 (fh 78 < F] prograf) A R 5 5.

(04531 HCAth i 389 5 40 il 5 25 7 & nave lbene «CPT- 11 L[] JIS iy i | i pih M | % 35 Ath v
reloxafine IAEIER% . ifosamidefldroloxafine.

[0454]  HAG o 5 vl 14 I A 1R B FRUARE A48 A S O BB (EAS TR T 550 Ak K Al (NSC
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406042) B2 =B (NSC 609395) (FK K ALK (NSCT57)  BK K ALBEAT A= 4 (451 4, NSC
33410) vdolstatin 10 (NSC376128) .3 &2 (NSC 153858) AR & Z (NSC 332598) MR
(Taxol®) ., Taxol®fTAW). % Fifh % (Taxotere®) | B AR KALHH (NSC 361792) \ = HIFL
cysterin. Mt BR K EHH IR B K BB RKARMI AN & IR &G 2, B EAR TR IEER
AR BT T s MESC R VT B IAMRSE

[0455] 3 & FH A0 380 2 R T R RN S [ 8 (L8 & R SRA) $E B B RN BR T 5 1 iR 57 I
% [ P, A7) a5 DA SR KA 58 5 ME SR RN 2 Bl L 451 G L IR R 25 R I PR R R 2 R T R
i 27 R B T B ORSE SRS s DL R R S A R 4 A K R s 1T 2Bk
ME I 2B U ME S SRR SR P B2 TR JEE A I S PN TR R R A e R - 2
SRR IR 25 98 - SR RIETRE 0 2B 2 B oK ME 52 w1 VT VI TR P 8 22 6 TR B P St A
i (Drogenil) ¥G3Hi K55 (Fareston) Al Zoladex® o W ¥ 23 Il 38 5l A1 734k, , BRI A5 FH 5
PR SR G B AL A W) R BELIT 22005 1 o 2 O A ] e ] 00 b1 T 200 P44 3

[0456] Atk 23097 I &R ECA Y, Bl an)ifi4d (cis-DDP) « REASE; IR, filan 2 2
JIR 5 CA B2 JHE , 48 AN - B RS i 5 5% DR F B8 3R 5 3R S A B A 770 5 B R s R FE R s R BE DU &
IR 5 55 TIN5 o V7 BN R (10 T 498 B 7R B 55 S e PRI 590, 497) 2 P I D R e gt 4 =
M (desoxyspergualin) -Azasporine . R A4 KM 5 Lazaspirane (SKF 105685) ;
[ressa® (7D 1839,4- (3-5-4-FRFEEIL) -7- FAIE-6- (3- (4- N mhIEL) P4 58) mEmdenpk)

Yar’
25

[0457]  “SLAZbe” CHE AL BEAE ATV 1 2 e T AR Bl 25 . “SRo e (HAEA S
TR AR A AL FE A AT AE Y, B 00 22 PG 4 3E . TAXOL™ . TAXOTERE™ (—Ftfh 22 P b ZE 1)
HlF) VEAZEER10- 2 OB FE AU AR AZ BRI 37 N- 5 2K H IR - 37 N- T S8l B B 24l
W) A R R ARSI AR R BT B AR (B2 ILW0 94/07882.W0 94/07881 WO 94/07880+
WO 94/07876.W0 93/23555.W0 93/10076; 3 [H & F]55,294,637;5,283,253;5,279,949;
5,274,137:5,202,448:5,200,534;5,229,529; FIEP 590,267) 1R 7 5 Huth| % , 5 & A £
PR VR IR, A5 nSigma Chemical Co.,St.Louis,Mo. (T7402-3k [ %3 M 442 (Taxus
brevifolia) ;or T-1912-3¥ HTaxus yannanensis) .

[0458]  SLAZEE LB AR AR TR H W T IE AR S5, s R maT &4 ()
i, biRTaxotere ™% Fifili 38) MM R S (F140, A0 - PEG SR A IE - 4 ERE T B 46 42
B - ACHE)

[0459]  RIE “K2he” I 46 S A O A BIAT AN, BAE K AT AE B K AT A - 55
K REATAEYE AR TR T E bR & R H i 5W0 99/181 139 i3 i 2 LR AN H- 28 B AT A4 WO
99/142099 18 WK (piperazino) FMHARATAEY) ;WO 99/09021.W0 98/22451F13% [H &
F)'55,869, 680 FF ik A2 e ATAEW) WO 98/28288h ik (6 - BRACATAEY) ; £ H L H) 5
5,821,263 1A I W R L AT AR 40 s DA 36 B R 135 55,415, 869 #fi ik (R S AZ BEAiT AE
V) AR A B T 25, R E AR T-W0 98/58927 WO 98/130594113E [H £ F 55,824,
701 IR AR L

[0460]  JEHVAIT NS %

[0461]  ZFh XS RIIE & T A B VR I7 R85 1 7 V5 o & 18 BN S ALHE BB A R iE A 12 I AR
HEAE B IR E 0 XU 8 B O H B e B R A L R AR LA
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LT TT S AEAE X T XA VR T VA WL B C 28 ) — BRAGTRI LA B 245575036 T 7 R AE(E
eI R AL IR (VR W B e B R AR AT A, 5140 N BAE AN 204 -

[0462] 3@ A FH AR B S B R 5 7R VR T IR RS B B B BRI MR s
B2 S SRS (A s G BE T REAR T IO s AR A0 BEAR IR e ) A A

St 5l

[0463] 25 1 LA St A5 >k [r) AR SR AR N 53 5 A X 2y o) £ AR FH A i BH 1) 5 & (1)
NFEFIFER , AN B 7 R 1 B A A I AR B 5 L, A 2 B R 3R 7R BUR [ S22
2 AN AT S R CA S W OR Bl FHEUE (40, 2 VIR FEAE) RS HERE  (H 2 —
S S0 1% 25 MM 22 N2 B BRAE A U, S BONEE 08, i TERN S T &,
TR NG B, K 1 N KRR B KA UE AT RE A AR MEZE 'S , 9140, bp , B ZE X s kb, B
o ipl, KTt silisec, #imin, 4380 s hskhr, /NG s aa, ZIEFR s kb, T-HJE ; bp, BRI XS snt , #%
TR i.m N si.p. IR ss.c, R 51 v. BRIIKIN s 556

[0464]  SZjitafd) 1 : CARFEI A

[0465]  H4RLFNTT i

[0466]  {EHEANAHALALIEFE T, 3 B4 A CD19scEvA/E NHCAR A AT 11 531l 45 #4458 . &1 18A
A 18BE 4 1 PN EUE B 1R 2 K4 R ) B — ANCARI 70 1 S5 44 o BT I ] 5 22 Tk 2 —
WA 45 & I F) 584k O T BIR i, BESS & 2 IR DL R H

[0467]  CARM AR 4E

[0468]  Hyfiy 44 7o B A i 072 iR 5 7 51) « iOpen BiosystemsH 3t [cDNATE % A4 - 1BBI:
FIFEANCD3CITAMIE 5 5% . FHAddgene &AL 1 5 bir e FEFKBP AIFRBw A% 41

(04691 i FARME s>+ o BEFI AR CR A BgsE 2N B2 (PCR) (BRI AL EEER) P A1 i 5
T TRL

(04701 )% 200 it 0 S 200 o 5% 7= 2% A1

[0471] Wl KFENAH EZFR 2 (University Institutional Review Board) fit#ER,
FRFZIMWEE T A (Trima residuals from Blood Centers of the Pacific, San
Francisco,CA) J5,f#f HRosetteSep Human CD8+T Cell Enrichment Cocktail (STEMCELL
Technologies#15063) ik [H 14 1% 4 o B 44 F5 k& 0 25 A AR CDS+TAH i o 4 4 iU 55 7= 15 FH
X-VIVO15 (Lonza#04-418Q) \5% AABIi% (Valley Biomedical Inc.,#HP1022) .10mM N-Z,
P REL - 2K R B2 (Sigma-Aldrich#A9165) #11001U/mLEE4H A TL-2 (NCI/BRB Preclinical
Repository) f4 B NTHH M5 7= 2 o o 78 FINFATIGE J5 » W R IA gkt e 8 1 (GFP) 1Y
Jurkat4lfg REFFELEAN 7 10 % JR 4= 1MLiF (FBS) 5 57 & MR 2 URPMI - 164085 7% 36+,
K EU. Penn{IK56 28R 41 i d% 75 7 ¥ 76 45 10 % FBS [ IMDMH o

[0472] 70| i 15 3 2400 28505 4 A R SR 41 A

[0473]  Hfd FHNERAALTX (Life Technologies#15338) $Li% 4ufg pHR® SIN: CSWi% JL K % ik
AR LI 50028 FRIpCMVARS . 91 MTpMD2 . G Lenti-X 293TZH A (Clontech Laboratoriest
632180) = A= 3z #HF 73 AT VSV - GBI 5 8448055 B o 72 5% JL48/ NN Je WU AR I e 3 77 2k HIBWR
FHEEHT®ES.

[0474] TRy B T AT 24/NEE , fF - AN T i 3% 7% 7#11CD3/CD28Dynabeads (Life
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Technologies#111-31D) PAL: 3FT A - BR LU 4513807 AR N TAR A - {8 Jurkat FIK56240 B Tl 5c
5331~ 2R DI R TE % T 55 220 0 B0 K AR AT R BS HR 7% 3 1 Jurka t FIK56241]
Huls IR 2T R G JEAR TN L2107 6/mL AR Fr7E N T MR 77 25 b &2 /02 ), B 240 ik &2
i IERAS o 18I A5 FH I A B SR I 756 't I 28 B 008 e 4 o B 1 SR A 195 75 A A
It FICARI R IE K-

[0475]  TL-2/7 & MINFATYE I AL

[0476] 4K IACARK) Jurkat CDA+TAHAE 52K HU. Pennfi [V B AR [F] YR AUKE62FE A M LA -
2300 T B - BT A 1) B BV S  F TR TR R IRA/C AT (Clontech Laboratoriest
635055) 7E 15 77 3 HE 2L W R, I LRI B S SR A9 - 9 B 20~ 24/ 5 IER 5 779
& T BRI FIBD OptETAANTL-2ELISA Set (BD Biosciences#555190) #4704 . #H4T IR
YA LE AL Jurkat 40 g FENFATHR R 1 GFPHR 75 28 (1 2R3 , /F N CARTE 1 i BB FE 7
[0477] -V Q40 B 1) 52 5 ) RO 40 BB 14 40 AT

[0478] S [A] AN [F] YRK 56 2 #E 20 M 12E 47 50 , DA 15 m ad ik i A oA [R) B = AL TR S 4
HH R AT B S R o BT A DAL - TR TR B ON AR CDS+ 5 R T A5 - 228505 41 e -
B Mo 0 B 5 L 0 E o ) R BRSPS IN100TU/mL N TL - 2 /AN [R] & 1) 75 1 25 25 28
(Clontech Laboratories#635055) .05 & 24/t 5, FiE W LA400g BS540 8 I T UE (I 4H
Jif, B Bk AE W 5 G R VR (PBS+0. 5% BSA+0. 1 % S & ALAN) v 3 HL7E 7 X 40 i 22 /iy FH 2% &E:8D
Cytofix (BD cat#554655) [H] g o TH AR i (1) [7) Y5 HE 24 A 1 A7 2 A0 31 [R] s SR 40 AR i A7
TR LE R, DL 552805 401 A P B 5 1] P 400 e 2 1

[0479] 4%

[0480]  PEAh T Z FHCARM BRG] RE A TL- 21 7= A Bl SRR fE R 12

[0481] 12, HH5ANFFICCARZE AR 51 L Y TL - 277 2E o R0 41 i = 4% 24 ik EL A5 CARFI CD4+
Jurkat TZHMY. ¥E40M = B A B B A @ T CD19FLAAR K562 2 fu 28 o 388 1 i B¢ S 12 R B
5E (ELTSA) S RN 41 ff - WA I TL - 21 &

[0482]  KE[13.7E 5K 129 Frid AH [E] 19 s 56 A, X Jurka t 400 R TL - 277 4 o W) i 4
“125” G it H 1171 AR g8 A B B

[0483] K& 14,75 B 12h BT i IS L AH [B] 1 2% A4 TR B s e v, “122+2067 A1 “197+2067
Z [ HI R

[0484] & 15UERH T HFICCAR“197+2067 WK T~ A 25 BE b ml i e M A iR 854 . fE D R N R
FKHIAFAE TS , CARA B T 05 T [R5 FE 41 P 1) 28 5 m) 1 40 B 3542 « 7 = A R 1 B I R 2
T IX B CCART & 5 “1257 B 5 FLCAR— FE 9 IS 5 - RN 41 il = i oo B CARI A
JRARCDS+TEH AT - $E.4H iy = 2R 18 [ JF A\ CD 19470 J&R 5l R [F]J5 N 8] B2 2= P I K56 241 Bl &R 1) 7
FATHED

[0485]  PE1642 T 4 FH oK B TN AL 52 44 3842 1) 4T B Jo3 1% = R U B Zap 701 N I A5 5 &5
Ay 3 4 52 RO CAR P B0

[0486]  PE167xH 1k E # 50dE H A 2 Fh T CCARP Jurka t 40 B (£ Hs - & 1 Jurkat 5
HA A BA FYEPUE (CD19) FIKS6 248 2 i A By 45 7~ 4% BE 1 75 IR 55 3R 2R L0 & . /F NCAR
Y53, ZapTOWEE (brid “199” (1) 7e 256 — FNEE AN AA) 5 TTAM (FRic “168” 1) A2 i 28 = A
FARAR) 75 BRIENFAT I BE - — A H R4 - 1BBAS 5 45 M BB A 15 38 00 17 32 A 0 B 1R 1) 38 4>
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[f2RIA, 3 B 32 E197+199” oI5 5 - BLFE T (5 5 CAR (e Aa) 1B NI PEXT R

[0487]  Sijiti {512 : CARSE ][] JZ 3%

[0488] A4 RLFNTT I

[0489] il &I WK T VF 2 AR A PUR B2 A SR H IR AR G D = Fh AN [R) RPN 8] 2 26
scFVIE BRI 45 /45 . I 19A  19BAN19C J &5 1 4 — i N\ A 2 ZCARF 43 T &5 ¥y, Horp
5 —PPCARII A & AN 2 K - BN PU 8] 52 25 CAR R 4T B 1] 35 40 3 60,5 P A~ 4 - 1 BB ) Ji 45
F35k FKBP AIFRB . SR AL 751 25 5 0 AN T TAMB N A5 5 G5 A 330 o AR S HE ) = AN [R] 0 iR il
SE IS LA B R HNTscFv SS1scFvAIm912scFv. B i [l 52 2 Ik e it 4 & 1 [F —
[0490]  CARMEARITF=4

(04911 FH #4) 2 44 e F Bl ik PCRAY B (R 36 IiE & A dw S B 18] ¢ R A JF 41 . HOpen
Biosystems$HE Mt cDNA BT FE A4 - 1BBAL I AICDIC T TAMAE 5 4% - i it PCR & A HN 1 scFv -
SS1scFv-MIm912scFv- 4wt 3 41, 3 HAE — L1500 N, 34T S 4k . FHAddgene 5k b &
FKBPFIFRBZ A 5 %71 o

[0492] i FARHE s> T oe BRI CR A BgsE 2N B2 (PCR) (BRI AL EEER) P A1 i 5
TR

(04931 )% 200 Jfu 0 200 o 5% 7= 2% A1

[0494]  FENFATHUE & » B R IAGFP I Jurkat 40 il R 55 FRAE 4 785 10 % FBS . 5 55 & M5 57
X IYRPMI - 164085 77 F Hh K562 8041 35 7= 24P 78 A 10% in 4 ifL i (FBS) [ IMDMH

[0495] 1] FH 1595 75 ACiss R0 41 B A S 20 g

[0496] MG HALTX (Life Technologies#15338) FL%4 4L pHR' SIN: CSWAE F: [K] 1k
AR R B3 BRI pCMVARS . 91 FlpMD2 . GHJLenti-X 293T4HM (Clontech Laboratories#
632180) ;= A= VSV-GAE i 7 AL 1893 5 o 7E 55 GLA8/ NN e AR I e 7 i BIB WO HE A T
e,

[0497] g Jurkat K56 240 f TS 73 R 1 ~ 2R LARF DR AE % T I B 20 oo B A K3 7 32k
F7AREG A % 5 1 Jurka t FIKS6240 fE 15 77 45 /0 7% o 3@ b i FH 9t QA B SR 28 6 42
PUARE D e 55 B R R A 1S3 FE A AR G B0 I CAR I 3Rk /K-

[0498] IL-27" &M=k

[0499] Y4 3RIKXCARMY Jurkat CDA+TZH A5 [A]JE SXCIE RIS ATKS6 2 48 240 i DAL : 228087 4 fifd -
ML VR & - 5% 25 28A/C Heterodimerizer (Clontech Laboratories#635055) 7F
Br R AR SR, I HR N B S SR S 0% B 20~ 24/ I WAR RS 77 g T B
FIFHBD OptEIA Human IL-2ELISA Set (BD Biosciences#555190) #4743 #7 .

[0500] 452

[0501] PPk 1 HHATIA] B2 ZRCARM R A4 5| S A TL- 21 77 A B SR /R AE R 19D 22 K] 19F H
[0502]  HNIscFv (19D) .SS1scFv (B19E) Alm912scFv (B19F) JF CARAR A& 5| 2 f) IL- 277
A o I FLA 46 3 ICAR (B119G, M9 84 #358) P AR U TL-2, F T 5T R CARIBEAT HL s (B
19D) o 250 S 40 il = % i LA CARII N CD4+ Jurkat THHM . ¥E4H M = H A 5 A A 555t 5
[RIK56 240 i 5% o 18 3 i EEC S B W P 7 (ELTSA) A S80S 4 i o3 A A TL - 2 1)

[0503] St f5]3 - 75 B3 FE A N I SR CARFY — SR AL
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[0504]  HARLFNTT I

[0505]  [EI20A 45 T A KR EIR — RAWFICARKI 7> T 45/ P 45 &3 B A
CD19scFv o fg P98 700 & P A4 - IBBIL I ¥ 48 # 33k . GTD LFNGA T — SR Ak 771 45 & 6 A T TAMARL A
55 R BT R IR E 2 KR RS S I R R AR

[0506]  CARK AR F=4E

(05071 Pl ) 28 A T B G 75 25 R — SR AL A CARTE 7 1) o B J5RE 52 P BT CD19scFv . FHOpen
Biosystems#E L cDNATE [ A 4- 1BBILHI| i FNCD3C T TAMAE 5 45% - HHAddgene Jii ¥ 5o FEGID 1N
GATZw AL 7 21 A8 AR HE 5 T oo FEROR CRA Bk =N N (PCR) PR#IEE AL 3:58) 7218
T B R IE TR .

[0508] )b 400 Jfu N 200 Jfo 5% 7= 2% A1

[0509]  ZENFATHUE & » R IAGFP I Jurkat 40 il R 55 FRAE A 785 10 % FBS . 5 55 & M5 57
FIYRPMI - 164035 77 F Hh K562 8041 f 35 7= 24P A 10% in 4 if i (FBS) [ IMDMH1

[0510] 1] FH 1595 75 ACiss R0 41 A A 240 g

(05111 W EALTX (Life Technologies#15338) FL%4 4L pHR' SIN: CSWAE FH: [K] K ik
AR T B3 FRi pCMVARS . 91 FlpMD2 . GFLenti-X 293T4HM (Clontech Laboratories#
632180) = A= 3z #4773 AT VSV - GBI 5 8448 055 B o 72 5% GL48/ NN Je WU AR I e 3 77 2k HIBWR
FHEEHT®ES.

[0512] g Jurkat K56 240 BT 5 73 R 1 ~ 2R LR DR AE % T I8 B 20 oo B A K3 7 2k
FTAREG B % 5 1 Jurka t FIKS6240 fE 15 77 45 /0 7% o 3@ i 4 FH 9t QA B SRS I 28 6 I 42
PR R & R R E A B A B AR g S (I CAR ) R IE 7K.

[0513]  IL-2/”& [N Efk

[0514] Y4 3RIKXCARMY Jurkat CDA+TZH A5 AU EICIE RIS ATKS6 2 48 240 i LA 228087 40 fifd - 1
110 ) L A9V B o AE T R PRV AR 1) 7R B R - 3 L TBE AR 2k 2L s R B IR - SAM) 7B A4 Kb 97 3
FiF5i B¢ (Toronto Research Chemicals#G377500) , 3 B MBS+ 0% & 20~24
NI S S W B 3R IS 3T BLF) FIBD OptEIAANIL-2ELISA Set (BD Biosciencest
555190) 4T 7347

[0515] 451

[0516] VAL 1 HHAREE IR — SRALGRICARM E A4 5| A2 X TL - 27 A= o a3 o 7E K1 20BH
[0517]  HH/RESIR = BALFICARAS A& 5| #L I TL- 277 4 (E20B) o & 3 H 945 H i $HCAR (&
20C, F @A “1257) P2 AR I TL-2, F T 57 IS CARBEAT bU ¢ o %08 40 il = # B5id B A CARI A
CD4+Jurkat THHME. A0 = B A 8 B A [FUE A B2 22 CD 1991 iR K56 240 i 3 o 18 ik Ik
G JZE MBI 52 (ELTSA) Ak RIS 40 B 43 A PO TL - 210 2

[0518]  sjitif4 - B 2 A~ SR as i 38 T JGCAR

[0519] A RLFNTT

[0520] e b an skt fe) 1 pirad i 2 2 T ik & Pu R 2 A @ Aa, K H 2 A4 Hopth 3 )i
SERIEAZ e T 4- 1BBIL R ZE M3k . P2 TART K2 1B 45 13X B I CAR ) 43 F 4544
[0521]  CARKyEARITF=4

[0522] i ks g P S Bt A CD19scFv I 7 %1 . HOpen Biosystems#Hg it i cDNA T % A CD3
CITAMAE 5485 AN A LRI 45 9 3 CD28 F10X - 404w A% [ 1]  FH Addgene 5 Fi 52, % FKBP AFRBZ i
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¥ 5.

[0523]  ffi FARHE s> oe BEF R CRA BgsE U B2 (PCR) (BRI AL EEEE) = A1 5
TIETTRL

[0524]  CARAAZEARHI I

[0525] i {5 JF 5<CAR CD28H10X - 404k fall e 25 #y 3k iy A i@ A (121A-21B, 73 1 ) g
1A “365+3677 1 “399+400”) FIAH KL H FICARXS B (E121C-21D, 43 BN H 44 “3667 A1 “3987)
R S it 51 1508 280 1 40 R R A g AT 5% R R e % o 3 M 0 St A5 1 ik 45 FH 25 CD28 4L
T e S P ) JE A R 25 A OX - 4 0 Il Yo 55 A S ) A R AR JE AT TL - 277 B WNFATIE MR 5E DA &%
BT 9 A M A 0 5 - B, WIS AT T ISCAR  CD28ATOX - 403 Il Y 235 4 338 14D A1V 32 e
A 55 St A5 1 )R S A PR S FE AR s (9 G, “197+3677, “365+206,” “197+400” , “399+206”
) s

[0526]  sijitafdl 5 : FFSRCARF AR M PP Al

[0527] BT VP4 HF IS CARTE ARSI 5 X B i 988 4411 B 11 2% 4 TRT B8 77 o VP4t 8 3 3 S R I8 5%
CARFAITHH A 51 6 ) 44 4 M ik 88 40 it A5 o A P DR FEAR AN s T 302k [R5 ELmT DA %
125 HH S CAR R CDS ™ T4 it % B A i 2 20 . 22 o ) 1 © 8 4 5 o 834 31k e ' 1 (A 8]
Reni11la®¢ 't 8 [ LAME BEGE AL 970 6 R AG K 7 A0 AR P I8 7 A 140 k980 200 P o 1% v g &4 B v
SR G B DhREAR R /N B (i, 6~ 1O B4 I EPENOD scidy (NSG) ZINER) H 5 B2 Iifygg A
RUIE I B RS, BRSP4 2R 36 sk i DK P 3 S o e R R R T VR R RS AR 1Y) B R 4
50 RT T A P e e 4 L R o ) 2 A o Tl T AR ) D SR R IS P R R
A B V9 R A 00 e 8 A7 Ak o — LR A A ARSI L K TH0 . 5~2.5 X 107 TANRIA T R CARIIT
40 (1:1CDA":CD8”) B ik P v 5 1)/ &R LAFF UG YA IT - BRSSPy e FH 87 o ) — SR AL N 7
254 (514N, 5 M A 2= 2R o A 1SS 0 IR) , o] B 5 93 O SR I8 FT SCCAR B T4 A LA 14 o e Jifr g 2
A A2 (IL-2) A SR bR R50R .

[0528] R LA Z AR I E SEiti )7 IR T A K W, (H R ARSI H AR N 53 3 B A
()52 , AT IEAT 22 i e 2 AR A5 [ 47 1) 25 46 T A I 285 K A P 5L SRS A RDYG FEL o  rb, mT RAT 1
A MR 2 100 AR W AL R 75 5 10 SR EOD BRE M AR U B 1K B IR RS AT
o FIT A 3 G CSUHE A AE BT BRI 2R B RJa B A .
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[0001]
[0002]
[0003]
[0004]
[0005]
[0006]
[0007]
[0008]
[0009]
[0010]
[0011]
[0012]
[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]
[0039]
[0040]
[0041]

S

<110> JnFIAE Je K #E o
<120> kA PR 2 A S HAS 532
<130> UCSF-464W0

<150> 61/765,585

<151> 2013-02-15

<160> 145

<170> PatentIn 3.5kxAS
210> 1

<211> 63

<212> DNA

213> NTJF3

220>

223> B MEHIR

<400> 1

atggccttac cagtgaccge cttgetecectg cecgetggeet tgetgeteca cgecgecagg 60

ccg 63

<210> 2

211> 21

<212> PRT
213> NTLFE%)
<220>

223> BHZ K
<400> 2

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

1 5 10
His Ala Ala Arg Pro
20
210> 3
211> 30
<212> DNA
213> NTLF%)
220>
223> BMELHER
<400> 3
gagcagaagc tgatcagcga ggaggacctg 30
<210> 4
211> 10
<212> PRT
213> NI
220>

51
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[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]
[0079]
[0080]
[0081]
[0082]
[0083]

<223> G HLZ K

<400> 4

Glu Gln Lys Leu Ile Ser Glu Glu Asp Leu

1

<210> 5
<211> 726
<212> DNA

5

213> NILF%

<220>

223> HME I

<400> 5
gacatccaga
atcagttgca
gatggaactg
aggttcagtg
gaagatattg
gggaccaagc
ggatctgagg
tccgtcacat
cagcctcecac
tataattcag
ttcttaaaaa
tattactacg
tccteca 726
<210> 6
211> 242
<212> PRT

tgacacagac
gggcaagtca
ttaaactcct
gcagtgggtc
ccacttactt
tggagatcac
tgaaactgca
gcactgtcte
gaaagggtct
ctctcaaatc
tgaacagtct
gtggtagcta

Q213> NP5

<220>

<223> HZ Rk

<400> 6

Asp Ile Gln
1
Asp Arg Val
Trp
35

Thr

Leu Asn
His
50
Gly

Tyr
Ser Ser
65

Glu

Asp Ile

Met Thr
5

Thr Tle

20

Tyr Gln

Ser Arg

Gly Thr

Ala Thr

Gln

Ser

Gln

Leu

Asp

70
Tyr

tacatcctcce
ggacattagt
gatctaccat
tggaacagat
ttgccaacag
aggtggeggt
ggagtcagga
aggggtctca
ggagtggctg
cagactgacc
gcaaactgat

tgctatggac

Thr Thr

Cys Arg

Lys Pro
40
His Ser

55
Tyr Ser

Phe Cys

10

ctgtctgecet
aaatatttaa
acatcaagat
tattctctca
ggtaatacgc
ggctegggeg
cctggeectgg
ttacccgact
ggagtaatat
atcatcaagg
gacacagcca

tactggggcce

Ser Leu
10

Ser

Ser

Ala
25
Asp

Gln

Gly Thr

Gly Val Pro

Thr Ile
75
Gly

Leu

Gln Gln

52

ctctgggaga
attggtatca
tacactcagg
ccattagcaa
ttccgtacac
gtggtgggte
tggcgececte
atggtgtaag
ggggtagtga
acaactccaa
tttactactg

aaggaacctc

Ser Ala Ser

Ile Ser
30

Leu

Asp

Val Lys

45

Ser Arg Phe

60

Ser Asn Leu

Asn Thr Leu

cagagtcacc
gcagaaacca
agtcccatca
cctggagcaa
gttcggaggg
gggtggeggc
acagagcctg
ctggattcge
aaccacatac
gagccaagtt
tgccaaacat

agtcaccgtc

Leu Gly
15
Lys Tyr

Leu Ile

Ser Gly

Glu Gln
80

Pro Tyr

60

120
180
240
300
360
420
480
540
600
660
720
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[0084] 85 90 95
[0085] Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Thr Gly Gly Gly Gly Ser
[0086] 100 105 110

[0087] Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Glu Val Lys Leu Gln Glu
[0088] 115 120 125

[0089] Ser Gly Pro Gly Leu Val Ala Pro Ser Gln Ser Leu Ser Val Thr Cys
[0090] 130 135 140

[0091] Thr Val Ser Gly Val Ser Leu Pro Asp Tyr Gly Val Ser Trp Ile Arg
[0092] 145 150 155 160
[0093] Gln Pro Pro Arg Lys Gly Leu Glu Trp Leu Gly Val Ile Trp Gly Ser
[0094] 165 170 175
[0095] Glu Thr Thr Tyr Tyr Asn Ser Ala Leu Lys Ser Arg Leu Thr Ile Ile
[0096] 180 185 190

[0097] Lys Asp Asn Ser Lys Ser Gln Val Phe Leu Lys Met Asn Ser Leu Gln
[0098] 195 200 205

[0099] Thr Asp Asp Thr Ala Ile Tyr Tyr Cys Ala Lys His Tyr Tyr Tyr Gly
[0100] 210 215 220

[0101]  Gly Ser Tyr Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr Val
[0102] 225 230 235 240
[0103] Ser Ser

[0104] <210> 7

[0105] <211> 207

[0106] <212> DNA

[0107]  <213> N5

[0108]  <220>

[0109]  <223> A HEHE

[0110]  <400> 7

[0111] accacgacgc cagcgeegeg accaccaaca ccggegeecca ccatcgegte geageceetg 60
[0112] tccetgegee cagaggegtg ccggecageg geggggggeg cagtgecacac gagggggetg 120
[0113] gacttcgeet gtgatatcta catctgggeg ccecttggecg ggacttgtgg ggtecttete 180
[0114] ctgtcactgg ttatcaccct ttactge 207

[0115]  <210> 8

[0116] <211> 69

[0117]  <212> PRT

[0118]  <213> AN LiZF%

[0119]  <220>

[0120]  <223> & EZJk

[0121]  <400> 8

[0122]  Thr Thr Thr Pro Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala
[0123] 1 5 10 15
[0124] Ser Gln Pro Leu Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly
[0125] 20 25 30
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[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]

Gly Ala Val His Thr Arg Gly Leu Asp Phe Ala Cys Asp Ile Tyr Ile

35

40

45

Trp Ala Pro Leu Ala Gly Thr Cys Gly Val Leu Leu Leu Ser Leu Val

50

Ile Thr Leu Tyr Cys

65

<210> 9
<211> 30
<212> DNA
213>
<220>
223>
<400> 9

NLFF5

B HER

55

tccctaggaa gegggtecgg tageggatcet 30

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

213> NP3

220>

<223> HRZ K

<400> 10

Ser Leu Gly Ser Gly Ser Gly Ser Gly Ser

1

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

11
324
DNA

11

5

NLFF5

T RE IR

atgggagtcc aggtggaaac

cagacctgeg

tggtgcacta

cgggacagaa acaagccctt

gaagaagggsg
tatgcctatg
gatgtggage
<210> 12

<211> 108
<212> PRT

ttgcccagat
gtgccactgg

ttctaaaact

213> NP3

220>

<223> HRZ K

catctcceca
caccgggatg
taagtttatg
gagtgtgggt
gcacccagge

ggaa 324

10

ggagacggsgc
cttgaagatg
ctaggcaagc
cagagagcca

atcatcccac

54

60

gcaccttccce
gaaagaaatt
aggaggtgat
aactgactat

cacatgccac

caagcgcgge 60
tgattcctcee 120
ccgaggetgg 180
atctccagat 240
tctegtette 300
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[0168]  <400> 12

[0169] Met Gly Val Gln Val Glu Thr Ile Ser Pro Gly Asp Gly Arg Thr Phe
[0170] 1 5 10 15

[0171]  Pro Lys Arg Gly Gln Thr Cys Val Val His Tyr Thr Gly Met Leu Glu
[0172] 20 25 30

[0173] Asp Gly Lys Lys Phe Asp Ser Ser Arg Asp Arg Asn Lys Pro Phe Lys
[0174] 35 40 45

[0175]  Phe Met Leu Gly Lys Gln Glu Val Ile Arg Gly Trp Glu Glu Gly Val
[0176] 50 55 60

[0177] Ala Gln Met Ser Val Gly Gln Arg Ala Lys Leu Thr Ile Ser Pro Asp
[0178] 65 70 75 80
[0179]  Tyr Ala Tyr Gly Ala Thr Gly His Pro Gly Ile Ile Pro Pro His Ala
[0180] 85 90 95

[0181] Thr Leu Val Phe Asp Val Glu Leu Leu Lys Leu Glu

[0182] 100 105

[0183]  <210> 13

[0184]  <211> 282

[0185]  <212> DNA

[0186]  <213> N TJ¥%i

[0187]  <220>

[0188]  <223> HMNEIHIR

[0189]  <400> 13

[0190] atgatcctct ggcatgagat gtggcatgaa ggcctggaag aggcatctcg tttgtacttt 60
[0191] ggggaaagga acgtgaaagg catgtttgag gtgetggage ccttgecatge tatgatggaa 120
[0192] cggggeccee agactctgaa ggaaacatce tttaatcagg cctatggtcg agatttaatg 180
[0193] gaggcccaag agtggtgcag gaagtacatg aaatcaggga atgtcaagga cctcctccaa 240
[0194]  gcctgggace tctattatca tgtgttccga cgaatctcaa ag 282

[0195]  <210> 14

[0196] <211> 94

[0197]  <212> PRT

[0198] <213> NLF%

[0199]  <220>

[0200]  <223> &M Zk

[0201]  <400> 14

[0202] Met Ile Leu Trp His Glu Met Trp His Glu Gly Leu Glu Glu Ala Ser
[0203] 1 5 10 15

[0204] Arg Leu Tyr Phe Gly Glu Arg Asn Val Lys Gly Met Phe Glu Val Leu
[0205] 20 25 30

[0206] Glu Pro Leu His Ala Met Met Glu Arg Gly Pro Gln Thr Leu Lys Glu
[0207] 35 40 45

[0208] Thr Ser Phe Asn Gln Ala Tyr Gly Arg Asp Leu Met Glu Ala Gln Glu
[0209] 50 55 60
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[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]

Trp Cys Arg Lys Tyr Met Lys Ser Gly Asn Val Lys Asp Leu Leu Gln

65

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

15
30
DNA

15

70
Ala Trp Asp Leu Tyr Tyr His Val Phe Arg Arg Ile Ser Lys

85

NLJF5

B HER

75

90

ggaagcgggt ccggtagegg atcttececta 30

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

16
10
PRT

16

NLFF5

7 ik

Gly Ser Gly Ser Gly Ser Gly Ser Ser Leu

1
210>
211>
212>
213>
220>
223>
400> 17
agagtgaagt

17
336
DNA

tataacgagc
cgggaccctg
gaactgcaga
cggaggggca
tacgacgccce
<210> 18

211> 112

212> PRT
213>
220>
223>

<400> 18

5

NP5

BRE L IR

tcagcaggag
tcaatctagg
agatgggegg

aagataagat

aggggcacga
ttcacatgca

NLFF51

7 ik

cgcagacgcce
acgaagagag
aaagccgaga
ggcggaggcec
tggcctttac

ggccetgecece

10

ccecgegtacce
gagtacgatg
aggaagaacc
tacagtgaga
cagggtctca
cctcge 336

agcagggceca
ttttggacaa
ctcaggaagg
ttgggatgaa

gtacagccac

80

gaaccagctc
gagacgtggce
cctgtacaat
aggcgagege

caaggacacc

Arg Val Lys Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr Gln Gln Gly

56

60

120
180
240
300
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[0252] 1 5 10 15

[0253] Gln Asn Gln Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu Tyr
[0254] 20 25 30

[0255] Asp Val Leu Asp Lys Arg Arg Gly Arg Asp Pro Glu Met Gly Gly Lys
[0256] 35 40 45

[0257] Pro Arg Arg Lys Asn Pro Gln Glu Gly Leu Tyr Asn Glu Leu Gln Lys
[0258] 50 55 60

[0259] Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile Gly Met Lys Gly Glu Arg
[0260] 65 70 75 80

[0261] Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln Gly Leu Ser Thr Ala
[0262] 85 90 95

[0263] Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln Ala Leu Pro Pro Arg
[0264] 100 105 110

[0265]  <210> 19

[0266] <211> 30

[0267]  <212> DNA

[0268]  <213> N TJ¥4i

[0269]  <220>

[0270]  <223> AHEHITIR

[0271]  <400> 19

[0272] tcgegaggaa gegggteegg tageggatet 30

[0273] <210> 20

[0274] <211> 10

[0275]  <212> PRT

[0276] <213> N7

[0277]  <220>

[0278]  <223> & MZfk

[0279]  <400> 20

[0280] Ser Arg Gly Ser Gly Ser Gly Ser Gly Ser

[0281] 1 5 10

[0282] <210> 21

[0283] <211> 708

[0284]  <212> DNA

[0285]  <213> AN T3

[0286]  <220>

[0287]  <223> AHEMLITR

[0288]  <400> 21

[0289] atggtgagca agggcgagga ggataacatg gccatcatca aggagttcat gegettcaag 60
[0290] gtgcacatgg agggctccgt gaacggecac gagttcgaga tcgagggega gggegaggge 120
[0291] cgcccctacg agggecaccca gaccgccaag ctgaaggtga ccaagggtgg ccccctgeee 180
[0292] ttcgeetggg acatcctgte ccctcagtte atgtacgget ccaaggecta cgtgaageac 240
[0293] cccgecgaca tccccgacta cttgaagetg tccttceceg agggettcaa gtgggagcge 300
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[0294] gtgatgaact tcgaggacgg cggegtggtg accgtgacce aggactccte cctgecaggac 360
[0295] ggcgagttca tctacaaggt gaagctgcge ggecaccaact tcccctccga cggeccegta 420
[0296] atgcagaaga agaccatggg ctgggaggee tcctccgage ggatgtacce cgaggacgge 480
[0297] gccctgaagg gcgagatcaa gcagaggctg aagctgaagg acggeggeca ctacgacget 540
[0298] gaggtcaaga ccacctacaa ggccaagaag cccgtgecage tgeccggege ctacaacgte 600
[0299] aacatcaagt tggacatcac ctcccacaac gaggactaca ccatcgtgga acagtacgaa 660
[0300] cgegeecgagg gecgecacte caccggegge atggacgage tgtacaag 708

[0301]  <210> 22

[0302] <211> 236

[0303] <212> PRT

[0304] <213> N TLJ¥4I

[0305]  <220>

[0306]  <223> & ZJik

[0307]  <400> 22

[0308] Met Val Ser Lys Gly Glu Glu Asp Asn Met Ala Ile Ile Lys Glu Phe
[0309] 1 5 10 15

[0310] Met Arg Phe Lys Val His Met Glu Gly Ser Val Asn Gly His Glu Phe
[0311] 20 25 30

[0312] Glu Ile Glu Gly Glu Gly Glu Gly Arg Pro Tyr Glu Gly Thr Gln Thr
[0313] 35 40 45

[0314] Ala Lys Leu Lys Val Thr Lys Gly Gly Pro Leu Pro Phe Ala Trp Asp
[0315] 50 55 60

[0316] Ile Leu Ser Pro GIn Phe Met Tyr Gly Ser Lys Ala Tyr Val Lys His

[0317] 65 70 75 80

[0318] Pro Ala Asp Ile Pro Asp Tyr Leu Lys Leu Ser Phe Pro Glu Gly Phe
[0319] 85 90 95

[0320] Lys Trp Glu Arg Val Met Asn Phe Glu Asp Gly Gly Val Val Thr Val

[0321] 100 105 110

[0322] Thr Gln Asp Ser Ser Leu Gln Asp Gly Glu Phe Ile Tyr Lys Val Lys

[0323] 115 120 125

[0324] Leu Arg Gly Thr Asn Phe Pro Ser Asp Gly Pro Val Met Gln Lys Lys

[0325] 130 135 140

[0326] Thr Met Gly Trp Glu Ala Ser Ser Glu Arg Met Tyr Pro Glu Asp Gly
[0327] 145 150 155 160
[0328] Ala Leu Lys Gly Glu Ile Lys Gln Arg Leu Lys Leu Lys Asp Gly Gly
[0329] 165 170 175

[0330] His Tyr Asp Ala Glu Val Lys Thr Thr Tyr Lys Ala Lys Lys Pro Val

[0331] 180 185 190

[0332] Gln Leu Pro Gly Ala Tyr Asn Val Asn Ile Lys Leu Asp Ile Thr Ser
[0333] 195 200 205

[0334] His Asn Glu Asp Tyr Thr Ile Val Glu Gln Tyr Glu Arg Ala Glu Gly
[0335] 210 215 220

58



CN 110423282 B

FF

5l %R

9/76 T

[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]

Arg His Ser Thr Gly Gly Met Asp Glu Leu Tyr Lys
230

225

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

23
126
DNA

23

NTLFF51

B ER

235

aaacggggea gaaagaaact cctgtatata ttcaaacaac catttatgag accagtacaa 60

actactcaag aggaagatgg ctgtagctge cgatttccag aagaagaaga aggaggatgt 120

gaactg 126
<210> 24

211> 42

<212> PRT
213>
220>
223>

<400> 24

NLFF5

7 ik

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

Pro Glu Glu Glu Glu Gly Gly Cys Glu Leu

35
25
336
DNA

210>
211>
212>
213>
220>
223>
<400> 25

agagtgaagt
tataacgagc
cgggaccctg
gaactgcaga
cggaggggca
tacgacgccce
<210> 26

211> 112

<212> PRT

NLFF51

T RE IR

tcagcaggag
tcaatctagg
agatgggggsg
aagataagat

aggggcacga
ttcacatgca

213> NTIJF4

40

cgcagacgcc
acgaagagag
aaagccgaga
ggcggaggcec
tggcctttac
ggceectgecet

cccgegtaca
gagtacgatg
aggaagaacc
tacagtgaga
cagggtctca
cctcege 336

59

30

agcagggcca
ttttggacaa
ctcaggaagg
ttgggatgaa

gtacagccac

gaaccagctc 60
gagacgtgge 120
cctgtacaat 180
aggcgagege 240

caaggacacc 300
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[0378]  <220>

[0379]  <223> & EiZfik

[0380]  <400> 26

[0381] Arg Val Lys Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr Lys Gln Gly
[0382] 1 5 10 15
[0383] Gln Asn Gln Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu Tyr
[0384] 20 25 30

[0385] Asp Val Leu Asp Lys Arg Arg Gly Arg Asp Pro Glu Met Gly Gly Lys
[0386] 35 40 45

[0387] Pro Arg Arg Lys Asn Pro Gln Glu Gly Leu Tyr Asn Glu Leu Gln Lys
[0388] 50 55 60

[0389] Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile Gly Met Lys Gly Glu Arg
[0390] 65 70 75 80
[0391] Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln Gly Leu Ser Thr Ala
[0392] 85 90 95
[0393] Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln Ala Leu Pro Pro Arg
[0394] 100 105 110

[0395] <210> 27

[0396] <211> 144

[0397]  <212> DNA

[0398]  <213> N TJ¥%4i

[0399] <220>

[0400] <223> &R EZHITA

[0401]  <400> 27

[0402] atgatccatc tgggtcacat cctcttecetg cttttgetee cagtggetge agetcagacg 60
[0403] actccaggag agagatcatc actccctgee ttttaccctg gecacttcagg ctettgttee 120
[0404] ggatgtgggt ccctetetet geeg 144

[0405]  <210> 28

[0406]  <211> 48

[0407]  <212> PRT

[0408]  <213> N TLJ¥4

[0409]  <220>

[0410]  <223> &M Ek

[0411]  <400> 28

[0412] Met Ile His Leu Gly His Ile Leu Phe Leu Leu Leu Leu Pro Val Ala
[0413] 1 5 10 15
[0414] Ala Ala Gln Thr Thr Pro Gly Glu Arg Ser Ser Leu Pro Ala Phe Tyr
[0415] 20 25 30

[0416] Pro Gly Thr Ser Gly Ser Cys Ser Gly Cys Gly Ser Leu Ser Leu Pro
[0417] 35 40 45

[0418] <210> 29

[0419]  <211> 72
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[0420] <212> DNA

[0421]  <213> N5

[0422]  <220>

[0423]  <223> AHEHER

[0424]  <400> 29

[0425] atctacatct gggcgecctt ggeegggact tgtggggtee ttctectgte actggttate 60
[0426] accctttact gc 72

[0427] <210> 30

[0428] <211> 24

[0429]  <212> PRT

[0430]  <213> N TLJ¥4I

[0431]  <220>

[0432]  <223> & EiEfik

[0433]  <400> 30

[0434] Ile Tyr Ile Trp Ala Pro Leu Ala Gly Thr Cys Gly Val Leu Leu Leu

[0435] 1 5 10 15
[0436] Ser Leu Val Ile Thr Leu Tyr Cys
[0437] 20

[0438] <210> 31

[0439] <211> 48

[0440]  <212> DNA

[0441]  <213> NTLF#%

[0442] <220>

[0443]  <223> BRE T

[0444]  <400> 31

[0445] ggttccggea geggatctgg tageggaage gggtcecggta geggatet 48
[0446]  <210> 32

[0447] <211> 16

[0448]  <212> PRT

[0449] <213> NTLF%

[0450] <220>

[0451]  <223> &Rk

[0452]  <400> 32

[0453] Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser Gly Ser
[0454] 1 5 10 15
[0455] <210> 33
[0456] <211> 279
[0457]  <212> DNA
[0458] <213> N4
[0459] <220>

[0460]  <223> &IREZILEE
[0461]  <400> 33

>

X

;S
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[0462] atcctctgge atgagatgtg gcatgaagge ctggaagagg catctcgttt gtactttggg 60
[0463] gaaaggaacg tgaaaggcat gtttgaggtg ctggagccct tgcatgetat gatggaacgg 120
[0464] ggccecccaga ctctgaagga aacatccttt aatcaggect atggtcgaga tttaatggag 180
[0465] gcccaagagt ggtgcaggaa gtacatgaaa tcagggaatg tcaaggacct cctccaagee 240
[0466] tgggacctct attatcatgt gttccgacga atctcaaag 279

[0467]  <210> 34

[0468] <211> 93

[0469]  <212> PRT

[0470]  <213> N TLJ¥4

[0471]  <220>

[0472]  <223> & MZk

[0473]  <400> 34

[0474] 1le Leu Trp His Glu Met Trp His Glu Gly Leu Glu Glu Ala Ser Arg
[0475] 1 5 10 15

[0476] Leu Tyr Phe Gly Glu Arg Asn Val Lys Gly Met Phe Glu Val Leu Glu
[0477] 20 25 30

[0478] Pro Leu His Ala Met Met Glu Arg Gly Pro Gln Thr Leu Lys Glu Thr
[0479] 35 40 45

[0480] Ser Phe Asn Gln Ala Tyr Gly Arg Asp Leu Met Glu Ala Gln Glu Trp
[0481] 50 55 60

[0482] Cys Arg Lys Tyr Met Lys Ser Gly Asn Val Lys Asp Leu Leu Gln Ala
[0483] 65 70 75 80

[0484] Trp Asp Leu Tyr Tyr His Val Phe Arg Arg Ile Ser Lys

[0485] 85 90

[0486]  <210> 35

[0487]  <211> 1857

[0488]  <212> DNA

[0489]  <213> N5

[0490]  <220>

[0491]  <223> HMEFIR

[0492]  <400> 35

[0493] atgccagacc ccgeggegea tctgecctte ttctacggea geatctegeg tgecgaggee 60
[0494] gaggagcacc tgaagctgge gggeatggeg gacgggetcet tcetgetgeg ccagtgectg 120
[0495] cgctegetgg geggetatgt getgtegete gtgecacgatg tgegetteca ccactttece 180
[0496] atcgagcgee agctcaacgg cacctacgece attgecggeg gecaaagegea ctgtggaccg 240
[0497] gcagagctct gegagttcta ctcgegegac cccgacggge tgecctgecaa cctgegecaag 300
[0498] ccgtgcaacc ggeegteggg cctegagecg cagecgggge tettegactg cetgegagac 360
[0499] gccatggtge gtgactacgt gegeccagacg tggaagetgg agggegagge cctggageag 420
[0500] gccatcatca gccaggecce gecaagtggag aagctcattg ctacgacgge ccacgagegg 480
[0501] atgccetggt accacagecag cctgacgegt gaggaggecg agegecaaact ttactctggg 540
[0502] gcgecagaccg acggecaagtt cctgetgagg ccgeggaagg agcagggceac atacgeccetg 600
[0503] tccectcatet atgggaagac ggtgtaccac tacctcatca gccaagacaa ggegggceaag 660
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[0504] tactgcattc ccgagggcac caagtttgac acgctctgge agetggtgga gtatctgaag 720
[0505] ctgaaggcgg acgggetcat ctactgectg aaggaggect geccccaacag cagtgecage 780
[0506] aacgcctcag gggetgetge tcccacactc ccageccace catccacgtt gactcatcct 840
[0507] cagagacgaa tcgacaccct caactcagat ggatacaccc ctgagccage acgcataacg 900
[0508] tccccagaca aaccgeggee gatgeccatg gacacgageg tgtatgagag cccctacage 960
[0509] gacccagagg agctcaagga caagaagctc ttcctgaage gegataacct cctcataget 1020
[0510] gacattgaac ttggctgegg caactttgge tcagtgegee agggegtgta cegeatgege 1080
[0511] aagaagcaga tcgacgtgge catcaaggtg ctgaagcagg gcacggagaa ggcagacacg 1140
[0512] gaagagatga tgcgcgagge gcagatcatg caccagetgg acaaccccta catcgtgegg 1200
[0513] ctcattggeg tctgecagge cgaggeccte atgetggtca tggagatgge tgggggeggg 1260
[0514] ccgctgecaca agttcctggt cggcaagagg gaggagatcc ctgtgagcaa tgtggecgag 1320
[0515] ctgetgeace aggtgtccat ggggatgaag tacctggagg agaagaactt tgtgcaccgt 1380
[0516] gacctggcgg cccgeaacgt cetgetggtt aaccggeact acgeccaagat cagegacttt 1440
[0517] ggccteteca aagcactggg tgecgacgac agetactaca ctgeccgete agcagggaag 1500
[0518] tggececgeteca agtggtacge acccgaatge atcaacttce gecaagttctce cagecgecage 1560
[0519] gatgtctgga gectatggggt caccatgtgg gaggecttgt cctacggeca gaagecctac 1620
[0520] aagaagatga aagggccgga ggtcatggec ttcatcgage agggcaageg gatggagtge 1680
[0521] ccaccagagt gtccacccga actgtacgeca ctcatgagtg actgetggat ctacaagtgg 1740
[0522] gaggatcgee ccgacttcct gaccgtggag cagcecgecatge gagectgtta ctacagectg 1800
[0523] gccagcaagg tggaagggcc cccaggeage acacagaagg ctgaggetge ctgtgee 1857
[0524] <210> 36

[0525] <211> 619

[0526] <212> PRT

[0527]  <213> N5

[0528]  <220>

[0529]  <223> & EZ ik

[0530]  <400> 36

[0531] Met Pro Asp Pro Ala Ala His Leu Pro Phe Phe Tyr Gly Ser Ile Ser

[0532] 1 5 10 15

[0533] Arg Ala Glu Ala Glu Glu His Leu Lys Leu Ala Gly Met Ala Asp Gly

[0534] 20 25 30

[0535] Leu Phe Leu Leu Arg Gln Cys Leu Arg Ser Leu Gly Gly Tyr Val Leu

[0536] 35 40 45

[0537] Ser Leu Val His Asp Val Arg Phe His His Phe Pro Ile Glu Arg Gln

[0538] 50 55 60

[0539] Leu Asn Gly Thr Tyr Ala Ile Ala Gly Gly Lys Ala His Cys Gly Pro

[0540] 65 70 75 80

[0541] Ala Glu Leu Cys Glu Phe Tyr Ser Arg Asp Pro Asp Gly Leu Pro Cys

[0542] 85 90 95

[0543] Asn Leu Arg Lys Pro Cys Asn Arg Pro Ser Gly Leu Glu Pro Gln Pro

[0544] 100 105 110

[0545] Gly Val Phe Asp Cys Leu Arg Asp Ala Met Val Arg Asp Tyr Val Arg
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[0546] 115 120 125

[0547] Gln Thr Trp Lys Leu Glu Gly Glu Ala Leu Glu Gln Ala Ile Ile Ser
[0548] 130 135 140

[0549] Gln Ala Pro Gln Val Glu Lys Leu Ile Ala Thr Thr Ala His Glu Arg
[0550] 145 150 155 160
[0551] Met Pro Trp Tyr His Ser Ser Leu Thr Arg Glu Glu Ala Glu Arg Lys
[0552] 165 170 175
[0553] Leu Tyr Ser Gly Ala Gln Thr Asp Gly Lys Phe Leu Leu Arg Pro Arg
[0554] 180 185 190

[0555] Lys Glu Gln Gly Thr Tyr Ala Leu Ser Leu Ile Tyr Gly Lys Thr Val
[0556] 195 200 205

[0557] Tyr His Tyr Leu Ile Ser Gln Asp Lys Ala Gly Lys Tyr Cys Ile Pro
[0558] 210 215 220

[0559] Glu Gly Thr Lys Phe Asp Thr Leu Trp Gln Leu Val Glu Tyr Leu Lys
[0560] 225 230 235 240
[0561] Leu Lys Ala Asp Gly Leu Ile Tyr Cys Leu Lys Glu Ala Cys Pro Asn
[0562] 245 250 255
[0563] Ser Ser Ala Ser Asn Ala Ser Gly Ala Ala Ala Pro Thr Leu Pro Ala
[0564] 260 265 270

[0565] His Pro Ser Thr Leu Thr His Pro Gln Arg Arg Ile Asp Thr Leu Asn
[0566] 275 280 285

[0567] Ser Asp Gly Tyr Thr Pro Glu Pro Ala Arg Ile Thr Ser Pro Asp Lys
[0568] 290 295 300

[0569] Pro Arg Pro Met Pro Met Asp Thr Ser Val Tyr Glu Ser Pro Tyr Ser
[0570] 305 310 315 320
[0571] Asp Pro Glu Glu Leu Lys Asp Lys Lys Leu Phe Leu Lys Arg Asp Asn
[0572] 325 330 335
[0573] Leu Leu Ile Ala Asp Ile Glu Leu Gly Cys Gly Asn Phe Gly Ser Val
[0574] 340 345 350

[0575] Arg Gln Gly Val Tyr Arg Met Arg Lys Lys Gln Ile Asp Val Ala Ile
[0576] 355 360 365

[0577] Lys Val Leu Lys Gln Gly Thr Glu Lys Ala Asp Thr Glu Glu Met Met
[0578] 370 375 380

[0579] Arg Glu Ala Gln Ile Met His Gln Leu Asp Asn Pro Tyr Ile Val Arg
[0580] 385 390 395 400
[0581] Leu Ile Gly Val Cys Gln Ala Glu Ala Leu Met Leu Val Met Glu Met
[0582] 405 410 415
[0583] Ala Gly Gly Gly Pro Leu His Lys Phe Leu Val Gly Lys Arg Glu Glu
[0584] 420 425 430

[0585] Ile Pro Val Ser Asn Val Ala Glu Leu Leu His Gln Val Ser Met Gly
[0586] 435 440 445

[0587] Met Lys Tyr Leu Glu Glu Lys Asn Phe Val His Arg Asp Leu Ala Ala
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[0588] 450 455 460

[0589] Arg Asn Val Leu Leu Val Asn Arg His Tyr Ala Lys Ile Ser Asp Phe
[0590] 465 470 475 480
[0591] Gly Leu Ser Lys Ala Leu Gly Ala Asp Asp Ser Tyr Tyr Thr Ala Arg
[0592] 485 490 495
[0593] Ser Ala Gly Lys Trp Pro Leu Lys Trp Tyr Ala Pro Glu Cys Ile Asn
[0594] 500 505 510

[0595] Phe Arg Lys Phe Ser Ser Arg Ser Asp Val Trp Ser Tyr Gly Val Thr
[0596] 515 520 525

[0597] Met Trp Glu Ala Leu Ser Tyr Gly Gln Lys Pro Tyr Lys Lys Met Lys
[0598] 530 535 540

[0599] Gly Pro Glu Val Met Ala Phe Ile Glu Gln Gly Lys Arg Met Glu Cys
[0600] 545 550 555 560
[0601] Pro Pro Glu Cys Pro Pro Glu Leu Tyr Ala Leu Met Ser Asp Cys Trp
[0602] 565 570 575
[0603] Ile Tyr Lys Trp Glu Asp Arg Pro Asp Phe Leu Thr Val Glu Gln Arg
[0604] 580 585 590

[0605] Met Arg Ala Cys Tyr Tyr Ser Leu Ala Ser Lys Val Glu Gly Pro Pro
[0606] 595 600 605

[0607] Gly Ser Thr Gln Lys Ala Glu Ala Ala Cys Ala

[0608] 610 615

[0609]  <210> 37

[0610] <211> 5

[0611]  <212> PRT

[0612] <213> N7

[0613]  <220>

[0614]  <223> & ZNK

[0615]  <220>

[0616] <221> EE

[0617]  <222> (1) .. ()

[0618]  <223> ZIXimHh ) F IR A LAE En ik, Horbn & £/0 1R 8%

[0619]  <400> 37

[0620] Gly Ser Gly Gly Ser

[0621] 1 5

[0622] <210> 38

[0623] <211> 4

[0624]  <212> PRT

[0625] <213> N7

[0626]  <220>

[0627]  <223> & ELE L

[0628]  <220>

[0629] <221> EE
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[0630]
[0631]
[0632]
[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]
[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]

222> (1) ..

223> ZIX I R MR AT LA Rn i, Hhn @ 20 8 TR R

<400> 38

Gly Gly Gly Ser
1

<210> 39

211> 4

<212> PRT

213> NLF%

220>

223> GRZE K

<400> 39

Gly Gly Ser Gly
1

<210> 40

211> 5

<212> PRT

213> NLF4

220>

223> GHZ K

<400> 40

Gly Gly Ser Gly Gly

1
<210> 41

211> 5

<212> PRT
213> NTFE%
<220>

223> HHZIK
<400> 41

Gly Ser Gly Ser Gly

1
<210> 42

211> 5

<212> PRT
213> NTLFF%)
<220>

223> HHZIK
<400> 42

Gly Ser Gly Gly Gly

1
<210> 43
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[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]
[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]
[0713]

211> 5

<212> PRT

213> NP5
<220>

223> HHZIK
<400> 43

Gly Gly Gly Ser Gly
1 5
<210> 44

211> 5

<212> PRT

213> NTJF%1
<220>

223> A E K
<400> 44

Gly Ser Ser Ser Gly
1 5
<210> 45

211> 5

<212> PRT

213> NLF4
<220>

223> A E K
<400> 45

Asp Lys Thr His Thr
1 5
<210> 46

211> 4

<212> PRT

213> NP4
<220>

223> HLZ K
<400> 46

Cys Pro Pro Cys

1

<210> 47

211> 15

<212> PRT

213> NP3
<220>

223> BRI K
<400> 47
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[0714] Cys Pro Glu Pro Lys Ser Cys Asp Thr Pro Pro Pro Cys Pro Arg
[0715] 1 5 10 15
[0716] <210> 48

[0717]  <211> 12

[0718]  <212> PRT

[0719] <213> ANTL%

[0720]  <220>

[0721]  <223> & RZIk

[0722]  <400> 48

[0723] Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr
[0724] 1 5 10
[0725]  <210> 49

[0726] <211> 10

[0727]  <212> PRT

[0728] <213> N T4

[0729] <220>

[0730]  <223> & RZIk

[0731]  <400> 49

[0732] Lys Ser Cys Asp Lys Thr His Thr Cys Pro
[0733] 1 5 10
[0734] <210> 50

[0735] <211> 7

[0736] <212> PRT

[0737]  <213> N T4

[0738] <220>

[0739]  <223> Ak

[0740]  <400> 50

[0741] Lys Cys Cys Val Asp Cys Pro

[0742] 1 5

[0743] <210> 51

[0744] <211> 7

[0745]  <212> PRT

[0746] <213> N4

[0747]  <220>

[0748]  <223> & RZNK

[0749]  <400> 51

[0750] Lys Tyr Gly Pro Pro Cys Pro

[0751] 1 5

[0752] <210> 52

[0753] <211> 15

[0754]  <212> PRT

[0755]  <213> N L4
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[0756]  <220>

[0757]  <223> & MZhk

[0758]  <400> 52

[0759] Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Pro
[0760] 1 5 10 15
[0761]  <210> 53

[0762] <211> 12

[0763] <212> PRT

[0764] <213> AL

[0765]  <220>

[0766]  <223> A HZ K

[0767]  <400> 53

[0768] Glu Arg Lys Cys Cys Val Glu Cys Pro Pro Cys Pro

[0769] 1 5 10

[0770]  <210> 54

[07711  <211> 17

[0772]  <212> PRT

[0773]  <213> ANTLF4

[0774]  <220>

[0775]  <223> &Nk

[0776]  <400> 54

[0777] Glu Leu Lys Thr Pro Leu Gly Asp Thr Thr His Thr Cys Pro Arg Cys
[0778] 1 5 10 15
[0779]  Pro

[0780] <210> 55

[0781] <211> 12

[0782] <212> PRT

[0783]  <213> AT

[0784] <220

[0785]  <223> A MZHk

[0786]  <400> 55

[0787] Ser Pro Asn Met Val Pro His Ala His His Ala Gln

[0788] 1 5 10

[0789] <210> 56

[0790] <211> 45

[0791]  <212> PRT

[0792] <213> ANLF4|

[0793]  <220>

[0794]  <223> AZHk

[0795]  <400> 56

[0796] Thr Thr Thr Pro Ala Pro Arg Pro Pro Thr Pro Ala Pro Thr Ile Ala
[07971 1 5 10 15
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[0798] Ser Gln Pro Leu Ser Leu Arg Pro Glu Ala Cys Arg Pro Ala Ala Gly

[0799] 20 25 30
[0800] Gly Ala Val His Thr Arg Gly Leu Asp Phe Ala Cys Asp
[0801] 35 40 45

[0802] <210> 57

[0803] <211> 23

[0804] <212> PRT

[0805] <213> NTLFF%

[0806]  <220>

[0807] <223> ANk

[0808]  <400> 57

[0809] Leu Gly Leu Leu Val Ala Gly Val Leu Val Leu Leu Val Ser Leu Gly

[0810] 1 5 10 15
[0811] Val Ala Ile His Leu Cys Cys
[0812] 20

[0813] <210> 58

[0814] <211> 25

[0815]  <212> PRT

[0816] <213> NTLF%

[0817]  <220>

[0818] <223> ANk

[0819]  <400> 58

[0820] Ala Leu Ile Val Leu Gly Gly Val Ala Gly Leu Leu Leu Phe Ile Gly

[0821] 1 5 10 15
[0822] Leu Gly Ile Phe Phe Cys Val Arg Cys
[0823] 20 25

[0824] <210> 59

[0825] <211> 23

[0826]  <212> PRT

[0827] <213> NTLFF%

[0828]  <220>

[0829]  <223> ANk

[0830]  <400> 59

[0831] Leu Cys Tyr Leu Leu Asp Gly Ile Leu Phe Ile Tyr Gly Val Ile Leu

[0832] 1 5 10 15
[0833] Thr Ala Leu Phe Leu Arg Val
[0834] 20

[0835] <210> 60
[0836] <211> 26
[0837] <212> PRT
[0838] <213> NTLFF%
[0839] <220>
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[0840]
[0841]
[0842]
[0843]
[0844]
[0845]
[0846]
[0847]
[0848]
[0849]
[0850]
[0851]
[0852]
[0853]
[0854]
[0855]
[0856]
[0857]
[0858]
[0859]
[0860]
[0861]
[0862]
[0863]
[0864]
[0865]
[0866]
[0867]
[0868]
[0869]
[0870]
[0871]
[0872]
[0873]
[0874]
[0875]
[0876]
[0877]
[0878]
[0879]
[0880]
[0881]

<223> G HLZ K

<400> 60
Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu Leu
1 5 10 15
Val Thr Val Ala Phe Ile Ile Phe Trp Val
20 25
<210> 61
211> 26
<212> PRT
213> N3
220>
223> BHE K
<400> 61
Val Ala Ala Ile Leu Gly Leu Gly Leu Val Leu Gly Leu Leu Gly Pro
1 5 10 15
Leu Ala Ile Leu Leu Ala Leu Tyr Leu Leu
20 25
<210> 62
211> 24
<212> PRT
213> N3
220>
223> BHE MK
<400> 62
Ala Leu Pro Ala Ala Leu Ala Val Ile Ser Phe Leu Leu Gly Leu Gly
1 5 10 15
Leu Gly Val Ala Cys Val Leu Ala
20
<210> 63
211> 44
<212> PRT
213> N3
220>
223> BHE MK
<400> 63
Phe Trp Val Arg Ser Lys Arg Ser Arg Leu Leu His Ser Asp Tyr Met
1 5 10 15
Asn Met Thr Pro Arg Arg Pro Gly Pro Thr Arg Lys His Tyr Gln Pro
20 25 30
Tyr Ala Pro Pro Arg Asp Phe Ala Ala Tyr Arg Ser
35 40
<210> 64
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[0882] <211> 35

[0883]  <212> PRT

[0884]  <213> AN T4

[0885]  <220>

[0886]  <223> AHLEML

[0887]  <400> 64

[0888] Thr Lys Lys Lys Tyr Ser Ser Ser Val His Asp Pro Asn Gly Glu Tyr

[0889] 1 5 10 15
[0890] Met Phe Met Arg Ala Val Asn Thr Ala Lys Lys Ser Arg Leu Thr Asp
[0891] 20 25 30

[0892] Val Thr Leu

[0893] 35

[0894] <210> 65

[0895] <211> 37

[0896]  <212> PRT

[0897] <213> ANTLF%

[0898]  <220>

[0899]  <223> & ZE Ak

[0900]  <400> 65

[0901] Arg Arg Asp Gln Arg Leu Pro Pro Asp Ala His Lys Pro Pro Gly Gly

[0902] 1 5 10 15
[0903] Gly Ser Phe Arg Thr Pro Ile Gln Glu Glu Gln Ala Asp Ala His Ser
[0904] 20 25 30

[0905] Thr Leu Ala Lys Ile

[0906] 35

[0907] <210> 66

[0908] <211> 114

[0909] <212> PRT

[0910] <213> ANTLF%

[0911]  <220>

[0912]  <223> &Lk

[0913]  <400> 66

[0914] Cys Cys Leu Arg Arg His Gln Gly Lys Gln Asn Glu Leu Ser Asp Thr

[0915] 1 5 10 15
[0916] Ala Gly Arg Glu Ile Asn Leu Val Asp Ala His Leu Lys Ser Glu Gln
[0917] 20 25 30

[0918] Thr Glu Ala Ser Thr Arg Gln Asn Ser Gln Val Leu Leu Ser Glu Thr
[0919] 35 40 45

[0920] Gly Ile Tyr Asp Asn Asp Pro Asp Leu Cys Phe Arg Met Gln Glu Gly
[0921] 50 55 60

[0922] Ser Glu Val Tyr Ser Asn Pro Cys Leu Glu Glu Asn Lys Pro Gly Ile
[0923] 65 70 75 80
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[0924]
[0925]
[0926]
[0927]
[0928]
[0929]
[0930]
[0931]
[0932]
[0933]
[0934]
[0935]
[0936]
[0937]
[0938]
[0939]
[0940]
[0941]
[0942]
[0943]
[0944]
[0945]
[0946]
[0947]
[0948]
[0949]
[0950]
[0951]
[0952]
[0953]
[0954]
[0955]
[0956]
[0957]
[0958]
[0959]
[0960]
[0961]
[0962]
[0963]
[0964]
[0965]

Val Tyr Ala Ser Leu Asn His Ser Val Ile Gly Pro Asn Ser Arg Leu

85 90 95
Ala Arg Asn Val Lys Glu Ala Pro Thr Glu Tyr Ala Ser Ile Cys Val
100 105 110
Arg Ser
<210> 67
<211> 49
<212> PRT
213> NTLF%)
220>
223> HHZ AL
<400> 67
His Gln Arg Arg Lys Tyr Arg Ser Asn Lys Gly Glu Ser Pro Val Glu
1 5 10 15
Pro Ala Glu Pro Cys Arg Tyr Ser Cys Pro Arg Glu Glu Glu Gly Ser
20 25 30
Thr Ile Pro Ile Gln Glu Asp Tyr Arg Lys Pro Glu Pro Ala Cys Ser
35 40 45
Pro
<210> 68
211> 187
<212> PRT
213> NTF3
220>
223> BHLE MK
<400> 68
Arg Arg Ala Cys Arg Lys Arg Ile Arg Gln Lys Leu His Leu Cys Tyr
1 5 10 15
Pro Val Gln Thr Ser Gln Pro Lys Leu Glu Leu Val Asp Ser Arg Pro
20 25 30
Arg Arg Ser Ser Thr Gln Leu Arg Ser Gly Ala Ser Val Thr Glu Pro
35 40 45
Val Ala Glu Glu Arg Gly Leu Met Ser Gln Pro Leu Met Glu Thr Cys
50 55 60
His Ser Val Gly Ala Ala Tyr Leu Glu Ser Leu Pro Leu Gln Asp Ala
65 70 75 80
Ser Pro Ala Gly Gly Pro Ser Ser Pro Arg Asp Leu Pro Glu Pro Arg
85 90 95
Val Ser Thr Glu His Thr Asn Asn Lys Ile Glu Lys Ile Tyr Ile Met
100 105 110
Lys Ala Asp Thr Val Ile Val Gly Thr Val Lys Ala Glu Leu Pro Glu
115 120 125

73



CN 110423282 B Fo5l & 24/76 T
[0966] Gly Arg Gly Leu Ala Gly Pro Ala Glu Pro Glu Leu Glu Glu Glu Leu
[0967] 130 135 140

[0968] Glu Ala Asp His Thr Pro His Tyr Pro Glu Gln Glu Thr Glu Pro Pro
[0969] 145 150 155 160
[0970] Leu Gly Ser Cys Ser Asp Val Met Leu Ser Val Glu Glu Glu Gly Lys
[0971] 165 170 175
[0972] Glu Asp Pro Leu Pro Thr Ala Ala Ser Gly Lys

[0973] 180 185

[0974]  <210> 69

[0975] <211> 54

[0976]  <212> PRT

[0977]  <213> N3

[0978]  <220>

[0979]  <223> & MZJk

[0980]  <400> 69

[0981] His Ile Trp Gln Leu Arg Ser Gln Cys Met Trp Pro Arg Glu Thr Gln
[0982] 1 5 10 15
[0983] Leu Leu Leu Glu Val Pro Pro Ser Thr Glu Asp Ala Arg Ser Cys Gln
[0984] 20 25 30

[0985] Phe Pro Glu Glu Glu Arg Gly Glu Arg Ser Ala Glu Glu Lys Gly Arg
[0986] 35 40 45

[0987] Leu Gly Asp Leu Trp Val

[0988] 50

[0989] <210> 70

[0990] <211> 60

[0991]  <212> PRT

[0992] <213> N7

[0993]  <220>

[0994]  <223> A ELE MK

[0995]  <400> 70

[0996] Cys Val Lys Arg Arg Lys Pro Arg Gly Asp Val Val Lys Val Ile Val
[0997] 1 5 10 15
[0998] Ser Val Gln Arg Lys Arg Gln Glu Ala Glu Gly Glu Ala Thr Val Ile
[0999] 20 25 30

[1000] Glu Ala Leu Gln Ala Pro Pro Asp Val Thr Thr Val Ala Val Glu Glu
[1001] 35 40 45

[1002] Thr Ile Pro Ser Phe Thr Gly Arg Ser Pro Asn His

[1003] 50 55 60

[1004] <210> 71

[1005] <211> 292

[1006]  <212> PRT

[1007] <213> ANTJF%
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[1008]  <220>

[1009]  <223> & mZ ik

[1010]  <400> 71

[1011]  Leu Glu Glu Ser Val Ala Leu Arg Ile Ile Thr Glu Gly Ala Ser Ile
[1012] 1 5 10 15
[1013] Leu Arg Gln Glu Lys Asn Leu Leu Asp Ile Asp Ala Pro Val Thr Val
[1014] 20 25 30

[1015] Cys Gly Asp Ile His Gly Gln Phe Phe Asp Leu Met Lys Leu Phe Glu
[1016] 35 40 45

[1017] Val Gly Gly Ser Pro Ala Asn Thr Arg Tyr Leu Phe Leu Gly Asp Tyr
[1018] 50 55 60

[1019]  Val Asp Arg Gly Tyr Phe Ser Ile Glu Cys Val Leu Tyr Leu Trp Ala
[1020] 65 70 75 80
[1021] Leu Lys Ile Leu Tyr Pro Lys Thr Leu Phe Leu Leu Arg Gly Asn His
[1022] 85 90 95
[1023]  Glu Cys Arg His Leu Thr Glu Tyr Phe Thr Phe Lys Gln Glu Cys Lys
[1024] 100 105 110

[1025] Ile Lys Tyr Ser Glu Arg Val Tyr Asp Ala Cys Met Asp Ala Phe Asp
[1026] 115 120 125

[1027] Cys Leu Pro Leu Ala Ala Leu Met Asn Gln Gln Phe Leu Cys Val His
[1028] 130 135 140

[1029] Gly Gly Leu Ser Pro Glu Ile Asn Thr Leu Asp Asp Ile Arg Lys Leu
[1030] 145 150 155 160
[1031] Asp Arg Phe Lys Glu Pro Pro Ala Tyr Gly Pro Met Cys Asp Ile Leu
[1032] 165 170 175
[1033] Trp Ser Asp Pro Leu Glu Asp Phe Gly Asn Glu Lys Thr Gln Glu His
[1034] 180 185 190

[1035] Phe Thr His Asn Thr Val Arg Gly Cys Ser Tyr Phe Tyr Ser Tyr Pro
[1036] 195 200 205

[1037] Ala Val Cys Glu Phe Leu Gln His Asn Asn Leu Leu Ser Ile Leu Arg
[1038] 210 215 220

[1039] Ala His Glu Ala Gln Asp Ala Gly Tyr Arg Met Tyr Arg Lys Ser Gln
[1040] 225 230 235 240
[1041] Thr Thr Gly Phe Pro Ser Leu Ile Thr Ile Phe Ser Ala Pro Asn Tyr
[1042] 245 250 255
[1043] Leu Asp Val Tyr Asn Asn Lys Ala Ala Val Leu Lys Tyr Glu Asn Asn
[1044] 260 265 270

[1045] Val Met Asn Ile Arg Gln Phe Asn Cys Ser Pro His Pro Tyr Trp Leu
[1046] 275 280 285

[1047]  Pro Asn Phe Met

[1048] 290

[1049] <210> 72
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[1050] <211> 165

[1051] <212> PRT

[1052] <213> ANTJF%

[1053]  <220>

[1054]  <223> & ZNk

[1055]  <400> 72

[1056] Met Val Asn Pro Thr Val Phe Phe Asp Ile Ala Val Asp Gly Glu Pro
(10571 1 5 10 15
[1058] Leu Gly Arg Val Ser Phe Glu Leu Phe Ala Asp Lys Val Pro Lys Thr
[1059] 20 25 30

[1060] Ala Glu Asn Phe Arg Ala Leu Ser Thr Gly Glu Lys Gly Phe Gly Tyr
[1061] 35 40 45

[1062] Lys Gly Ser Cys Phe His Arg Ile Ile Pro Gly Phe Met Cys Gln Gly
[1063] 50 55 60

[1064] Gly Asp Phe Thr Arg His Asn Gly Thr Gly Gly Lys Ser Ile Tyr Gly
[1065] 65 70 75 80
[1066] Glu Lys Phe Glu Asp Glu Asn Phe Ile Leu Lys His Thr Gly Pro Gly
[1067] 85 90 95
[1068] Ile Leu Ser Met Ala Asn Ala Gly Pro Asn Thr Asn Gly Ser Gln Phe
[1069] 100 105 110

[1070] Phe Ile Cys Thr Ala Lys Thr Glu Trp Leu Asp Gly Lys His Val Val
[1071] 115 120 125

[1072]  Phe Gly Lys Val Lys Glu Gly Met Asn Ile Val Glu Ala Met Glu Arg
[1073] 130 135 140

[1074]  Phe Gly Ser Arg Asn Gly Lys Thr Ser Lys Lys Ile Thr Ile Ala Asp
[1075] 145 150 155 160
[1076] Cys Gly Gln Leu Glu

[1077] 165

[1078] <210> 73

[1079] <211> 804

[1080]  <212> PRT

[1081]  <213> N7

[1082] <220>

[1083]  <223> HHLE ML

[1084]  <400> 73

[1085] Met Ser Asn Ser Tyr Asp Ser Ser Ser Ile Lys Val Leu Lys Gly Leu
[1086] 1 5 10 15
[1087] Asp Ala Val Arg Lys Arg Pro Gly Met Tyr Ile Gly Asp Thr Asp Asp
[1088] 20 25 30

[1089] Gly Thr Gly Leu His His Met Val Phe Glu Val Val Asp Asn Ala Ile
[1090] 35 40 45

[1091] Asp Glu Ala Leu Ala Gly His Cys Lys Glu Ile Ile Val Thr Ile His
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[1092] 50 55 60

[1093] Ala Asp Asn Ser Val Ser Val Gln Asp Asp Gly Arg Gly Ile Pro Thr
[1094] 65 70 75 80
[1095] Gly Ile His Pro Glu Glu Gly Val Ser Ala Ala Glu Val Ile Met Thr
[1096] 85 90 95
[1097] Val Leu His Ala Gly Gly Lys Phe Asp Asp Asn Ser Tyr Lys Val Ser
[1098] 100 105 110

[1099] Gly Gly Leu His Gly Val Gly Val Ser Val Val Asn Ala Leu Ser Gln
[1100] 115 120 125

[1101] Lys Leu Glu Leu Val Ile Gln Arg Glu Gly Lys Ile His Arg Gln Ile
[1102] 130 135 140

[1103] Tyr Glu His Gly Val Pro Gln Ala Pro Leu Ala Val Thr Gly Glu Thr
[1104] 145 150 155 160
[1105]  Glu Lys Thr Gly Thr Met Val Arg Phe Trp Pro Ser Leu Glu Thr Phe
[1106] 165 170 175
[1107] Thr Asn Val Thr Glu Phe Glu Tyr Glu Ile Leu Ala Lys Arg Leu Arg
[1108] 180 185 190

[1109] Glu Leu Ser Phe Leu Asn Ser Gly Val Ser Ile Arg Leu Arg Asp Lys
[1110] 195 200 205

[1111]  Arg Asp Gly Lys Glu Asp His Phe His Tyr Glu Gly Gly Ile Lys Ala
[1112] 210 215 220

[1113]  Phe Val Glu Tyr Leu Asn Lys Asn Lys Thr Pro Ile His Pro Asn Ile
[1114] 225 230 235 240
[1115]  Phe Tyr Phe Ser Thr Glu Lys Asp Gly Ile Gly Val Glu Val Ala Leu
[1116] 245 250 255
[1117]  Gln Trp Asn Asp Gly Phe Gln Glu Asn Ile Tyr Cys Phe Thr Asn Asn
[1118] 260 265 270

[1119] Ile Pro Gln Arg Asp Gly Gly Thr His Leu Ala Gly Phe Arg Ala Ala
[1120] 275 280 285

[1121] Met Thr Arg Thr Leu Asn Ala Tyr Met Asp Lys Glu Gly Tyr Ser Lys
[1122] 290 295 300

[1123] Lys Ala Lys Val Ser Ala Thr Gly Asp Asp Ala Arg Glu Gly Leu Ile
[1124] 305 310 315 320
[1125] Ala Val Val Ser Val Lys Val Pro Asp Pro Lys Phe Ser Ser Gln Thr
[1126] 325 330 335
[1127] Lys Asp Lys Leu Val Ser Ser Glu Val Lys Ser Ala Val Glu Gln Gln
[1128] 340 345 350

[1129] Met Asn Glu Leu Leu Ala Glu Tyr Leu Leu Glu Asn Pro Thr Asp Ala
[1130] 355 360 365

[1131] Lys Ile Val Val Gly Lys Ile Ile Asp Ala Ala Arg Ala Arg Glu Ala
[1132] 370 375 380

[1133] Ala Arg Arg Ala Arg Glu Met Thr Arg Arg Lys Gly Ala Leu Asp Leu
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[1134] 385 390 395 400
[1135] Ala Gly Leu Pro Gly Lys Leu Ala Asp Cys Gln Glu Arg Asp Pro Ala
[1136] 405 410 415
[1137] Leu Ser Glu Leu Tyr Leu Val Glu Gly Asp Ser Ala Gly Gly Ser Ala
[1138] 420 425 430

[1139] Lys Gln Gly Arg Asn Arg Lys Asn Gln Ala Ile Leu Pro Leu Lys Gly
[1140] 435 440 445

[1141] Lys Ile Leu Asn Val Glu Lys Ala Arg Phe Asp Lys Met Leu Ser Ser
[1142] 450 455 460

[1143] Gln Glu Val Ala Thr Leu Ile Thr Ala Leu Gly Cys Gly Ile Gly Arg
[1144] 465 470 475 480
[1145]  Asp Glu Tyr Asn Pro Asp Lys Leu Arg Tyr His Ser Ile Ile Ile Met
[1146] 485 490 495
[1147] Thr Asp Ala Asp Val Asp Gly Ser His Ile Arg Thr Leu Leu Leu Thr
[1148] 500 505 510

[1149]  Phe Phe Tyr Arg Gln Met Pro Glu Ile Val Glu Arg Gly His Val Tyr
[1150] 515 520 525

[1151] Ile Ala Gln Pro Pro Leu Tyr Lys Val Lys Lys Gly Lys Gln Glu Gln
[1152] 530 535 540

[1153] Tyr Ile Lys Asp Asp Glu Ala Met Asp Gln Tyr Gln Ile Ser Ile Ala
[1154] 545 550 555 560
[1155] Leu Asp Gly Ala Thr Leu His Thr Asn Ala Ser Ala Pro Ala Leu Ala
[1156] 565 570 575
[1157]  Gly Glu Ala Leu Glu Lys Leu Val Ser Glu Tyr Asn Ala Thr Gln Lys
[1158] 580 585 590

[1159] Met Ile Asn Arg Met Glu Arg Arg Tyr Pro Lys Ala Met Leu Lys Glu
[1160] 595 600 605

[1161] Leu Ile Tyr Gln Pro Thr Leu Thr Glu Ala Asp Leu Ser Asp Glu Gln
[1162] 610 615 620

[1163] Thr Val Thr Arg Trp Val Asn Ala Leu Val Ser Glu Leu Asn Asp Lys
[1164] 625 630 635 640
[1165] Glu Gln His Gly Ser Gln Trp Lys Phe Asp Val His Thr Asn Ala Glu
[1166] 645 650 655
[1167] Gln Asn Leu Phe Glu Pro Ile Val Arg Val Arg Thr His Gly Val Asp
[1168] 660 665 670

[1169] Thr Asp Tyr Pro Leu Asp His Glu Phe Ile Thr Gly Gly Glu Tyr Arg
[1170] 675 680 685

[1171] Arg Ile Cys Thr Leu Gly Glu Lys Leu Arg Gly Leu Leu Glu Glu Asp
[1172] 690 695 700

[1173]  Ala Phe Ile Glu Arg Gly Glu Arg Arg Gln Pro Val Ala Ser Phe Glu
[1174] 705 710 715 720
[1175]  Gln Ala Leu Asp Trp Leu Val Lys Glu Ser Arg Arg Gly Leu Ser Ile
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[1176] 725 730 735
[1177]  Gln Arg Tyr Lys Gly Leu Gly Glu Met Asn Pro Glu Gln Leu Trp Glu
[1178] 740 745 750

[1179]  Thr Thr Met Asp Pro Glu Ser Arg Arg Met Leu Arg Val Thr Val Lys
[1180] 755 760 765

[1181] Asp Ala Ile Ala Ala Asp Gln Leu Phe Thr Thr Leu Met Gly Asp Ala
[1182] 770 775 780

[1183] Val Glu Pro Arg Arg Ala Phe Ile Glu Glu Asn Ala Leu Lys Ala Ala
[1184] 785 790 795 800
[1185] Asn Ile Asp Ile

[1186] <210> 74

[1187]  <211> 187

[1188]  <212> PRT

[1189] <213> NTLF%

[1190]  <220>

[1191]  <223> & Zhk

[1192]  <400> 74

[1193] Met Val Gly Ser Leu Asn Cys Ile Val Ala Val Ser Gln Asn Met Gly
[1194] 1 5 10 15
[1195] Ile Gly Lys Asn Gly Asp Leu Pro Trp Pro Pro Leu Arg Asn Glu Phe
[1196] 20 25 30

[1197] Arg Tyr Phe Gln Arg Met Thr Thr Thr Ser Ser Val Glu Gly Lys Gln
[1198] 35 40 45

[1199] Asn Leu Val Ile Met Gly Lys Lys Thr Trp Phe Ser Ile Pro Glu Lys
[1200] 50 55 60

[1201]  Asn Arg Pro Leu Lys Gly Arg Ile Asn Leu Val Leu Ser Arg Glu Leu
[1202] 65 70 75 80
[1203] Lys Glu Pro Pro Gln Gly Ala His Phe Leu Ser Arg Ser Leu Asp Asp
[1204] 85 90 95
[1205] Ala Leu Lys Leu Thr Glu Gln Pro Glu Leu Ala Asn Lys Val Asp Met
[1206] 100 105 110

[1207] Val Trp Ile Val Gly Gly Ser Ser Val Tyr Lys Glu Ala Met Asn His
[1208] 115 120 125

[1209] Pro Gly His Leu Lys Leu Phe Val Thr Arg Ile Met Gln Asp Phe Glu
[1210] 130 135 140

[1211] Ser Asp Thr Phe Phe Pro Glu Ile Asp Leu Glu Lys Tyr Lys Leu Leu
[1212] 145 150 155 160
[1213]  Pro Glu Tyr Pro Gly Val Leu Ser Asp Val Gln Glu Glu Lys Gly Ile
[1214] 165 170 175
[1215] Lys Tyr Lys Phe Glu Val Tyr Glu Lys Asn Asp

[1216] 180 185

[1217]  <210> 75
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[1218] <211> 111

[1219]  <212> PRT

[1220] <213> N7

[1221]  <220>

[1222]  <223> & WZfk

[1223]  <400> 75

[1224] Met Ala Ser Arg Gly Val Gln Val Glu Thr Ile Ser Pro Gly Asp Gly
[1225] 1 5 10 15
[1226] Arg Thr Phe Pro Lys Arg Gly Gln Thr Cys Val Val His Tyr Thr Gly
[1227] 20 25 30

[1228] Met Leu Glu Asp Gly Lys Lys Val Asp Ser Ser Arg Asp Arg Asn Lys
[1229] 35 40 45

[1230] Pro Phe Lys Phe Met Leu Gly Lys Gln Glu Val Ile Arg Gly Trp Glu
[1231] 50 55 60

[1232]  Glu Gly Val Ala Gln Met Ser Val Gly Gln Arg Ala Lys Leu Thr Ile
[1233] 65 70 75 80
[1234] Ser Pro Asp Tyr Ala Tyr Gly Ala Thr Gly His Pro Gly Ile Ile Pro
[1235] 85 90 95
[1236] Pro His Ala Thr Leu Val Phe Asp Val Glu Leu Leu Lys Leu Glu
[1237] 100 105 110

[1238] <210> 76

[1239] <211> 183

[1240] <212> PRT

[1241]1  <213> N3

[1242]  <220>

[1243]  <223> & EZJk

[1244]  <400> 76

[1245] Met Asn Gly Asp Glu Thr Lys Lys Val Glu Ser Glu Tyr Ile Lys Lys
[1246] 1 5 10 15
[1247] His His Arg His Glu Leu Val Glu Ser Gln Cys Ser Ser Thr Leu Val
[1248] 20 25 30

[1249] Lys His Ile Lys Ala Pro Leu His Leu Val Trp Ser Ile Val Arg Arg
[1250] 35 40 45

[1251]  Phe Asp Glu Pro Gln Lys Tyr Lys Pro Phe Ile Ser Arg Cys Val Val
[1252] 50 55 60

[1253] Gln Gly Lys Lys Leu Glu Val Gly Ser Val Arg Glu Val Asp Leu Lys
[1254] 65 70 75 80
[1255] Ser Gly Leu Pro Ala Thr Lys Ser Thr Glu Val Leu Glu Ile Leu Asp
[1256] 85 90 95
[1257] Asp Asn Glu His Ile Leu Gly Ile Arg Ile Val Gly Gly Asp His Arg
[1258] 100 105 110

[1259] Leu Lys Asn Tyr Ser Ser Thr Ile Ser Leu His Ser Glu Thr Ile Asp
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[1260] 115 120 125

[1261]  Gly Lys Thr Gly Thr Leu Ala Ile Glu Ser Phe Val Val Asp Val Pro
[1262] 130 135 140

[1263] Glu Gly Asn Thr Lys Glu Glu Thr Cys Phe Phe Val Glu Ala Leu Ile
[1264] 145 150 155 160
[1265] Gln Cys Asn Leu Asn Ser Leu Ala Asp Val Thr Glu Arg Leu Gln Ala
[1266] 165 170 175
[1267] Glu Ser Met Glu Lys Lys Ile

[1268] 180

[1269] <210> 77

[1270] <211> 161

[1271]  <212> PRT

[1272]  <213> N3

[1273]  <220>

[1274]  <223> & EZJk

[1275]  <400> 77

[1276] Met Glu Thr Ser Gln Lys Tyr His Thr Cys Gly Ser Thr Leu Val Gln
[1277] 1 5 10 15
[1278] Thr Ile Asp Ala Pro Leu Ser Leu Val Trp Ser Ile Leu Arg Arg Phe
[1279] 20 25 30

[1280] Asp Asn Pro Gln Ala Tyr Lys Gln Phe Val Lys Thr Cys Asn Leu Ser
[1281] 35 40 45

[1282] Ser Gly Asp Gly Gly Glu Gly Ser Val Arg Glu Val Thr Val Val Ser
[1283] 50 55 60

[1284] Gly Leu Pro Ala Glu Phe Ser Arg Glu Arg Leu Asp Glu Leu Asp Asp
[1285] 65 70 75 80
[1286] Glu Ser His Val Met Met Ile Ser Ile Ile Gly Gly Asp His Arg Leu
[1287] 85 90 95
[1288] Val Asn Tyr Arg Ser Lys Thr Met Ala Phe Val Ala Ala Asp Thr Glu
[1289] 100 105 110

[1290] Glu Lys Thr Val Val Val Glu Ser Tyr Val Val Asp Val Pro Glu Gly
[1291] 115 120 125

[1292] Asn Ser Glu Glu Glu Thr Thr Ser Phe Ala Asp Thr Ile Val Gly Phe
[1293] 130 135 140

[1294] Asn Leu Lys Ser Leu Ala Lys Leu Ser Glu Arg Val Ala His Leu Lys
[1295] 145 150 155 160
[1296] Leu

[1297] <210> 78

[1298] <211> 159

[1299]  <212> PRT

[1300]  <213> N TJ¥%

[1301]  <220>
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[1302]  <223> AHLE ML

[1303]  <400> 78

[1304] Met Lys Thr Ser Gln Glu Gln His Val Cys Gly Ser Thr Val Val Gln
[1305] 1 5 10 15
[1306] Thr Ile Asn Ala Pro Leu Pro Leu Val Trp Ser Ile Leu Arg Arg Phe
[1307] 20 25 30

[1308] Asp Asn Pro Lys Thr Phe Lys His Phe Val Lys Thr Cys Lys Leu Arg
[1309] 35 40 45

[1310] Ser Gly Asp Gly Gly Glu Gly Ser Val Arg Glu Val Thr Val Val Ser
[1311] 50 55 60

[1312]  Asp Leu Pro Ala Ser Phe Ser Leu Glu Arg Leu Asp Glu Leu Asp Asp
[1313] 65 70 75 80
[1314] Glu Ser His Val Met Val Ile Ser Ile Ile Gly Gly Asp His Arg Leu
[1315] 85 90 95
[1316] Val Asn Tyr Gln Ser Lys Thr Thr Val Phe Val Ala Ala Glu Glu Glu
[1317] 100 105 110

[1318] Lys Thr Val Val Val Glu Ser Tyr Val Val Asp Val Pro Glu Gly Asn
[1319] 115 120 125

[1320] Thr Glu Glu Glu Thr Thr Leu Phe Ala Asp Thr Ile Val Gly Cys Asn
[1321] 130 135 140

[1322] Leu Arg Ser Leu Ala Lys Leu Ser Glu Lys Met Met Glu Leu Thr
[1323] 145 150 155

[1324] <210> 79

[1325] <211> 164

[1326]  <212> PRT

[1327]1  <213> N5

[1328]  <220>

[1329]  <223> & EZfik

[1330]  <400> 79

[1331] Met Glu Ser Ser Lys Gln Lys Arg Cys Arg Ser Ser Val Val Glu Thr
[1332] 1 5 10 15
[1333] Ile Glu Ala Pro Leu Pro Leu Val Trp Ser Ile Leu Arg Ser Phe Asp
[1334] 20 25 30

[1335] Lys Pro Gln Ala Tyr Gln Arg Phe Val Lys Ser Cys Thr Met Arg Ser
[1336] 35 40 45

[1337] Gly Gly Gly Gly Gly Lys Gly Gly Glu Gly Lys Gly Ser Val Arg Asp
[1338] 50 55 60

[1339] Val Thr Leu Val Ser Gly Phe Pro Ala Asp Phe Ser Thr Glu Arg Leu
[1340] 65 70 75 80
[1341]  Glu Glu Leu Asp Asp Glu Ser His Val Met Val Val Ser Ile Ile Gly
[1342] 85 90 95
[1343] Gly Asn His Arg Leu Val Asn Tyr Lys Ser Lys Thr Lys Val Val Ala
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[1344] 100 105 110

[1345] Ser Pro Glu Asp Met Ala Lys Lys Thr Val Val Val Glu Ser Tyr Val
[1346] 115 120 125

[1347] Val Asp Val Pro Glu Gly Thr Ser Glu Glu Asp Thr Ile Phe Phe Val
[1348] 130 135 140

[1349] Asp Asn Ile Ile Arg Tyr Asn Leu Thr Ser Leu Ala Lys Leu Thr Lys
[1350] 145 150 155 160
[1351] Lys Met Met Lys

[1352] <210> 80

[1353] <211> 221

[1354] <212> PRT

[1355]  <213> N3

[1356] <220>

[1357]  <223> & MZfik

[1358]  <400> 80

[1359] Met Ala Asn Ser Glu Ser Ser Ser Ser Pro Val Asn Glu Glu Glu Asn
[1360] 1 5 10 15
[1361] Ser Gln Arg Ile Ser Thr Leu His His Gln Thr Met Pro Ser Asp Leu
[1362] 20 25 30

[1363] Thr Gln Asp Glu Phe Thr Gln Leu Ser Gln Ser Ile Ala Glu Phe His
[1364] 35 40 45

[1365] Thr Tyr Gln Leu Gly Asn Gly Arg Cys Ser Ser Leu Leu Ala Gln Arg
[1366] 50 55 60

[1367] 1Ile His Ala Pro Pro Glu Thr Val Trp Ser Val Val Arg Arg Phe Asp
[1368] 65 70 75 80
[1369] Arg Pro Gln Ile Tyr Lys His Phe Ile Lys Ser Cys Asn Val Ser Glu
[1370] 85 90 95
[1371]  Asp Phe Glu Met Arg Val Gly Cys Thr Arg Asp Val Asn Val Ile Ser
[1372] 100 105 110

[1373] Gly Leu Pro Ala Asn Thr Ser Arg Glu Arg Leu Asp Leu Leu Asp Asp
[1374] 115 120 125

[1375] Asp Arg Arg Val Thr Gly Phe Ser Ile Thr Gly Gly Glu His Arg Leu
[1376] 130 135 140

[1377] Arg Asn Tyr Lys Ser Val Thr Thr Val His Arg Phe Glu Lys Glu Glu
[1378] 145 150 155 160
[1379]  Glu Glu Glu Arg Ile Trp Thr Val Val Leu Glu Ser Tyr Val Val Asp
[1380] 165 170 175
[1381] Val Pro Glu Gly Asn Ser Glu Glu Asp Thr Arg Leu Phe Ala Asp Thr
[1382] 180 185 190

[1383] Val Ile Arg Leu Asn Leu Gln Lys Leu Ala Ser Ile Thr Glu Ala Met
[1384] 195 200 205

[1385] Asn Arg Asn Asn Asn Asn Asn Asn Ser Ser Gln Val Arg
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[1386] 210 215 220

[1387] <210> 81

[1388] <211> 190

[1389]  <212> PRT

[1390] <213> N7

[1391]  <220>

[1392]  <223> & ELE Mk

[1393]  <400> 81

[1394] Met Ser Ser Ser Pro Ala Val Lys Gly Leu Thr Asp Glu Glu Gln Lys
[1395] 1 5 10 15
[1396] Thr Leu Glu Pro Val Ile Lys Thr Tyr His Gln Phe Glu Pro Asp Pro
[1397] 20 25 30

[1398] Thr Thr Cys Thr Ser Leu Ile Thr Gln Arg Ile His Ala Pro Ala Ser
[1399] 35 40 45

[1400] Val Val Trp Pro Leu Ile Arg Arg Phe Asp Asn Pro Glu Arg Tyr Lys
[1401] 50 55 60

[1402] His Phe Val Lys Arg Cys Arg Leu Ile Ser Gly Asp Gly Asp Val Gly
[1403] 65 70 75 80
[1404] Ser Val Arg Glu Val Thr Val Ile Ser Gly Leu Pro Ala Ser Thr Ser
[1405] 85 90 95
[1406] Thr Glu Arg Leu Glu Phe Val Asp Asp Asp His Arg Val Leu Ser Phe
[1407] 100 105 110

[1408] Arg Val Val Gly Gly Glu His Arg Leu Lys Asn Tyr Lys Ser Val Thr
[1409] 115 120 125

[1410] Ser Val Asn Glu Phe Leu Asn Gln Asp Ser Gly Lys Val Tyr Thr Val
[1411] 130 135 140

[1412] Val Leu Glu Ser Tyr Thr Val Asp Ile Pro Glu Gly Asn Thr Glu Glu
[1413] 145 150 155 160
[1414]  Asp Thr Lys Met Phe Val Asp Thr Val Val Lys Leu Asn Leu Gln Lys
[1415] 165 170 175
[1416] Leu Gly Val Ala Ala Thr Ser Ala Pro Met His Asp Asp Glu

[1417] 180 185 190

[1418] <210> 82

[1419]  <211> 209

[1420] <212> PRT

[1421]  <213> NTJF4I

[1422] <220>

[1423]  <223> & Zk

[1424]  <400> 82

[1425] Met Asn Leu Ala Pro Ile His Asp Pro Ser Ser Ser Ser Thr Thr Thr
[1426] 1 5 10 15
[1427] Thr Ser Ser Ser Thr Pro Tyr Gly Leu Thr Lys Asp Glu Phe Ser Thr
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[1428] 20 25 30

[1429] Leu Asp Ser Ile Ile Arg Thr His His Thr Phe Pro Arg Ser Pro Asn
[1430] 35 40 45

[1431] Thr Cys Thr Ser Leu Ile Ala His Arg Val Asp Ala Pro Ala His Ala
[1432] 50 55 60

[1433] Ile Trp Arg Phe Val Arg Asp Phe Ala Asn Pro Asn Lys Tyr Lys His
[1434] 65 70 75 80
[1435] Phe Ile Lys Ser Cys Thr Ile Arg Val Asn Gly Asn Gly Ile Lys Glu
[1436] 85 90 95
[1437] 1Ile Lys Val Gly Thr Ile Arg Glu Val Ser Val Val Ser Gly Leu Pro
[1438] 100 105 110

[1439] Ala Ser Thr Ser Val Glu Ile Leu Glu Val Leu Asp Glu Glu Lys Arg
[1440] 115 120 125

[1441] Ile Leu Ser Phe Arg Val Leu Gly Gly Glu His Arg Leu Asn Asn Tyr
[1442] 130 135 140

[1443] Arg Ser Val Thr Ser Val Asn Glu Phe Val Val Leu Glu Lys Asp Lys
[1444] 145 150 155 160
[1445] Lys Lys Arg Val Tyr Ser Val Val Leu Glu Ser Tyr Ile Val Asp Ile
[1446] 165 170 175
[1447]  Pro Gln Gly Asn Thr Glu Glu Asp Thr Arg Met Phe Val Asp Thr Val
[1448] 180 185 190

[1449] Val Lys Ser Asn Leu Gln Asn Leu Ala Val Ile Ser Thr Ala Ser Pro
[1450] 195 200 205

[1451] Thr

[1452] <210> 83

[1453]  <211> 207

[1454]  <212> PRT

[1455]  <213> N T¢I

[1456]  <220>

[1457]  <223> & EZJk

[1458]  <400> 83

[1459] Met Leu Ala Val His Arg Pro Ser Ser Ala Val Ser Asp Gly Asp Ser
[1460] 1 5 10 15
[1461] Val Gln Ile Pro Met Met Ile Ala Ser Phe Gln Lys Arg Phe Pro Ser
[1462] 20 25 30

[1463] Leu Ser Arg Asp Ser Thr Ala Ala Arg Phe His Thr His Glu Val Gly
[1464] 35 40 45

[1465] Pro Asn Gln Cys Cys Ser Ala Val Ile Gln Glu Ile Ser Ala Pro Ile
[1466] 50 55 60

[1467] Ser Thr Val Trp Ser Val Val Arg Arg Phe Asp Asn Pro Gln Ala Tyr
[1468] 65 70 75 80
[1469] Lys His Phe Leu Lys Ser Cys Ser Val Ile Gly Gly Asp Gly Asp Asn
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[1470] 85 90 95
[1471]  Val Gly Ser Leu Arg Gln Val His Val Val Ser Gly Leu Pro Ala Ala
[1472] 100 105 110

[1473]  Ser Ser Thr Glu Arg Leu Asp Ile Leu Asp Asp Glu Arg His Val Ile
[1474] 115 120 125

[1475] Ser Phe Ser Val Val Gly Gly Asp His Arg Leu Ser Asn Tyr Arg Ser
[1476] 130 135 140

[1477] Val Thr Thr Leu His Pro Ser Pro Ile Ser Gly Thr Val Val Val Glu
[1478] 145 150 155 160
[1479] Ser Tyr Val Val Asp Val Pro Pro Gly Asn Thr Lys Glu Glu Thr Cys
[1480] 165 170 175
[1481] Asp Phe Val Asp Val Ile Val Arg Cys Asn Leu Gln Ser Leu Ala Lys
[1482] 180 185 190

[1483] Ile Ala Glu Asn Thr Ala Ala Glu Ser Lys Lys Lys Met Ser Leu
[1484] 195 200 205

[1485]  <210> 84

[1486]  <211> 203

[1487] <212> PRT

[1488]  <213> N T¢I

[1489]  <220>

[1490]  <223> HELE MK

[1491]  <400> 84

[1492] Met Arg Ser Pro Val Gln Leu Gln His Gly Ser Asp Ala Thr Asn Gly
[1493] 1 5 10 15
[1494] Phe His Thr Leu Gln Pro His Asp Gln Thr Asp Gly Pro Ile Lys Arg
[1495] 20 25 30

[1496] Val Cys Leu Thr Arg Gly Met His Val Pro Glu His Val Ala Met His
[1497] 35 40 45

[1498] His Thr His Asp Val Gly Pro Asp Gln Cys Cys Ser Ser Val Val Gln
[1499] 50 55 60

[1500] Met Ile His Ala Pro Pro Glu Ser Val Trp Ala Leu Val Arg Arg Phe
[1501] 65 70 75 80
[1502] Asp Asn Pro Lys Val Tyr Lys Asn Phe Ile Arg Gln Cys Arg Ile Val
[1503] 85 90 95
[1504] Gln Gly Asp Gly Leu His Val Gly Asp Leu Arg Glu Val Met Val Val
[1505] 100 105 110

[1506] Ser Gly Leu Pro Ala Val Ser Ser Thr Glu Arg Leu Glu Ile Leu Asp
[1507] 115 120 125

[1508] Glu Glu Arg His Val Ile Ser Phe Ser Val Val Gly Gly Asp His Arg
[1509] 130 135 140

[1510] Leu Lys Asn Tyr Arg Ser Val Thr Thr Leu His Ala Ser Asp Asp Glu
(15111 145 150 155 160
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[1512] Gly Thr Val Val Val Glu Ser Tyr Ile Val Asp Val Pro Pro Gly Asn
[1513] 165 170 175
[1514] Thr Glu Glu Glu Thr Leu Ser Phe Val Asp Thr Ile Val Arg Cys Asn
[1515] 180 185 190

[1516] Leu Gln Ser Leu Ala Arg Ser Thr Asn Arg Gln

[1517] 195 200

[1518] <210> 85

[1519] <211> 215

[1520] <212> PRT

[1521]  <213> N T4

[15622]  <220>

[1523]  <223> HHLENK

[1524]  <400> 85

[1525] Met Pro Thr Ser Ile Gln Phe Gln Arg Ser Ser Thr Ala Ala Glu Ala
[1526] 1 5 10 15
[1527] Ala Asn Ala Thr Val Arg Asn Tyr Pro His His His Gln Lys Gln Val
[1528] 20 25 30

[1529]  Gln Lys Val Ser Leu Thr Arg Gly Met Ala Asp Val Pro Glu His Val
[1530] 35 40 45

[1531] Glu Leu Ser His Thr His Val Val Gly Pro Ser Gln Cys Phe Ser Val
[1532] 50 55 60

[1533] Val Val Gln Asp Val Glu Ala Pro Val Ser Thr Val Trp Ser Ile Leu
[1534] 65 70 75 80
[1535] Ser Arg Phe Glu His Pro Gln Ala Tyr Lys His Phe Val Lys Ser Cys
[1536] 85 90 95
[1537] His Val Val Ile Gly Asp Gly Arg Glu Val Gly Ser Val Arg Glu Val
[1538] 100 105 110

[1539] Arg Val Val Ser Gly Leu Pro Ala Ala Phe Ser Leu Glu Arg Leu Glu
[1540] 115 120 125

[1541] Ile Met Asp Asp Asp Arg His Val Ile Ser Phe Ser Val Val Gly Gly
[1542] 130 135 140

[1543] Asp His Arg Leu Met Asn Tyr Lys Ser Val Thr Thr Val His Glu Ser
[1544] 145 150 155 160
[1545]  Glu Glu Asp Ser Asp Gly Lys Lys Arg Thr Arg Val Val Glu Ser Tyr
[1546] 165 170 175
[1547] Val Val Asp Val Pro Ala Gly Asn Asp Lys Glu Glu Thr Cys Ser Phe
[1548] 180 185 190

[1549] Ala Asp Thr Ile Val Arg Cys Asn Leu Gln Ser Leu Ala Lys Leu Ala
[1550] 195 200 205

[1551]  Glu Asn Thr Ser Lys Phe Ser

[1552] 210 215

[1553] <210> 86
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[1554] <211> 211

[1555]  <212> PRT

[1556] <213> N7

[1557]  <220>

[1558]  <223> &M Zfk

[1559]  <400> 86

[1560] Met Glu Met Ile Gly Gly Asp Asp Thr Asp Thr Glu Met Tyr Gly Ala
[1561] 1 5 10 15
[1562] Leu Val Thr Ala Gln Ser Leu Arg Leu Arg His Leu His His Cys Arg
[1563] 20 25 30

[1564] Glu Asn Gln Cys Thr Ser Val Leu Val Lys Tyr Ile Gln Ala Pro Val
[1565] 35 40 45

[1566] His Leu Val Trp Ser Leu Val Arg Arg Phe Asp Gln Pro Gln Lys Tyr
[1567] 50 55 60

[1568] Lys Pro Phe Ile Ser Arg Cys Thr Val Asn Gly Asp Pro Glu Ile Gly
[1569] 65 70 75 80
[1570] Cys Leu Arg Glu Val Asn Val Lys Ser Gly Leu Pro Ala Thr Thr Ser
[1571] 85 90 95
[1572] Thr Glu Arg Leu Glu Gln Leu Asp Asp Glu Glu His Ile Leu Gly Ile
[1573] 100 105 110

[1574] Asn Ile Ile Gly Gly Asp His Arg Leu Lys Asn Tyr Ser Ser Ile Leu
[1575] 115 120 125

[1576] Thr Val His Pro Glu Met Ile Asp Gly Arg Ser Gly Thr Met Val Met
[1577] 130 135 140

[1578]  Glu Ser Phe Val Val Asp Val Pro Gln Gly Asn Thr Lys Asp Asp Thr
[1579] 145 150 155 160
[1580] Cys Tyr Phe Val Glu Ser Leu Ile Lys Cys Asn Leu Lys Ser Leu Ala
[1581] 165 170 175
[1582] Cys Val Ser Glu Arg Leu Ala Ala Gln Asp Ile Thr Asn Ser Ile Ala
[1583] 180 185 190

[1584] Thr Phe Cys Asn Ala Ser Asn Gly Tyr Arg Glu Lys Asn His Thr Glu
[1585] 195 200 205

[1586] Thr Asn Leu

[1587] 210

[1588] <210> 87

[1589] <211> 188

[1590]  <212> PRT

[1591]  <213> NLF%

[1592]  <220>

[1593]  <223> & EE Mk

[1594]  <400> 87

[1595] Met Glu Ala Asn Gly Ile Glu Asn Leu Thr Asn Pro Asn Gln Glu Arg
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[1596] 1 5 10 15
[1597]  Glu Phe Ile Arg Arg His His Lys His Glu Leu Val Asp Asn Gln Cys
[1598] 20 25 30

[1599] Ser Ser Thr Leu Val Lys His Ile Asn Ala Pro Val His Ile Val Trp
[1600] 35 40 45

[1601] Ser Leu Val Arg Arg Phe Asp Gln Pro Gln Lys Tyr Lys Pro Phe Ile
[1602] 50 55 60

[1603] Ser Arg Cys Val Val Lys Gly Asn Met Glu Ile Gly Thr Val Arg Glu
[1604] 65 70 75 80
[1605] Val Asp Val Lys Ser Gly Leu Pro Ala Thr Arg Ser Thr Glu Arg Leu
[1606] 85 90 95
[1607] Glu Leu Leu Asp Asp Asn Glu His Ile Leu Ser Ile Arg Ile Val Gly
[1608] 100 105 110

[1609] Gly Asp His Arg Leu Lys Asn Tyr Ser Ser Ile Ile Ser Leu His Pro
[1610] 115 120 125

[1611]  Glu Thr Ile Glu Gly Arg Ile Gly Thr Leu Val Ile Glu Ser Phe Val
[1612] 130 135 140

[1613] Val Asp Val Pro Glu Gly Asn Thr Lys Asp Glu Thr Cys Tyr Phe Val
[1614] 145 150 155 160
[1615]  Glu Ala Leu Ile Lys Cys Asn Leu Lys Ser Leu Ala Asp Ile Ser Glu
[1616] 165 170 175
[1617] Arg Leu Ala Val Gln Asp Thr Thr Glu Ser Arg Val

[1618] 180 185

[1619] <210> 88

[1620] <211> 187

[1621]  <212> PRT

[1622] <213> ANTLJF%

[1623]  <220>

[1624]  <223> & WMEHK

[1625]  <400> 88

[1626] Met Met Asp Gly Val Glu Gly Gly Thr Ala Met Tyr Gly Gly Leu Glu
(16271 1 5 10 15
[1628] Thr Val Gln Tyr Val Arg Thr His His Gln His Leu Cys Arg Glu Asn
[1629] 20 25 30

[1630] Gln Cys Thr Ser Ala Leu Val Lys His Ile Lys Ala Pro Leu His Leu
[1631] 35 40 45

[1632] Val Trp Ser Leu Val Arg Arg Phe Asp Gln Pro Gln Lys Tyr Lys Pro
[1633] 50 55 60

[1634] Phe Val Ser Arg Cys Thr Val Ile Gly Asp Pro Glu Ile Gly Ser Leu
[1635] 65 70 75 80
[1636] Arg Glu Val Asn Val Lys Ser Gly Leu Pro Ala Thr Thr Ser Thr Glu
[1637] 85 90 95
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[1638]
[1639]
[1640]
[1641]
[1642]
[1643]
[1644]
[1645]
[1646]
[1647]
[1648]
[1649]
[1650]
[1651]
[1652]
[1653]
[1654]
[1655]
[1656]
[1657]
[1658]
[1659]
[1660]
[1661]
[1662]
[1663]
[1664]
[1665]
[1666]
[1667]
[1668]
[1669]
[1670]
[1671]
[1672]
[1673]
[1674]
[1675]
[1676]
[1677]
[1678]
[1679]

Arg
Ile
His
Phe
145

Phe

Ser

<210>
211>
<212>
213>

Leu
Gly
Pro
130
Val

Val

Glu

<220>

223>
<400>

89
191
PRT
NP3

Glu
Gly
115
Glu
Val

Glu

Arg

Leu
100
Asp
Ile
Asp

Ala

Leu
180

I EZIN
89

Met Pro Ser Glu

1
Ile

Leu
Val
Cys
65

Val
Asp
Gly
Phe
Val
145

Asp

Ala

Ala
His
Arg
50

Ser
Ile
Ile
Glu
Glu
130
Asp

Thr

Met

Glu
Ala
35

Arg
Val
Val
Leu
His
115
Lys
Met

Val

Ala

Phe
20

Gln
Phe
Glu
Ile
Asp
100
Arg
Glu
Pro

Val

Arg

Leu

His

Ile

Val

Leu

165
Ala

Leu

His

Arg

Asp

Gln

Ser

85

Asp

Leu

Asn

Glu

165

Asn

Asp
Arg
Glu
Pro
150

Ile

Ser

Thr

Thr

Ile

Lys

Asn

70

Gly

Glu

Thr

Arg

Gly

150

Leu

Ser

Asp Glu Glu His Ile

Leu
Gly
135
Gln

Arg

Gln

Pro
Tyr
His
Pro
55

Phe
Leu
Arg
Asn
Ile
135
Asn

Asn

Gly

Lys
120
Arg
Gly

Cys

Asp

Glu
Gln
Ala
40

Gln
Glu
Pro
Arg
Tyr
120
Trp
Ser

Leu

Asp

105

Asn

Ala

Asn

Asn

Ile
185

Glu
Leu
25

Pro
Thr
Met
Ala
Val
105
Lys
Thr
Glu

Gln

Gly

90

Tyr

Gly

Thr

Leu

170
Thr

10
Asp

Pro

Tyr

Arg

Asn

90

Thr

Ser

Val

Asp

170

Ser

Ser

Thr

155

Lys

Gln

Ser
Pro
Glu
Lys
Val
75

Thr
Gly
Val
Val
Asp
155

Leu

Gly

Leu
Ser
Met
140

Asp

Ser

Glu

Gly

Leu

His

60

Gly

Ser

Phe

Thr

Leu

140

Thr

Ala

Ser

Gly
Ile
125
Val

Glu

Leu

Leu

Ser

Val

45

Phe

Cys

Thr

Ser

Thr

125

Glu

Arg

Thr

Gln

Ile
110
Leu
Ile

Thr

Ala

Cys
30

Trp
Ile
Thr
Glu
Ile
110
Val
Ser
Met

Val

Val

Lys

Thr

Glu

Cys

Asp
175

Asn
15

Ser
Ser
Lys
Arg
Arg
95

Ile
His
Tyr
Phe
Ala

175
Thr

Ile

Val

Ser

Tyr

160
Val

Ser

Ser

Ile

Ser

Asp

80

Leu

Gly

Arg

Val

Ala

160
Glu



CN 110423282 B Fo5l & 41/76 T
[1680] 180 185 190

[1681]  <210> 90

[1682] <211> 434

[1683]  <212> PRT

[1684]  <213> NTJ#4I

[1685]  <220>

[1686]  <223> & ELZ Mk

[1687]  <400> 90

[1688] Met Glu Glu Val Ser Pro Ala Ile Ala Gly Pro Phe Arg Pro Phe Ser
[1689] 1 5 10 15
[1690] Glu Thr Gln Met Asp Phe Thr Gly Ile Arg Leu Gly Lys Gly Tyr Cys
[1691] 20 25 30

[1692] Asn Asn Gln Tyr Ser Asn Gln Asp Ser Glu Asn Gly Asp Leu Met Val
[1693] 35 40 45

[1694] Ser Leu Pro Glu Thr Ser Ser Cys Ser Val Ser Gly Ser His Gly Ser
[1695] 50 55 60

[1696] Glu Ser Arg Lys Val Leu Ile Ser Arg Ile Asn Ser Pro Asn Leu Asn
[1697]1 65 70 75 80
[1698] Met Lys Glu Ser Ala Ala Ala Asp Ile Val Val Val Asp Ile Ser Ala
[1699] 85 90 95
[1700]  Gly Asp Glu Ile Asn Gly Ser Asp Ile Thr Ser Glu Lys Lys Met Ile
[1701] 100 105 110

[1702] Ser Arg Thr Glu Ser Arg Ser Leu Phe Glu Phe Lys Ser Val Pro Leu
[1703] 115 120 125

[1704] Tyr Gly Phe Thr Ser Ile Cys Gly Arg Arg Pro Glu Met Glu Asp Ala
[1705] 130 135 140

[1706] Val Ser Thr Ile Pro Arg Phe Leu Gln Ser Ser Ser Gly Ser Met Leu
[1707] 145 150 155 160
[1708] Asp Gly Arg Phe Asp Pro Gln Ser Ala Ala His Phe Phe Gly Val Tyr
[1709] 165 170 175
[1710] Asp Gly His Gly Gly Ser Gln Val Ala Asn Tyr Cys Arg Glu Arg Met
[1711] 180 185 190

[1712] His Leu Ala Leu Ala Glu Glu Ile Ala Lys Glu Lys Pro Met Leu Cys
[1713] 195 200 205

[1714]  Asp Gly Asp Thr Trp Leu Glu Lys Trp Lys Lys Ala Leu Phe Asn Ser
[1715] 210 215 220

[1716] Phe Leu Arg Val Asp Ser Glu Ile Glu Ser Val Ala Pro Glu Thr Val
(17171 225 230 235 240
[1718]  Gly Ser Thr Ser Val Val Ala Val Val Phe Pro Ser His Ile Phe Val
[1719] 245 250 255
[1720] Ala Asn Cys Gly Asp Ser Arg Ala Val Leu Cys Arg Gly Lys Thr Ala
[1721] 260 265 270
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[1722] Leu Pro Leu Ser Val Asp His Lys Pro Asp Arg Glu Asp Glu Ala Ala
[1723] 275 280 285

[1724] Arg Ile Glu Ala Ala Gly Gly Lys Val Ile Gln Trp Asn Gly Ala Arg
[1725] 290 295 300

[1726] Val Phe Gly Val Leu Ala Met Ser Arg Ser Ile Gly Asp Arg Tyr Leu
[1727] 305 310 315 320
[1728] Lys Pro Ser Ile Ile Pro Asp Pro Glu Val Thr Ala Val Lys Arg Val
[1729] 325 330 335
[1730] Lys Glu Asp Asp Cys Leu Ile Leu Ala Ser Asp Gly Val Trp Asp Val
[1731] 340 345 350

[1732] Met Thr Asp Glu Glu Ala Cys Glu Met Ala Arg Lys Arg Ile Leu Leu
[1733] 355 360 365

[1734] Trp His Lys Lys Asn Ala Val Ala Gly Asp Ala Ser Leu Leu Ala Asp
[1735] 370 375 380

[1736] Glu Arg Arg Lys Glu Gly Lys Asp Pro Ala Ala Met Ser Ala Ala Glu
[1737] 385 390 395 400
[1738] Tyr Leu Ser Lys Leu Ala Ile Gln Arg Gly Ser Lys Asp Asn Ile Ser
[1739] 405 410 415
[1740] Val Val Val Val Asp Leu Lys Pro Arg Arg Lys Leu Lys Ser Lys Pro
[1741] 420 425 430

[1742]  Leu Asn

[1743] <210> 91

[1744]  <211> 423

[1745]  <212> PRT

[1746]  <213> N5

[1747]  <220>

[1748]  <223> AHLEMK

[1749]  <400> 91

[1750] Met Asp Glu Val Ser Pro Ala Val Ala Val Pro Phe Arg Pro Phe Thr
[1751] 1 5 10 15
[1752] Asp Pro His Ala Gly Leu Arg Gly Tyr Cys Asn Gly Glu Ser Arg Val
[1753] 20 25 30

[1754] Thr Leu Pro Glu Ser Ser Cys Ser Gly Asp Gly Ala Met Lys Asp Ser
[1755] 35 40 45

[1756] Ser Phe Glu Ile Asn Thr Arg Gln Asp Ser Leu Thr Ser Ser Ser Ser
[1757] 50 55 60

[1758] Ala Met Ala Gly Val Asp Ile Ser Ala Gly Asp Glu Ile Asn Gly Ser
[1759] 65 70 75 80
[1760] Asp Glu Phe Asp Pro Arg Ser Met Asn Gln Ser Glu Lys Lys Val Leu
[1761] 85 90 95
[1762] Ser Arg Thr Glu Ser Arg Ser Leu Phe Glu Phe Lys Cys Val Pro Leu
[1763] 100 105 110
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[1764] Tyr Gly Val Thr Ser Ile Cys Gly Arg Arg Pro Glu Met Glu Asp Ser
[1765] 115 120 125

[1766] Val Ser Thr Ile Pro Arg Phe Leu Gln Val Ser Ser Ser Ser Leu Leu
[1767] 130 135 140

[1768] Asp Gly Arg Val Thr Asn Gly Phe Asn Pro His Leu Ser Ala His Phe
[1769] 145 150 155 160
[1770]  Phe Gly Val Tyr Asp Gly His Gly Gly Ser Gln Val Ala Asn Tyr Cys
[1771] 165 170 175
[1772] Arg Glu Arg Met His Leu Ala Leu Thr Glu Glu Ile Val Lys Glu Lys
[1773] 180 185 190

[1774]  Pro Glu Phe Cys Asp Gly Asp Thr Trp Gln Glu Lys Trp Lys Lys Ala
[1775] 195 200 205

[1776] Leu Phe Asn Ser Phe Met Arg Val Asp Ser Glu Ile Glu Thr Val Ala
[1777] 210 215 220

[1778] His Ala Pro Glu Thr Val Gly Ser Thr Ser Val Val Ala Val Val Phe
[1779]1 225 230 235 240
[1780] Pro Thr His Ile Phe Val Ala Asn Cys Gly Asp Ser Arg Ala Val Leu
[1781] 245 250 255
[1782] Cys Arg Gly Lys Thr Pro Leu Ala Leu Ser Val Asp His Lys Pro Asp
[1783] 260 265 270

[1784] Arg Asp Asp Glu Ala Ala Arg Ile Glu Ala Ala Gly Gly Lys Val Ile
[1785] 275 280 285

[1786] Arg Trp Asn Gly Ala Arg Val Phe Gly Val Leu Ala Met Ser Arg Ser
[1787] 290 295 300

[1788] Ile Gly Asp Arg Tyr Leu Lys Pro Ser Val Ile Pro Asp Pro Glu Val
[1789] 305 310 315 320
[1790] Thr Ser Val Arg Arg Val Lys Glu Asp Asp Cys Leu Ile Leu Ala Ser
[1791] 325 330 335
[1792] Asp Gly Leu Trp Asp Val Met Thr Asn Glu Glu Val Cys Asp Leu Ala
[1793] 340 345 350

[1794] Arg Lys Arg Ile Leu Leu Trp His Lys Lys Asn Ala Met Ala Gly Glu
[1795] 355 360 365

[1796] Ala Leu Leu Pro Ala Glu Lys Arg Gly Glu Gly Lys Asp Pro Ala Ala
[1797] 370 375 380

[1798] Met Ser Ala Ala Glu Tyr Leu Ser Lys Met Ala Leu Gln Lys Gly Ser
[1799] 385 390 395 400
[1800] Lys Asp Asn Ile Ser Val Val Val Val Asp Leu Lys Gly Ile Arg Lys
[1801] 405 410 415
[1802] Phe Lys Ser Lys Ser Leu Asn

[1803] 420

[1804] <210> 92

[1805] <211> 612
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[1806]  <212> PRT

[1807]  <213> N5

[1808]  <220>

[1809]  <223> & miZ ik

[1810]  <400> 92

[1811] Met Lys Met Asp Lys Lys Thr Ile Val Trp Phe Arg Arg Asp Leu Arg
[1812] 1 5 10 15
[1813] Ile Glu Asp Asn Pro Ala Leu Ala Ala Ala Ala His Glu Gly Ser Val
[1814] 20 25 30

[1815]  Phe Pro Val Phe Ile Trp Cys Pro Glu Glu Glu Gly Gln Phe Tyr Pro
[1816] 35 40 45

[1817]  Gly Arg Ala Ser Arg Trp Trp Met Lys Gln Ser Leu Ala His Leu Ser
[1818] 50 55 60

[1819]  Gln Ser Leu Lys Ala Leu Gly Ser Asp Leu Thr Leu Ile Lys Thr His
[1820] 65 70 75 80
[1821] Asn Thr Ile Ser Ala Ile Leu Asp Cys Ile Arg Val Thr Gly Ala Thr
[1822] 85 90 95
[1823] Lys Val Val Phe Asn His Leu Tyr Asp Pro Val Ser Leu Val Arg Asp
[1824] 100 105 110

[1825] His Thr Val Lys Glu Lys Leu Val Glu Arg Gly Ile Ser Val Gln Ser
[1826] 115 120 125

[1827] Tyr Asn Gly Asp Leu Leu Tyr Glu Pro Trp Glu Ile Tyr Cys Glu Lys
[1828] 130 135 140

[1829] Gly Lys Pro Phe Thr Ser Phe Asn Ser Tyr Trp Lys Lys Cys Leu Asp
[1830] 145 150 155 160
[1831] Met Ser Ile Glu Ser Val Met Leu Pro Pro Pro Trp Arg Leu Met Pro
[1832] 165 170 175
[1833] Ile Thr Ala Ala Ala Glu Ala Ile Trp Ala Cys Ser Ile Glu Glu Leu
[1834] 180 185 190

[1835] Gly Leu Glu Asn Glu Ala Glu Lys Pro Ser Asn Ala Leu Leu Thr Arg
[1836] 195 200 205

[1837] Ala Trp Ser Pro Gly Trp Ser Asn Ala Asp Lys Leu Leu Asn Glu Phe
[1838] 210 215 220

[1839] Ile Glu Lys Gln Leu Ile Asp Tyr Ala Lys Asn Ser Lys Lys Val Val
[1840] 225 230 235 240
[1841] Gly Asn Ser Thr Ser Leu Leu Ser Pro Tyr Leu His Phe Gly Glu Ile
[1842] 245 250 255
[1843] Ser Val Arg His Val Phe Gln Cys Ala Arg Met Lys Gln Ile Ile Trp
[1844] 260 265 270

[1845] Ala Arg Asp Lys Asn Ser Glu Gly Glu Glu Ser Ala Asp Leu Phe Leu
[1846] 275 280 285

[1847] Arg Gly Ile Gly Leu Arg Glu Tyr Ser Arg Tyr Ile Cys Phe Asn Phe
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[1848] 290 295 300

[1849]  Pro Phe Thr His Glu Gln Ser Leu Leu Ser His Leu Arg Phe Phe Pro
[1850] 305 310 315 320
[1851] Trp Asp Ala Asp Val Asp Lys Phe Lys Ala Trp Arg Gln Gly Arg Thr
[1852] 325 330 335
[1853] Gly Tyr Pro Leu Val Asp Ala Gly Met Arg Glu Leu Trp Ala Thr Gly
[1854] 340 345 350

[1855] Trp Met His Asn Arg Ile Arg Val Ile Val Ser Ser Phe Ala Val Lys
[1856] 355 360 365

[1857] Phe Leu Leu Leu Pro Trp Lys Trp Gly Met Lys Tyr Phe Trp Asp Thr
[1858] 370 375 380

[1859] Leu Leu Asp Ala Asp Leu Glu Cys Asp Ile Leu Gly Trp Gln Tyr Ile
[1860] 385 390 395 400
[1861] Ser Gly Ser Ile Pro Asp Gly His Glu Leu Asp Arg Leu Asp Asn Pro
[1862] 405 410 415
[1863] Ala Leu Gln Gly Ala Lys Tyr Asp Pro Glu Gly Glu Tyr Ile Arg Gln
[1864] 420 425 430

[1865] Trp Leu Pro Glu Leu Ala Arg Leu Pro Thr Glu Trp Ile His His Pro
[1866] 435 440 445

[1867] Trp Asp Ala Pro Leu Thr Val Leu Lys Ala Ser Gly Val Glu Leu Gly
[1868] 450 455 460

[1869] Thr Asn Tyr Ala Lys Pro Ile Val Asp Ile Asp Thr Ala Arg Glu Leu
[1870] 465 470 475 480
[1871] Leu Ala Lys Ala Ile Ser Arg Thr Arg Glu Ala Gln Ile Met Ile Gly
[1872] 485 490 495
[1873] Ala Ala Pro Asp Glu Ile Val Ala Asp Ser Phe Glu Ala Leu Gly Ala
[1874] 500 505 510

[1875] Asn Thr Ile Lys Glu Pro Gly Leu Cys Pro Ser Val Ser Ser Asn Asp
[1876] 515 520 525

[1877] Gln Gln Val Pro Ser Ala Val Arg Tyr Asn Gly Ser Lys Arg Val Lys
[1878] 530 535 540

[1879] Pro Glu Glu Glu Glu Glu Arg Asp Met Lys Lys Ser Arg Gly Phe Asp
[1880] 545 550 555 560
[1881]  Glu Arg Glu Leu Phe Ser Thr Ala Glu Ser Ser Ser Ser Ser Ser Val
[1882] 565 570 575
[1883] Phe Phe Val Ser Gln Ser Cys Ser Leu Ala Ser Glu Gly Lys Asn Leu
[1884] 580 585 590

[1885] Glu Gly Ile Gln Asp Ser Ser Asp Gln Ile Thr Thr Ser Leu Gly Lys
[1886] 595 600 605

[1887] Asn Gly Cys Lys

[1888] 610

[1889] <210> 93
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[1890] <211> 335

[1891] <212> PRT

[1892] <213> ANTJF%

[1893]  <220>

[1894]  <223> &M Zfk

[1895]  <400> 93

[1896] Met Asn Gly Ala Ile Gly Gly Asp Leu Leu Leu Asn Phe Pro Asp Met
[1897] 1 5 10 15
[1898] Ser Val Leu Glu Arg Gln Arg Ala His Leu Lys Tyr Leu Asn Pro Thr
[1899] 20 25 30

[1900] Phe Asp Ser Pro Leu Ala Gly Phe Phe Ala Asp Ser Ser Met Ile Thr
[1901] 35 40 45

[1902] Gly Gly Glu Met Asp Ser Tyr Leu Ser Thr Ala Gly Leu Asn Leu Pro
[1903] 50 55 60

[1904] Met Met Tyr Gly Glu Thr Thr Val Glu Gly Asp Ser Arg Leu Ser Ile
[1905] 65 70 75 80
[1906]  Ser Pro Glu Thr Thr Leu Gly Thr Gly Asn Phe Lys Lys Arg Lys Phe
[1907] 85 90 95
[1908] Asp Thr Glu Thr Lys Asp Cys Asn Glu Lys Lys Lys Lys Met Thr Met
[1909] 100 105 110

[1910] Asn Arg Asp Asp Leu Val Glu Glu Gly Glu Glu Glu Lys Ser Lys Ile
[1911] 115 120 125

[1912] Thr Glu Gln Asn Asn Gly Ser Thr Lys Ser Ile Lys Lys Met Lys His
[1913] 130 135 140

[1914] Lys Ala Lys Lys Glu Glu Asn Asn Phe Ser Asn Asp Ser Ser Lys Val
[1915] 145 150 155 160
[1916] Thr Lys Glu Leu Glu Lys Thr Asp Tyr Ile His Val Arg Ala Arg Arg
[1917] 165 170 175
[1918] Gly Gln Ala Thr Asp Ser His Ser Ile Ala Glu Arg Val Arg Arg Glu
[1919] 180 185 190

[1920] Lys Ile Ser Glu Arg Met Lys Phe Leu Gln Asp Leu Val Pro Gly Cys
[1921] 195 200 205

[1922] Asp Lys Ile Thr Gly Lys Ala Gly Met Leu Asp Glu Ile Ile Asn Tyr
[1923] 210 215 220

[1924] Val Gln Ser Leu Gln Arg Gln Ile Glu Phe Leu Ser Met Lys Leu Ala
[1925] 225 230 235 240
[1926] Ile Val Asn Pro Arg Pro Asp Phe Asp Met Asp Asp Ile Phe Ala Lys
[1927] 245 250 255
[1928]  Glu Val Ala Ser Thr Pro Met Thr Val Val Pro Ser Pro Glu Met Val
[1929] 260 265 270

[1930] Leu Ser Gly Tyr Ser His Glu Met Val His Ser Gly Tyr Ser Ser Glu
[1931] 275 280 285
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[1932]
[1933]
[1934]
[1935]
[1936]
[1937]
[1938]
[1939]
[1940]
[1941]
[1942]
[1943]
[1944]
[1945]
[1946]
[1947]
[1948]
[1949]
[1950]
[1951]
[1952]
[1953]
[1954]
[1955]
[1956]
[1957]
[1958]
[1959]
[1960]
[1961]
[1962]
[1963]
[1964]
[1965]
[1966]
[1967]
[1968]
[1969]
[1970]
[1971]
[1972]
[1973]

Met Val Asn Ser

290

Thr Ser Ser Asp

305

Met Trp Asp Ser

<210> 94
<211> 53
<212> PR

213>

<220>

223>

<400> 94
Met Lys Arg Asp

1
Met

Val

Leu

65

Tyr

Asn

Gln

Asp

Glu

145

Asp

Ala

Lys

Val

Ser

Met

Leu

Leu

50

Ser

Thr

Ala

Phe

Thr

130

Thr

Ser

Glu

Gln

Ala

210

Pro

3
T

Asn
Gly
35

Glu
Gln
Trp
Glu
Ala
115
Tyr
Thr
Gln
Ala
Ile
195

Thr

Ser

NLFF5

EPDEZIN

Glu
20

Tyr
Gln
Leu
Leu
Tyr
100
Ile
Thr
Thr
Glu
Val
180
Gly

Tyr

Gln

Gly

Pro

His
325

His

Glu

Lys

Leu

Ala

Asp

85

Asp

Asp

Thr

Ala

Asn

165

Gln

Phe

Phe

Ser

Tyr
Leu

310
Val

His

Asp

Val

Glu

Thr

70

Ser

Leu

Ser

Asn

Thr

150

Gly

Lys

Leu

Ala

Pro

Leu His Val Asn Pro

295

Ser Cys Phe Asn Asn

315

GIn Asn Leu Tyr Gly

His

Asp

Arg

Val

55

Glu

Met

Lys

Ala

Lys

135

Ala

Val

Glu

Ala

Glu

215
Ile

His
Gly
Ser
40

Met
Thr
Leu
Ala
Ser
120
Arg
Glu
Arg
Asn
Val
200

Ala

Asp

His

Asn

25

Ser

Met

Val

Thr

Ile

105

Ser

Leu

Ser

Leu

Leu

185

Ser

Leu

His

97

330

His
10

Gly
Glu
Ser
His
Asp
90

Pro
Ser
Lys
Thr
Val
170
Thr
Gln

Ala

Ser

Gln

Met

Met

Asn

Tyr

75

Leu

Gly

Asn

Cys

Arg

155

His

Val

Ile

Leu

Met Gln Gln Val Asn

300
Gly

Asn

Asp

Asp

Ala

Val

60

Asn

Asn

Asp

Gln

Ser

140

His

Ala

Ala

Gly

Arg

220

Ser

Glu Ala Pro Ser

Leu Gly Val

Lys
Glu
Asp
45

Gln
Pro
Pro
Ala
Gly
125
Asn
Val
Leu
Glu
Ala
205

Ile

Asp

Lys
Leu
30

Val
Glu
Ala
Pro
Ile
110
Gly
Gly
Val
Leu
Ala
190
Met

Tyr

Thr

335

Thr
15

Leu
Ala
Asp
Glu
Ser
95

Leu
Gly
Val
Leu
Ala
175
Leu
Arg

Arg

Leu

320

Met

Ala

Gln

Asp

Leu

80

Ser

Asn

Gly

Val

Val

160

Cys

Val

Lys

Leu

Gln
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[1974] 225 230 235 240
[1975] Met His Phe Tyr Glu Thr Cys Pro Tyr Leu Lys Phe Ala His Phe Thr
[1976] 245 250 255
[1977]  Ala Asn Gln Ala Ile Leu Glu Ala Phe Gln Gly Lys Lys Arg Val His
[1978] 260 265 270

[1979] Val Ile Asp Phe Ser Met Ser Gln Gly Leu Gln Trp Pro Ala Leu Met
[1980] 275 280 285

[1981] Gln Ala Leu Ala Leu Arg Pro Gly Gly Pro Pro Val Phe Arg Leu Thr
[1982] 290 295 300

[1983] Gly Ile Gly Pro Pro Ala Pro Asp Asn Phe Asp Tyr Leu His Glu Val
[1984] 305 310 315 320
[1985] Gly Cys Lys Leu Ala His Leu Ala Glu Ala Ile His Val Glu Phe Glu
[1986] 325 330 335
[1987] Tyr Arg Gly Phe Val Ala Asn Thr Leu Ala Asp Leu Asp Ala Ser Met
[1988] 340 345 350

[1989] Leu Glu Leu Arg Pro Ser Glu Ile Glu Ser Val Ala Val Asn Ser Val
[1990] 355 360 365

[1991] Phe Glu Leu His Lys Leu Leu Gly Arg Pro Gly Ala Ile Asp Lys Val
[1992] 370 375 380

[1993] Leu Gly Val Val Asn Gln Ile Lys Pro Glu Ile Phe Thr Val Val Glu
[1994] 385 390 395 400
[1995] Gln Glu Ser Asn His Asn Ser Pro Ile Phe Leu Asp Arg Phe Thr Glu
[1996] 405 410 415
[1997] Ser Leu His Tyr Tyr Ser Thr Leu Phe Asp Ser Leu Glu Gly Val Pro
[1998] 420 425 430

[1999] Ser Gly Gln Asp Lys Val Met Ser Glu Val Tyr Leu Gly Lys Gln Ile
[2000] 435 440 445

[2001] Cys Asn Val Val Ala Cys Asp Gly Pro Asp Arg Val Glu Arg His Glu
[2002] 450 455 460

[2003] Thr Leu Ser Gln Trp Arg Asn Arg Phe Gly Ser Ala Gly Phe Ala Ala
[2004] 465 470 475 480
[2005] Ala His Ile Gly Ser Asn Ala Phe Lys Gln Ala Ser Met Leu Leu Ala
[2006] 485 490 495
[2007] Leu Phe Asn Gly Gly Glu Gly Tyr Arg Val Glu Glu Ser Asp Gly Cys
[2008] 500 505 510

[2009] Leu Met Leu Gly Trp His Thr Arg Pro Leu Ile Ala Thr Ser Ala Trp
[2010] 515 520 525

[2011] Lys Leu Ser Thr Asn

[2012] 530

[2013]  <210> 95

[2014] <211> 345

[2015] <212> PRT

98



CN 110423282 B Fo5l & 49/76 T
[2016]  <213> N3

[2017]  <220>

[2018]  <223> & MZJk

[2019]  <400> 95

[2020] Met Ala Ala Ser Asp Glu Val Asn Leu Ile Glu Ser Arg Thr Val Val
[2021] 1 5 10 15
[2022]  Pro Leu Asn Thr Trp Val Leu Ile Ser Asn Phe Lys Val Ala Tyr Asn
[2023] 20 25 30

[2024] 1Ile Leu Arg Arg Pro Asp Gly Thr Phe Asn Arg His Leu Ala Glu Tyr
[2025] 35 40 45

[2026] Leu Asp Arg Lys Val Thr Ala Asn Ala Asn Pro Val Asp Gly Val Phe
[2027] 50 55 60

[2028]  Ser Phe Asp Val Leu Ile Asp Arg Arg Ile Asn Leu Leu Ser Arg Val
[2029] 65 70 75 80
[2030] Tyr Arg Pro Ala Tyr Ala Asp Gln Glu Gln Pro Pro Ser Ile Leu Asp
[2031] 85 90 95
[2032] Leu Glu Lys Pro Val Asp Gly Asp Ile Val Pro Val Ile Leu Phe Phe
[2033] 100 105 110

[2034] His Gly Gly Ser Phe Ala His Ser Ser Ala Asn Ser Ala Ile Tyr Asp
[2035] 115 120 125

[2036] Thr Leu Cys Arg Arg Leu Val Gly Leu Cys Lys Cys Val Val Val Ser
[2037] 130 135 140

[2038] Val Asn Tyr Arg Arg Ala Pro Glu Asn Pro Tyr Pro Cys Ala Tyr Asp
[2039] 145 150 155 160
[2040] Asp Gly Trp Ile Ala Leu Asn Trp Val Asn Ser Arg Ser Trp Leu Lys
[2041] 165 170 175
[2042] Ser Lys Lys Asp Ser Lys Val His Ile Phe Leu Ala Gly Asp Ser Ser
[2043] 180 185 190

[2044]  Gly Gly Asn Ile Ala His Asn Val Ala Leu Arg Ala Gly Glu Ser Gly
[2045] 195 200 205

[2046] Ile Asp Val Leu Gly Asn Ile Leu Leu Asn Pro Met Phe Gly Gly Asn
[2047] 210 215 220

[2048] Glu Arg Thr Glu Ser Glu Lys Ser Leu Asp Gly Lys Tyr Phe Val Thr
[2049] 225 230 235 240
[2050] Val Arg Asp Arg Asp Trp Tyr Trp Lys Ala Phe Leu Pro Glu Gly Glu
[2051] 245 250 255
[2052] Asp Arg Glu His Pro Ala Cys Asn Pro Phe Ser Pro Arg Gly Lys Ser
[2053] 260 265 270

[2054] Leu Glu Gly Val Ser Phe Pro Lys Ser Leu Val Val Val Ala Gly Leu
[2055] 275 280 285

[2056] Asp Leu Ile Arg Asp Trp Gln Leu Ala Tyr Ala Glu Gly Leu Lys Lys
[2057] 290 295 300
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[2058]
[2059]
[2060]
[2061]
[2062]
[2063]
[2064]
[2065]
[2066]
[2067]
[2068]
[2069]
[2070]
[2071]
[2072]
[2073]
[2074]
[2075]
[2076]
[2077]
[2078]
[2079]
[2080]
[2081]
[2082]
[2083]
[2084]
[2085]
[2086]
[2087]
[2088]
[2089]
[2090]
[2091]
[2092]
[2093]
[2094]
[2095]
[2096]
[2097]
[2098]
[2099]

Ala Gly Gln Glu

305

Phe Tyr Leu Leu

Ile Ser Ala Phe

<210>
211>
<212>
213>

<220>

223>
<400>

96

358
PRT
NILFF4)

340

EEJIN
96

Met Ala Gly Gly

1

Pro

Val

Leu

Ser

65

Gln

Thr

His

Thr

Val

145

Asp

Ser

Gly

Val

Glu

Leu

Leu

Asp

50

Phe

Pro

Lys

Gly

Phe

130

Asp

Gly

Gly

Gly

210
Arg

Asn
Arg
35

Arg
Asp
Ala
Pro
Gly
115
Cys
Tyr
Trp
Lys
Asn
195

Val

Thr

Thr
20
Arg

His
Ser
Leu
100
Ser
Arg
Arg
Asn
Asp
180
Ile

Leu

Gln

Val
Pro

325
Val

Asn

Trp

Pro

Val

Val

Leu

85

Ser

Phe

Arg

Arg

Ala

165

Ser

Ala

Gly

Ser

Lys Leu Met His Leu Glu Lys Ala Thr Val Gly

310

Asn

Asn

Glu

Val

Asp

Pro

Asp

70

Leu

Thr

Thr

Leu

Ser

150

Leu

Asn

His

Asn

Glu

315

320

Asn Asn His Phe His Asn Val Met Asp Glu

330

Ala Glu Cys

Val

Leu

Gly

Ala

55

Ser

His

Thr

His

Val

135

Pro

Asn

Val

Asn

Ile

215
Lys

Asn

Ile

Ser

40

Asn

Thr

Gln

Glu

Ser

120

Thr

Glu

Trp

Tyr

Val

200

Leu

Thr

345

Leu Asn
10

Ser Asn

25

Phe Asn

Ser Phe

Thr Asn

Thr Arg
90

Ile Val

105

Ser Ala

Ile Cys
His Arg
Val Lys

170
Val Tyr

185
Ala Val

Leu His

Leu Asp

100

Glu

Phe

Arg

Pro

Leu

75

His

Pro

Asn

Gly

Tyr

155

Ser

Leu

Arg

Pro

Gly

Cys

Lys

Asp

Leu

60

Leu

Gly

Val

Ser

Val

140

Pro

Arg

Ala

Ala

Met

220
Lys

Lys
Leu
Leu
45

Asp
Thr
Thr
Leu
Ala
125
Val
Cys
Val
Gly
Thr
205

Phe

Tyr

Arg
Ala
30

Ala
Gly
Arg
Leu
Ile
110
Ile
Val
Ala
Trp
Asp
190
Asn

Gly

Phe

335

Ile
15

Tyr
Glu
Val
Ile
Glu
95

Phe
Tyr
Val
Tyr
Leu
175
Ser
Glu

Gly

Val

Val

Lys

Phe

Phe

Tyr

80

Leu

Phe

Asp

Ser

Asp

160

Gln

Ser

Gly

Gln

Thr
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[2100] 225 230 235 240
[2101] TIle Gln Asp Arg Asp Trp Tyr Trp Arg Ala Tyr Leu Pro Glu Gly Glu
[2102] 245 250 255
[2103] Asp Arg Asp His Pro Ala Cys Asn Pro Phe Gly Pro Arg Gly Gln Ser
[2104] 260 265 270

[2105] Leu Lys Gly Val Asn Phe Pro Lys Ser Leu Val Val Val Ala Gly Leu
[2106] 275 280 285

[2107] Asp Leu Val Gln Asp Trp Gln Leu Ala Tyr Val Asp Gly Leu Lys Lys
[2108] 290 295 300

[2109] Thr Gly Leu Glu Val Asn Leu Leu Tyr Leu Lys Gln Ala Thr Ile Gly
[2110] 305 310 315 320
[2111]  Phe Tyr Phe Leu Pro Asn Asn Asp His Phe His Cys Leu Met Glu Glu
[2112] 325 330 335
[2113] Leu Asn Lys Phe Val His Ser Ile Glu Asp Ser Gln Ser Lys Ser Ser
[2114] 340 345 350

[2115]  Pro Val Leu Leu Thr Pro

[2116] 355

[2117]  <210> 97

[2118] <211> 344

[2119]  <212> PRT

[2120]  <213> N T4

[2121]  <220>

[2122]  <223> HHLEN

[2123]  <400> 97

[2124] Met Ala Gly Ser Glu Glu Val Asn Leu Ile Glu Ser Lys Thr Val Val
[2125] 1 5 10 15
[2126] Pro Leu Asn Thr Trp Val Leu Ile Ser Asn Phe Lys Leu Ala Tyr Asn
[2127] 20 25 30

[2128] Leu Leu Arg Arg Pro Asp Gly Thr Phe Asn Arg His Leu Ala Glu Phe
[2129] 35 40 45

[2130] Leu Asp Arg Lys Val Pro Ala Asn Ala Asn Pro Val Asn Gly Val Phe
[2131] 50 55 60

[2132] Ser Phe Asp Val Ile Ile Asp Arg Gln Thr Asn Leu Leu Ser Arg Val
[2133] 65 70 75 80
[2134] Tyr Arg Pro Ala Asp Ala Gly Thr Ser Pro Ser Ile Thr Asp Leu Gln
[2135] 85 90 95
[2136] Asn Pro Val Asp Gly Glu Ile Val Pro Val Ile Val Phe Phe His Gly
[2137] 100 105 110

[2138] Gly Ser Phe Ala His Ser Ser Ala Asn Ser Ala Ile Tyr Asp Thr Leu
[2139] 115 120 125

[2140] Cys Arg Arg Leu Val Gly Leu Cys Gly Ala Val Val Val Ser Val Asn
[2141] 130 135 140
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[2142]  Tyr Arg Arg Ala Pro Glu Asn Arg Tyr Pro Cys Ala Tyr Asp Asp Gly
[2143] 145 150 155 160
[2144] Trp Ala Val Leu Lys Trp Val Asn Ser Ser Ser Trp Leu Arg Ser Lys
[2145] 165 170 175
[2146] Lys Asp Ser Lys Val Arg Ile Phe Leu Ala Gly Asp Ser Ser Gly Gly
[2147] 180 185 190

[2148] Asn Ile Val His Asn Val Ala Val Arg Ala Val Glu Ser Arg Ile Asp
[2149] 195 200 205

[2150] Val Leu Gly Asn Ile Leu Leu Asn Pro Met Phe Gly Gly Thr Glu Arg
[2151] 210 215 220

[2152] Thr Glu Ser Glu Lys Arg Leu Asp Gly Lys Tyr Phe Val Thr Val Arg
[2153] 225 230 235 240
[2154]  Asp Arg Asp Trp Tyr Trp Arg Ala Phe Leu Pro Glu Gly Glu Asp Arg
[2155] 245 250 255
[2156] Glu His Pro Ala Cys Ser Pro Phe Gly Pro Arg Ser Lys Ser Leu Glu
[2157] 260 265 270

[2158] Gly Leu Ser Phe Pro Lys Ser Leu Val Val Val Ala Gly Leu Asp Leu
[2159] 275 280 285

[2160] Ile GIn Asp Trp Gln Leu Lys Tyr Ala Glu Gly Leu Lys Lys Ala Gly
[2161] 290 295 300

[2162] Gln Glu Val Lys Leu Leu Tyr Leu Glu Gln Ala Thr Ile Gly Phe Tyr
[2163] 305 310 315 320
[2164] Leu Leu Pro Asn Asn Asn His Phe His Thr Val Met Asp Glu Ile Ala
[2165] 325 330 335
[2166] Ala Phe Val Asn Ala Glu Cys Gln

[2167] 340

[2168] <210> 98

[2169] <211> 113

[2170]  <212> PRT

[2171]  <213> N T4

[2172]  <220>

[2173]  <223> HHLE MK

[2174]  <400> 98

[2175] Met Gly Gly Leu Glu Pro Cys Ser Arg Leu Leu Leu Leu Pro Leu Leu
[2176] 1 5 10 15
[2177]  Leu Ala Val Ser Gly Leu Arg Pro Val Gln Ala Gln Ala Gln Ser Asp
[2178] 20 25 30

[2179] Cys Ser Cys Ser Thr Val Ser Pro Gly Val Leu Ala Gly Ile Val Met
[2180] 35 40 45

[2181] Gly Asp Leu Val Leu Thr Val Leu Ile Ala Leu Ala Val Tyr Phe Leu
[2182] 50 55 60

[2183]  Gly Arg Leu Val Pro Arg Gly Arg Gly Ala Ala Glu Ala Ala Thr Arg
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[2184] 65 70 75 80
[2185] Lys Gln Arg Ile Thr Glu Thr Glu Ser Pro Tyr Gln Glu Leu Gln Gly
[2186] 85 90 95
[2187]  Gln Arg Ser Asp Val Tyr Ser Asp Leu Asn Thr Gln Arg Pro Tyr Tyr
[2188] 100 105 110

[2189] Lys

[2190]  <210> 99

[2191]  <211> 112

[2192] <212> PRT

[2193]  <213> N T4

[2194] <220>

[2195]  <223> HHLE ML

[2196]  <400> 99

[2197] Met Gly Gly Leu Glu Pro Cys Ser Arg Leu Leu Leu Leu Pro Leu Leu
[2198] 1 5 10 15
[2199] Leu Ala Val Ser Gly Leu Arg Pro Val Gln Ala Gln Ala Gln Ser Asp
[2200] 20 25 30

[2201] Cys Ser Cys Ser Thr Val Ser Pro Gly Val Leu Ala Gly Ile Val Met
[2202] 35 40 45

[2203] Gly Asp Leu Val Leu Thr Val Leu Ile Ala Leu Ala Val Tyr Phe Leu
[2204] 50 55 60

[2205] Gly Arg Leu Val Pro Arg Gly Arg Gly Ala Ala Glu Ala Thr Arg Lys
[2206] 65 70 75 80
[2207] Gln Arg Ile Thr Glu Thr Glu Ser Pro Tyr Gln Glu Leu Gln Gly Gln
[2208] 85 90 95
[2209] Arg Ser Asp Val Tyr Ser Asp Leu Asn Thr Gln Arg Pro Tyr Tyr Lys
[2210] 100 105 110

[2211]  <210> 100

[2212] <211> 102

[2213] <212> PRT

[2214]  <213> NTJF4I

[2215]  <220>

[2216]  <223> &M EHk

[2217]  <400> 100

[2218] Met Gly Gly Leu Glu Pro Cys Ser Arg Leu Leu Leu Leu Pro Leu Leu
[2219] 1 5 10 15
[2220] Leu Ala Val Ser Asp Cys Ser Cys Ser Thr Val Ser Pro Gly Val Leu
[2221] 20 25 30

[2222] Ala Gly Ile Val Met Gly Asp Leu Val Leu Thr Val Leu Ile Ala Leu
[2223] 35 40 45

[2224] Ala Val Tyr Phe Leu Gly Arg Leu Val Pro Arg Gly Arg Gly Ala Ala
[2225] 50 55 60
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[2226]
[2227]
[2228]
[2229]
[2230]
[2231]
[2232]
[2233]
[2234]
[2235]
[2236]
[2237]
[2238]
[2239]
[2240]
[2241]
[2242]
[2243]
[2244]
[2245]
[2246]
[2247]
[2248]
[2249]
[2250]
[2251]
[2252]
[2253]
[2254]
[2255]
[2256]
[2257]
[2258]
[2259]
[2260]
[2261]
[2262]
[2263]
[2264]
[2265]
[2266]
[2267]

Glu Ala Ala Thr Arg Lys Gln Arg Ile Thr Glu Thr Glu Ser Pro Tyr
65 70 75 80
Gln Glu Leu Gln Gly Gln Arg Ser Asp Val Tyr Ser Asp Leu Asn Thr
85 90 95
Gln Arg Pro Tyr Tyr Lys
100
<210> 101
<211> 101
<212> PRT
213> N3
220>
223> BHE MK
<400> 101
Met Gly Gly Leu Glu Pro Cys Ser Arg Leu Leu Leu Leu Pro Leu Leu
1 5 10 15
Leu Ala Val Ser Asp Cys Ser Cys Ser Thr Val Ser Pro Gly Val Leu
20 25 30
Ala Gly Ile Val Met Gly Asp Leu Val Leu Thr Val Leu Ile Ala Leu
35 40 45
Ala Val Tyr Phe Leu Gly Arg Leu Val Pro Arg Gly Arg Gly Ala Ala
50 55 60
Glu Ala Thr Arg Lys Gln Arg Ile Thr Glu Thr Glu Ser Pro Tyr Gln
65 70 75 80
Glu Leu Gln Gly Gln Arg Ser Asp Val Tyr Ser Asp Leu Asn Thr Gln
85 90 95
Arg Pro Tyr Tyr Lys
100
<210> 102
211> 21
<212> PRT
213> NTLF%)
220>
223> HHZ AL
<400> 102
Glu Ser Pro Tyr Gln Glu Leu Gln Gly Gln Arg Ser Asp Val Tyr Ser
1 5 10 15
Asp Leu Asn Thr Gln
20
<210> 103
<211> 86
<212> PRT
213> NTLF%)
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[2268]  <220>

[2269]  <223> & EZ ik

[2270]  <400> 103

[2271] Met Ile Pro Ala Val Val Leu Leu Leu Leu Leu Leu Val Glu Gln Ala

[2272] 1 5 10 15
[2273] Ala Ala Leu Gly Glu Pro Gln Leu Cys Tyr Ile Leu Asp Ala Ile Leu
[2274] 20 25 30

[2275]  Phe Leu Tyr Gly Ile Val Leu Thr Leu Leu Tyr Cys Arg Leu Lys Ile
[2276] 35 40 45

[2277]  Gln Val Arg Lys Ala Ala Ile Thr Ser Tyr Glu Lys Ser Asp Gly Val
[2278] 50 55 60

[2279] Tyr Thr Gly Leu Ser Thr Arg Asn Gln Glu Thr Tyr Glu Thr Leu Lys
[2280] 65 70 75 80
[2281] His Glu Lys Pro Pro Gln

[2282] 85

[2283] <210> 104

[2284] <211> 21

[2285] <212> PRT

[2286]  <213> N TJ¥4

[2287] <220>

[2288]  <223> ALK

[2289]  <400> 104

[2290] Asp Gly Val Tyr Thr Gly Leu Ser Thr Arg Asn Gln Glu Thr Tyr Glu

[2291] 1 5 10 15
[2292] Thr Leu Lys His Glu
[2293] 20

[2294] <210> 105

[2295] <211> 171

[2296]  <212> PRT

[2297]  <213> N L)%

[2298] <220>

[2299]  <223> HHLE N

[2300]  <400> 105

[2301] Met Glu His Ser Thr Phe Leu Ser Gly Leu Val Leu Ala Thr Leu Leu

[2302] 1 5 10 15
[2303] Ser Gln Val Ser Pro Phe Lys Ile Pro Ile Glu Glu Leu Glu Asp Arg
[2304] 20 25 30

[2305] Val Phe Val Asn Cys Asn Thr Ser Ile Thr Trp Val Glu Gly Thr Val
[2306] 35 40 45

[2307] Gly Thr Leu Leu Ser Asp Ile Thr Arg Leu Asp Leu Gly Lys Arg Ile
[2308] 50 55 60

[2309] Leu Asp Pro Arg Gly Ile Tyr Arg Cys Asn Gly Thr Asp Ile Tyr Lys
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[2310] 65 70 75 80
[2311] Asp Lys Glu Ser Thr Val Gln Val His Tyr Arg Met Cys Gln Ser Cys
[2312] 85 90 95
[2313] Val Glu Leu Asp Pro Ala Thr Val Ala Gly Ile Ile Val Thr Asp Val
[2314] 100 105 110

[2315] Ile Ala Thr Leu Leu Leu Ala Leu Gly Val Phe Cys Phe Ala Gly His
[2316] 115 120 125

[2317]  Glu Thr Gly Arg Leu Ser Gly Ala Ala Asp Thr Gln Ala Leu Leu Arg
[2318] 130 135 140

[2319]  Asn Asp Gln Val Tyr Gln Pro Leu Arg Asp Arg Asp Asp Ala Gln Tyr
[2320] 145 150 155 160
[2321] Ser His Leu Gly Gly Asn Trp Ala Arg Asn Lys

[2322] 165 170

[2323] <210> 106

[2324] <211> 127

[2325]  <212> PRT

[2326] <213> N T¢I

[2327]  <220>

[2328]  <223> & EZ Ik

[2329]  <400> 106

[2330] Met Glu His Ser Thr Phe Leu Ser Gly Leu Val Leu Ala Thr Leu Leu
[2331] 1 5 10 15
[2332] Ser Gln Val Ser Pro Phe Lys Ile Pro Ile Glu Glu Leu Glu Asp Arg
[2333] 20 25 30

[2334] Val Phe Val Asn Cys Asn Thr Ser Ile Thr Trp Val Glu Gly Thr Val
[2335] 35 40 45

[2336] Gly Thr Leu Leu Ser Asp Ile Thr Arg Leu Asp Leu Gly Lys Arg Ile
[2337] 50 55 60

[2338] Leu Asp Pro Arg Gly Ile Tyr Arg Cys Asn Gly Thr Asp Ile Tyr Lys
[2339] 65 70 75 80
[2340] Asp Lys Glu Ser Thr Val Gln Val His Tyr Arg Thr Ala Asp Thr Gln
[2341] 85 90 95
[2342] Ala Leu Leu Arg Asn Asp Gln Val Tyr Gln Pro Leu Arg Asp Arg Asp
[2343] 100 105 110

[2344] Asp Ala Gln Tyr Ser His Leu Gly Gly Asn Trp Ala Arg Asn Lys
[2345] 115 120 125

[2346]  <210> 107

[2347] <211> 21

[2348]  <212> PRT

[2349]  <213> NTLJF4I

[2350]  <220>

[2351]  <223> &ELE Mk
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[2352]
[2353]
[2354]
[2355]
[2356]
[2357]
[2358]
[2359]
[2360]
[2361]
[2362]
[2363]
[2364]
[2365]
[2366]
[2367]
[2368]
[2369]
[2370]
[2371]
[2372]
[2373]
[2374]
[2375]
[2376]
[2377]
[2378]
[2379]
[2380]
[2381]
[2382]
[2383]
[2384]
[2385]
[2386]
[2387]
[2388]
[2389]
[2390]
[2391]
[2392]
[2393]

<400> 107
Asp Gln Val Tyr Gln Pro Leu Arg Asp Arg Asp Asp Ala Gln Tyr Ser

1

5

His Leu Gly Gly Asn

<210>
<2115
212>
<213>

220>

223>
<400>

108
207
PRT
NP3

20

EIEZI
108

Met Gln Ser Gly

1
Val

Gln

Cys

Asn

65

His

Val

Tyr

Ser

Leu

145

Pro

Lys

Lys

Gly

Thr

Pro

50

Ile

Leu

Cys

Leu

Val

130

Leu

Val

Glu

Gly

Val

Pro

35

Gln

Gly

Ser

Tyr

Arg

115

Ala

Leu

Thr

Arg

Gln
195

<210> 109

211> 21

<212> PRT
213> NTIJF4

Trp
20

Tyr
Tyr
Gly
Leu
Pro
100
Ala
Thr
Val
Arg
Pro

180
Arg

Thr

Gly

Lys

Pro

Asp

Lys

85

Arg

Arg

Ile

Tyr

Gly

165

Pro

Asp

His

Gln

Val

Gly

Glu

70

Glu

Gly

Val

Val

Tyr

150

Ala

Pro

Leu

Trp

Asp

Ser

Ser

55

Asp

Phe

Ser

Cys

Ile

135

Trp

Gly

Val

Tyr

Arg

Gly

Ile

40

Glu

Asp

Ser

Lys

Glu

120

Val

Ser

Ala

Pro

Ser
200

Val
Asn
25

Ser
Ile
Lys
Glu
Pro
105
Asn
Asp
Lys
Gly
Asn

185
Gly

107

10

Leu
10

Glu
Gly
Leu
Asn
Leu
90

Glu
Cys
Ile
Asn
Gly
170

Pro

Leu

Gly

Glu

Thr

Trp

Ile

75

Glu

Asp

Met

Cys

Arg

155

Arg

Asp

Asn

Leu

Met

Thr

Gln

60

Gly

Gln

Ala

Glu

Ile

140

Lys

Gln

Tyr

Gln

Cys
Gly
Val
45

His
Ser
Ser
Asn
Met
125

Thr

Ala

Glu

Arg
205

Leu

Gly
30
Ile

Asn

Asp

Gly

Phe

110

Asp

Gly

Lys

Gly

Pro

190
Arg

15

Leu
15

Ile
Leu
Asp
Glu
Tyr
95

Tyr
Val
Gly
Ala
Gln
175

Ile

Ile

Ser

Thr

Thr

Lys

Asp

80

Tyr

Leu

Met

Leu

Lys

160

Asn

Arg



CN 110423282 B

58/76 T

[2394]
[2395]
[2396]
[2397]
[2398]
[2399]
[2400]
[2401]
[2402]
[2403]
[2404]
[2405]
[2406]
[2407]
[2408]
[2409]
[2410]
[2411]
[2412]
[2413]
[2414]
[2415]
[2416]
[2417]
[2418]
[2419]
[2420]
[2421]
[2422]
[2423]
[2424]
[2425]
[2426]
[2427]
[2428]
[2429]
[2430]
[2431]
[2432]
[2433]
[2434]
[2435]

220>
223> HHZMK
<400> 109
Asn Pro Asp Tyr Glu Pro Ile Arg Lys Gly Gln Arg Asp Leu Tyr Ser

1

5

Gly Leu Asn Gln Arg

210>
<2115
212>
<213>

220>

223>
<400>

110
182
PRT
NILFF3)

20

IR EDN
110

Met Glu Gln Gly

1

Leu

Val

Glu

Leu

65

Pro

Leu

Ala

Leu

Ser

145

Gln

Asn

Gln
Tyr
Ala
50

Thr
Arg
Gln
Thr
Ala
130
Arg

Pro

Gln

Gly
Asp
35

Lys
Glu
Gly
Val
Ile
115
Val
Ala

Leu

Leu

<210> 111

211> 21

<212> PRT
213> NTF4

Thr
20

Tyr
Asn
Asp
Met
Tyr
100
Ser
Gly
Ser

Lys

Arg
180

Lys

Leu

Gln

Ile

Lys

Tyr

85

Gly

Val

Asp

Asp

165
Arg

Gly

Ala

Glu

Thr

Lys

70
Gln

Phe
Tyr
Lys
150

Arg

Asn

Leu

Gln

Asp

Trp

55

Lys

Cys

Met

Leu

Phe

135

Gln

Glu

Ala
Ser
Gly
40

Phe
Trp
Lys
Cys
Phe
120
Ile

Thr

Asp

Val
Ile
25

Ser
Lys
Asn
Gly
Gln
105
Ala
Ala

Leu

Asp

108

10

Leu
10

Lys
Val
Asp
Leu
Ser
90

Asn
Glu
Gly

Leu

Gln
170

Ile

Gly

Leu

Gly

Gly

75

Gln

Cys

Ile

Gln

Pro

155
Tyr

Leu
Asn
Leu
Lys
60

Ser
Asn
Ile
Val
Asp
140

Asn

Ser

Ala

His

Thr

45

Met

Asn

Lys

Glu

Ser

125
Gly

His

Ile

Leu

30

Cys

Ile

Ala

Ser

Leu

110

Ile

Val

Gln

Leu

15

Ile
15

Val
Asp
Gly
Lys
Lys
95

Asn
Phe
Arg

Leu

Gln
175

Leu

Lys

Ala

Phe

Asp

80

Pro

Ala

Val

Gln

Tyr

160
Gly
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[2436]
[2437]
[2438]
[2439]
[2440]
[2441]
[2442]
[2443]
[2444]
[2445]
[2446]
[2447]
[2448]
[2449]
[2450]
[2451]
[2452]
[2453]
[2454]
[2455]
[2456]
[2457]
[2458]
[2459]
[2460]
[2461]
[2462]
[2463]
[2464]
[2465]
[2466]
[2467]
[2468]
[2469]
[2470]
[2471]
[2472]
[2473]
[2474]
[2475]
[2476]
[2477]

220>
223> HHZMK
<400> 111
Asp Gln Leu Tyr GIn Pro Leu Lys Asp Arg Glu Asp Asp Gln Tyr Ser

1

5

His Leu Gln Gly Asn

210>
<2115
212>
<213>

220>

223>
<400>

112
163
PRT
NILFF3)

20

R EDN
112

Met Lys Trp Lys

1

Pro

Tyr

Leu

Gln

65

Glu

Gly

Leu

Gly

Ser
145

Ile

Leu

Phe

50

Gln

Glu

Gly

Gln

Glu

130
Thr

Thr
Leu
35

Leu
Gly
Tyr
Lys
Lys
115

Arg

Ala

Pro Pro Arg
<210> 113
211> 164
<212> PRT
213> NTJ75
<220>
223> Rk
<400> 113

Glu
20

Asp
Arg
Gln
Asp
Pro
100
Asp

Arg

Thr

Ala

Ala

Gly

Val

Asn

Val

85

Arg

Lys

Arg

Lys

Leu

Gln

Ile

Lys

Gln

70

Leu

Arg

Met

Gly

Asp
150

Phe

Ser

Leu

Phe

55

Leu

Asp

Lys

Ala

Lys

135
Thr

Thr
Phe
Phe
40

Ser
Tyr
Lys
Asn
Glu
120

Gly

Tyr

Ala
Gly
25

Ile
Arg
Asn
Arg
Pro
105
Ala
His

Asp

109

10

Ala
10

Leu
Tyr
Ser
Glu
Arg
90

Gln
Tyr

Asp

Ala

Ile

Leu

Gly

Ala

Leu

75

Gly

Glu

Ser

Gly

Leu
155

Leu

Asp

Val

Asp

60

Asn

Arg

Gly

Glu

Leu

140
His

Gln
Pro
Ile
45

Ala
Leu
Asp
Leu
Ile
125

Tyr

Met

Ala

Lys

30

Leu

Pro

Gly

Pro

110

Gly

Gln

Gln

15

Gln
15

Leu
Thr
Ala
Arg
Glu
95

Asn
Met

Gly

Ala

Leu

Cys

Ala

Tyr

Arg

80

Met

Glu

Lys

Leu

Leu
160
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[2478] Met Lys Trp Lys Ala Leu Phe Thr Ala Ala Ile Leu Gln Ala Gln Leu
[2479] 1 5 10 15
[2480] Pro Ile Thr Glu Ala Gln Ser Phe Gly Leu Leu Asp Pro Lys Leu Cys
[2481] 20 25 30

[2482] Tyr Leu Leu Asp Gly Ile Leu Phe Ile Tyr Gly Val Ile Leu Thr Ala
[2483] 35 40 45

[2484] Leu Phe Leu Arg Val Lys Phe Ser Arg Ser Ala Asp Ala Pro Ala Tyr
[2485] 50 55 60

[2486] Gln Gln Gly Gln Asn Gln Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg
[2487] 65 70 75 80
[2488] Glu Glu Tyr Asp Val Leu Asp Lys Arg Arg Gly Arg Asp Pro Glu Met
[2489] 85 90 95
[2490] Gly Gly Lys Pro Gln Arg Arg Lys Asn Pro Gln Glu Gly Leu Tyr Asn
[2491] 100 105 110

[2492] Glu Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr Ser Glu Ile Gly Met
[2493] 115 120 125

[2494] Lys Gly Glu Arg Arg Arg Gly Lys Gly His Asp Gly Leu Tyr Gln Gly
[2495] 130 135 140

[2496] Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp Ala Leu His Met Gln Ala
[2497] 145 150 155 160
[2498] Leu Pro Pro Arg

[2499] <210> 114

[2500] <211> 21

[2501]  <212> PRT

[2502] <213> N7

[2503]  <220>

[2504]  <223> & MZK

[2505]  <400> 114

[2506] Asn Gln Leu Tyr Asn Glu Leu Asn Leu Gly Arg Arg Glu Glu Tyr Asp
[2507] 1 5 10 15
[2508] Val Leu Asp Lys Arg

[2509] 20

[2510] <210> 115

[2511] <211> 22

[2512] <212> PRT

[2513] <213> NLF%

[2514]  <220>

[2515]  <223> & MZfk

[2516]  <400> 115

[2517]  Glu Gly Leu Tyr Asn Glu Leu Gln Lys Asp Lys Met Ala Glu Ala Tyr
[2518] 1 5 10 15
[2519]  Ser Glu Ile Gly Met Lys
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[2520]
[2521]
[2522]
[2523]
[2524]
[2525]
[2526]
[2527]
[2528]
[2529]
[2530]
[2531]
[2532]
[2533]
[2534]
[2535]
[2536]
[2537]
[2538]
[2539]
[2540]
[2541]
[2542]
[2543]
[2544]
[2545]
[2546]
[2547]
[2548]
[2549]
[2550]
[2551]
[2552]
[2553]
[2554]
[2555]
[2556]
[2557]
[2558]
[2559]
[2560]
[2561]

<210> 11
211> 21

<212>
213>

<220>

223>

<400> 11
Asp Gly Leu Tyr Gln Gly Leu Ser Thr Ala Thr Lys Asp Thr Tyr Asp

1

6

PRT
NP3

6

20

7 ik

5

Ala Leu His Met Gln

<210> 11

211>
<212>
213>

<220>

223>

<400> 11
Met Pro Gly Gly

1

Leu
Leu
Asp
Thr
65

Leu
Asn
Glu
Pro
Ile
145

Thr

Asp

Leu
Trp
Ala
50

Trp
Gly
Lys
Ser
Pro
130
Thr

Leu

Ala

7

226
PRT
NP3

7

Phe
Met
35

His
Trp
Pro
Ser
Tyr
115
Arg
Ala

Leu

Gly

20

7 ik

Leu
20

His
Phe
Arg
Gly
His
100
Gln
Pro
Glu

Leu

Asp

Pro

Leu

Lys

Gln

Val

Glu

85

Gly

Gln

Phe

Gly

Phe

165
Glu

Gly
Ser
Val
Cys
Leu
70

Asp
Gly
Ser
Leu
Ile
150

Arg

Tyr

Val

Ala

Pro

Pro

55

His

Pro

Ile

Cys

Asp

135
Ile

Glu

Leu

Val

Ala

40

His

Gly

Asn

Tyr

Gly

120

Met

Leu

Arg

Asp

Gln

Tyr

25

Ser

Asn

Asn

Gly

Val

105

Thr

Gly

Leu

Trp

Glu

111

10

Ala

10

Leu

Leu

Ser

Tyr

Thr

90

Cys

Tyr

Glu

Phe

Gln

170

Asn

Leu

Gly

Met

Ser

Thr

75

Leu

Arg

Leu

Gly

Cys

155

Asn

Leu

Pro Ala

Pro Gly

Val Ser
45

Asn Asn

60

Trp Pro

Ile Tle

Val Gln

Arg Val
125

Thr Lys

140

Ala Val

Glu Lys

Tyr Glu

Thr

Cys

30

Leu

Ala

Pro

Gln

Glu

110

Arg

Asn

Val

Leu

Gly

15

Ile
15

Gln
Gly
Asn
Glu
Asn
95

Gly
Gln
Arg
Pro
Gly

175

Leu

Phe

Ala

Glu

Val

Phe

80

Val

Asn

Pro

Ile

Gly

160

Leu

Asn
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[2562] 180 185 190

[2563] Leu Asp Asp Cys Ser Met Tyr Glu Asp Ile Ser Arg Gly Leu Gln Gly
[2564] 195 200 205

[2565] Thr Tyr Gln Asp Val Gly Ser Leu Asn Ile Gly Asp Val Gln Leu Glu
[2566] 210 215 220

[2567] Lys Pro

[2568] 225

[2569] <210> 118

[2570] <211> 188

[2571]  <212> PRT

[2572] <213> N7

[2573]  <220>

[2574]  <223> & EEfk

[2575]  <400> 118

[2576] Met Pro Gly Gly Pro Gly Val Leu Gln Ala Leu Pro Ala Thr Ile Phe
[2577] 1 5 10 15
[2578] Leu Leu Phe Leu Leu Ser Ala Val Tyr Leu Gly Pro Gly Cys Gln Ala
[2579] 20 25 30

[2580] Leu Trp Met His Lys Val Pro Ala Ser Leu Met Val Ser Leu Gly Glu
[2581] 35 40 45

[2582] Asp Ala His Phe Gln Cys Pro His Asn Ser Ser Asn Asn Ala Asn Val
[2583] 50 55 60

[2584] Thr Trp Trp Arg Val Leu His Gly Asn Tyr Thr Trp Pro Pro Glu Phe
[2585] 65 70 75 80
[2586] Leu Gly Pro Gly Glu Asp Pro Asn Glu Pro Pro Pro Arg Pro Phe Leu
[2587] 85 90 95
[2588] Asp Met Gly Glu Gly Thr Lys Asn Arg Ile Ile Thr Ala Glu Gly Ile
[2589] 100 105 110

[2590] Ile Leu Leu Phe Cys Ala Val Val Pro Gly Thr Leu Leu Leu Phe Arg
[2591] 115 120 125

[2592] Lys Arg Trp Gln Asn Glu Lys Leu Gly Leu Asp Ala Gly Asp Glu Tyr
[2593] 130 135 140

[2594] Glu Asp Glu Asn Leu Tyr Glu Gly Leu Asn Leu Asp Asp Cys Ser Met
[2595] 145 150 155 160
[2596] Tyr Glu Asp Ile Ser Arg Gly Leu Gln Gly Thr Tyr Gln Asp Val Gly
[2597] 165 170 175
[2598] Ser Leu Asn Ile Gly Asp Val Gln Leu Glu Lys Pro

[2599] 180 185

[2600] <210> 119

[2601] <211> 21

[2602] <212> PRT

[2603] <213> NLF%

112



CN 110423282 B F 5 * 63/76 T

[2604]
[2605]
[2606]
[2607]
[2608]
[2609]
[2610]
[2611]
[2612]
[2613]
[2614]
[2615]
[2616]
[2617]
[2618]
[2619]
[2620]
[2621]
[2622]
[2623]
[2624]
[2625]
[2626]
[2627]
[2628]
[2629]
[2630]
[2631]
[2632]
[2633]
[2634]
[2635]
[2636]
[2637]
[2638]
[2639]
[2640]
[2641]
[2642]
[2643]
[2644]
[2645]

220>
223> HHZMK
<400> 119
Glu Asn Leu Tyr Glu Gly Leu Asn Leu Asp Asp Cys Ser Met Tyr Glu
1 5 10 15
Asp Ile Ser Arg Gly
20
<210> 120
<211> 20
<212> PRT
213> NLF%)
220>
223> BHMZ MK
<400> 120
Arg Pro Arg Arg Ser Pro Ala Gln Asp Gly Lys Val Tyr Ile Asn Met
1 5 10 15
Pro Gly Arg Gly
20
<210> 121
<211> 68
<212> PRT
213> NLF%)
220>
223> HHMZ MK
<400> 121
Phe Trp Val Leu Val Val Val Gly Gly Val Leu Ala Cys Tyr Ser Leu
1 5 10 15
Leu Val Thr Val Ala Phe Ile Ile Phe Trp Val Arg Ser Lys Arg Ser
20 25 30
Arg Leu Leu His Ser Asp Tyr Met Asn Met Thr Pro Arg Arg Pro Gly
35 40 45
Pro Thr Arg Lys His Tyr Gln Pro Tyr Ala Pro Pro Arg Asp Phe Ala
50 55 60
Ala Tyr Arg Ser
65
<210> 122
211> 9
<212> PRT
213> NI
220>
223> HHLE K
<400> 122

113
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[2646]
[2647]
[2648]
[2649]
[2650]
[2651]
[2652]
[2653]
[2654]
[2655]
[2656]
[2657]
[2658]
[2659]
[2660]
[2661]
[2662]
[2663]
[2664]
[2665]
[2666]
[2667]
[2668]
[2669]
[2670]
[2671]
[2672]
[2673]
[2674]
[2675]
[2676]
[2677]
[2678]
[2679]
[2680]
[2681]
[2682]
[2683]
[2684]
[2685]
[2686]
[2687]

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala
1 5
<210> 123

211> 8

<212> PRT

213> N3
220>

223> GHZMK
<400> 123

Asp Tyr Lys Asp Asp Asp Asp Lys
1 5
<210> 124

211> 5

<212> PRT

213> N3
220>

223> HHZ MK
<400> 124

His His His His His
1 5
<210> 125

211> 6

<212> PRT

213> NLF%
220>

223> HRHZ MK
<400> 125

His His His His His His
1 5
<210> 126

211> 8

<212> PRT

213> NLF%)
220>

223> HHMZ MK
<400> 126

Trp Ser His Pro Gln Phe Glu Lys
1 5
<210> 127

211> 5

<212> PRT

213> NTLF%)
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[2688]
[2689]
[2690]
[2691]
[2692]
[2693]
[2694]
[2695]
[2696]
[2697]
[2698]
[2699]
[2700]
[2701]
[2702]
[2703]
[2704]
[2705]
[2706]
[2707]
[2708]
[2709]
[2710]
[2711]
[2712]
[2713]
[2714]
[2715]
[2716]
[2717]
[2718]
[2719]
[2720]
[2721]
[2722]
[2723]
[2724]
[2725]
[2726]
[2727]
[2728]
[2729]

220>

223> BMERK
<400> 127

Arg Tyr Ile Arg Ser
1 5
<210> 128

211> 4

<212> PRT

213> NTLFE%)
<220>

223> BRZ K
<400> 128

Phe His His Thr
1

<210> 129

211> 17

<212> PRT

213> N4
<220>

223> BHEIK
<400> 129

Trp Glu Ala Ala Ala Arg Glu Ala Cys Cys Arg Glu Cys Cys Ala Arg

1 5 10
Ala

<210> 130

211> 4

<212> PRT

213> NP5

<220>

223> ARk

<220>

<221> MISC FEATURE

<222> (2)..(3)

223> IXEefy B B IR 0] DURAT A 2 LR
<220>

<221> MISC FEATURE

222> (4)..®)

223> A B EERR T LLgLeuslIle
<400> 130

Tyr Xaa Xaa Xaa

1

<210> 131
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[2730] <211> 16

[2731]  <212> PRT

[2732] <213> AN TF4

[2733]  <220>

[2734]  <223> HFHZNk

[2735]  <220>

[2736]  <221> MISC FEATURE

[2737]  <222> (2)..(3)

[2738]  <223> IXLLf B ()RR O] LA A 2 LR
[2739]  <220>

[2740]  <221> MISC FEATURE

[2741]  <222> 4) .. ()

[2742]  <223> ZArEMEIEIR Y LLZLeusi]le
[2743]  <220>

[2744]  <221> MISC FEATURE

[2745]  <222> (5)..(10)

[2746]  <223> XYLy B )R IERL AT LURAT AT 2 LR
[2747]  <220>

[2748]  <221> MISC FEATURE

[2749] <222> (11)..(12)

[2750]  <223> IXLLf) B 2 IEIR 0T AFEBUANAEAE , (015 — AN B AN SRR AEAE X A7 B 12
FER ] DU AR 2 L IR

[2751]  <220>

[2752] <221> misc feature

[2753] <222> (14)..(15)

[2754]  <223> Xaan] DL T RIRAFAE M 2 LR
[2755]  <220>

[2756]  <221> MISC FEATURE

[2757]  <222> (16) .. (16)

[2758]  <223> ZAr EMEIEIR T L Leusklle
[2759]  <400> 131

[2760] Tyr Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Tyr Xaa Xaa Xaa
[2761] 1 5 10 15
[2762] <210> 132

[2763] <211> 24

[2764]  <212> DNA

[2765]  <213> N T4

[2766]  <220>

[2767]  <223> BREHTHTE

[2768]  <400> 132

[2769] gattacaagg atgacgatga caag 24

[2770]  <210> 133
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[2771] <211> 732

[2772] <212> PRT

[2773]  <213> N3

[2774] <220

[2775]  <223> AHLENK

[2776]  <400> 133

[2777] Gly Gly Ala Thr Cys Cys Cys Ala Gly Gly Thr Ala Cys Ala Ala Cys
[2778] 1 5 10 15
[2779] Thr Gly Cys Ala Gly Cys Ala Gly Thr Cys Thr Gly Gly Gly Cys Cys
[2780] 20 25 30

[2781] Thr Gly Ala Gly Cys Thr Gly Gly Ala Gly Ala Ala Gly Cys Cys Thr
[2782] 35 40 45

[2783] Gly Gly Cys Gly Cys Thr Thr Cys Ala Gly Thr Gly Ala Ala Gly Ala
[2784] 50 55 60

[2785] Thr Ala Thr Cys Cys Thr Gly Cys Ala Ala Gly Gly Cys Thr Thr Cys
[2786] 65 70 75 80
[2787] Thr Gly Gly Thr Thr Ala Cys Thr Cys Ala Thr Thr Cys Ala Cys Thr
[2788] 85 90 95
[2789] Gly Gly Cys Thr Ala Cys Ala Cys Cys Ala Thr Gly Ala Ala Cys Thr
[2790] 100 105 110

[2791] Gly Gly Gly Thr Gly Ala Ala Gly Cys Ala Gly Ala Gly Cys Cys Ala
[2792] 115 120 125

[2793] Thr Gly Gly Ala Ala Ala Gly Ala Gly Cys Cys Thr Thr Gly Ala Gly
[2794] 130 135 140

[2795] Thr Gly Gly Ala Thr Thr Gly Gly Ala Cys Thr Thr Ala Thr Thr Ala
[2796] 145 150 155 160
[2797] Cys Thr Cys Cys Thr Thr Ala Cys Ala Ala Thr Gly Gly Thr Gly Cys
[2798] 165 170 175
[2799] Thr Thr Cys Thr Ala Gly Cys Thr Ala Cys Ala Ala Cys Cys Ala Gly
[2800] 180 185 190

[2801] Ala Ala Gly Thr Thr Cys Ala Gly Gly Gly Gly Cys Ala Ala Gly Gly
[2802] 195 200 205

[2803] Cys Cys Ala Cys Ala Thr Thr Ala Ala Cys Thr Gly Thr Ala Gly Ala
[2804] 210 215 220

[2805] Cys Ala Ala Gly Thr Cys Ala Thr Cys Cys Ala Gly Cys Ala Cys Ala
[2806] 225 230 235 240
[2807] Gly Cys Cys Thr Ala Cys Ala Thr Gly Gly Ala Cys Cys Thr Cys Cys
[2808] 245 250 255
[2809] Thr Cys Ala Gly Thr Cys Thr Gly Ala Cys Ala Thr Cys Thr Gly Ala
[2810] 260 265 270

[2811] Ala Gly Ala Cys Thr Cys Thr Gly Cys Ala Gly Thr Cys Thr Ala Thr
[2812] 275 280 285
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[2813] Thr Thr Cys Thr Gly Thr Gly Cys Ala Ala Gly Gly Gly Gly Gly Gly
[2814] 290 295 300

[2815] Gly Thr Thr Ala Cys Gly Ala Cys Gly Gly Gly Ala Gly Gly Gly Gly
[2816] 305 310 315 320
[2817] Thr Thr Thr Thr Gly Ala Cys Thr Ala Cys Thr Gly Gly Gly Gly Cys
[2818] 325 330 335
[2819] Cys Ala Ala Gly Gly Gly Ala Cys Cys Ala Cys Gly Gly Thr Cys Ala
[2820] 340 345 350

[2821] Cys Cys Gly Thr Cys Thr Cys Cys Thr Cys Ala Gly Gly Thr Gly Gly
[2822] 355 360 365

[2823] Ala Gly Gly Cys Gly Gly Thr Thr Cys Ala Gly Gly Cys Gly Gly Cys
[2824] 370 375 380

[2825]  Gly Gly Thr Gly Gly Cys Thr Cys Thr Ala Gly Cys Gly Gly Thr Gly
[2826] 385 390 395 400
[2827] Gly Cys Gly Gly Ala Thr Cys Gly Gly Ala Cys Ala Thr Cys Gly Ala
[2828] 405 410 415
[2829] Gly Cys Thr Cys Ala Cys Thr Cys Ala Gly Thr Cys Thr Cys Cys Ala
[2830] 420 425 430

[2831] Gly Cys Ala Ala Thr Cys Ala Thr Gly Thr Cys Thr Gly Cys Ala Thr
[2832] 435 440 445

[2833] Cys Thr Cys Cys Ala Gly Gly Gly Gly Ala Gly Ala Ala Gly Gly Thr
[2834] 450 455 460

[2835] Cys Ala Cys Cys Ala Thr Gly Ala Cys Cys Thr Gly Cys Ala Gly Thr
[2836] 465 470 475 480
[2837] Gly Cys Cys Ala Gly Cys Thr Cys Ala Ala Gly Thr Gly Thr Ala Ala
[2838] 485 490 495
[2839] Gly Thr Thr Ala Cys Ala Thr Gly Cys Ala Cys Thr Gly Gly Thr Ala
[2840] 500 505 510

[2841] Cys Cys Ala Gly Cys Ala Gly Ala Ala Gly Thr Cys Ala Gly Gly Cys
[2842] 515 520 525

[2843] Ala Cys Cys Thr Cys Cys Cys Cys Cys Ala Ala Ala Ala Gly Ala Thr
[2844] 530 535 540

[2845] Gly Gly Ala Thr Thr Thr Ala Thr Gly Ala Cys Ala Cys Ala Thr Cys
[2846] 545 550 555 560
[2847] Cys Ala Ala Ala Cys Thr Gly Gly Cys Thr Thr Cys Thr Gly Gly Ala
[2848] 565 570 575
[2849] Gly Thr Cys Cys Cys Ala Gly Gly Thr Cys Gly Cys Thr Thr Cys Ala
[2850] 580 585 590

[2851] Gly Thr Gly Gly Cys Ala Gly Thr Gly Gly Gly Thr Cys Thr Gly Gly
[2852] 595 600 605

[2853] Ala Ala Ala Cys Thr Cys Thr Thr Ala Cys Thr Cys Thr Cys Thr Cys
[2854] 610 615 620
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[2855] Ala Cys Ala Ala Thr Cys Ala Gly Cys Ala Gly Cys Gly Thr Gly Gly
[2856] 625 630 635 640
[2857] Ala Gly Gly Cys Thr Gly Ala Ala Gly Ala Thr Gly Ala Thr Gly Cys
[2858] 645 650 655
[2859] Ala Ala Cys Thr Thr Ala Thr Thr Ala Cys Thr Gly Cys Cys Ala Gly
[2860] 660 665 670

[2861] Cys Ala Gly Thr Gly Gly Ala Gly Thr Ala Ala Gly Cys Ala Cys Cys
[2862] 675 680 685

[2863] Cys Thr Cys Thr Cys Ala Cys Gly Thr Ala Cys Gly Gly Thr Gly Cys
[2864] 690 695 700

[2865] Thr Gly Gly Gly Ala Cys Ala Ala Ala Gly Thr Thr Gly Gly Ala Ala
[2866] 705 710 715 720
[2867] Ala Thr Cys Ala Ala Ala Gly Cys Thr Ala Gly Cys

[2868] 725 730

[2869] <210> 134

[2870] <211> 244

[2871]  <212> PRT

[2872] <213> N4

[2873] <220>

[2874]  <223> & Zfk

[2875]  <400> 134

[2876] Gly Ser Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Glu Lys Pro
[2877] 1 5 10 15
[2878] Gly Ala Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr
[2879] 20 25 30

[2880] Gly Tyr Thr Met Asn Trp Val Lys Gln Ser His Gly Lys Ser Leu Glu
[2881] 35 40 45

[2882] Trp Ile Gly Leu Ile Thr Pro Tyr Asn Gly Ala Ser Ser Tyr Asn Gln
[2883] 50 55 60

[2884] Lys Phe Arg Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr
[2885] 65 70 75 80
[2886] Ala Tyr Met Asp Leu Leu Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr
[2887] 85 90 95
[2888] Phe Cys Ala Arg Gly Gly Tyr Asp Gly Arg Gly Phe Asp Tyr Trp Gly
[2889] 100 105 110

[2890] Gln Gly Thr Thr Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
[2891] 115 120 125

[2892] Gly Gly Ser Ser Gly Gly Gly Ser Asp Ile Glu Leu Thr Gln Ser Pro
[2893] 130 135 140

[2894] Ala Ile Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser
[2895] 145 150 155 160
[2896] Ala Ser Ser Ser Val Ser Tyr Met His Trp Tyr Gln Gln Lys Ser Gly
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[2897] 165 170 175

[2898] Thr Ser Pro Lys Arg Trp Ile Tyr Asp Thr Ser Lys Leu Ala Ser Gly
[2899] 180 185 190

[2900] Val Pro Gly Arg Phe Ser Gly Ser Gly Ser Gly Asn Ser Tyr Ser Leu
[2901] 195 200 205

[2902] Thr Ile Ser Ser Val Glu Ala Glu Asp Asp Ala Thr Tyr Tyr Cys Gln
[2903] 210 215 220

[2904] Gln Trp Ser Lys His Pro Leu Thr Tyr Gly Ala Gly Thr Lys Leu Glu
[2905] 225 230 235 240
[2906] Ile Lys Ala Ser

[2907] <210> 135

[2908] <211> 729

[2909] <212> DNA

[2910] <213> N7

[2911]  <220>

[2912]  <223> GREHEEHR

[2913]  <400> 135

[2914] ggatcccagg tgcagetgea ggaatctgge cctggecteg tgaageccag cgagacactg 60
[2915] agcctgacct gtaccgtgte tggeggetet gtgtccageg gecagetacta ctggtectgg 120
[2916] atcagacagc cccctggecaa gggectggaa tggatcgget acatctacta cageggetee 180
[2917] accaactaca accccagcct gaagtccaga gtgaccatca gegtggacac cagcaagaac 240
[2918] cagttctcce tgaagctgag cagcecgtgaca gecgecgata ccgecgtgta ctactgtgee 300
[2919] agagagggca agaacggege cttcgacatc tggggecagg gecacaatggt caccgtgtca 360
[2920] tctggtggag gaggatctgg gggaggegga ageggaggeg geggatctga tattcagatg 420
[2921] acccagagcc ccagcagect gagegectet gtgggegaca gagtgacaat tacctgecgg 480
[2922] gccagccaga gecatcagecag ctacctgaac tggtatcage agaagcccgg caaggecccee 540
[2923] aaactgctga tctacgccge cagectctetg cagtctggeg tgeccagecag attttececgge 600
[2924] tctggecageg gecaccgactt caccctgacc atctctagee tgcageccga ggacttcgee 660
[2925] acctactact gccagcagag ctacagcacc cccctgacct ttggeggagg caccaaggtg 720
[2926] gaaatcaag 729

[2927] <210> 136

[2928] <211> 243

[2929]  <212> PRT

[2930] <213> N3

[2931]  <220>

[2932] <223> & MZNK

[2933]  <400> 136

[2934] Gly Ser Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro
[2935] 1 5 10 15

[2936] Ser Glu Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Val Ser
[2937] 20 25 30

[2938] Ser Gly Ser Tyr Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly
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[2939] 35 40 45

[2940] Leu Glu Trp Ile Gly Tyr Ile Tyr Tyr Ser Gly Ser Thr Asn Tyr Asn
[2941] 50 55 60

[2942]  Pro Ser Leu Lys Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn
[2943] 65 70 75 80

[2944] Gln Phe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val

[2945] 85 90 95

[2946] Tyr Tyr Cys Ala Arg Glu Gly Lys Asn Gly Ala Phe Asp Ile Trp Gly
[2947] 100 105 110

[2948] Gln Gly Thr Met Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
[2949] 115 120 125

[2950] Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
[2951] 130 135 140

[2952] Ser Ser Leu Ser Ala Ser Val Gly Asp Arg Val Thr Ile Thr Cys Arg
[2953] 145 150 155 160
[2954] Ala Ser Gln Ser Ile Ser Ser Tyr Leu Asn Trp Tyr Gln Gln Lys Pro
[2955] 165 170 175

[2956] Gly Lys Ala Pro Lys Leu Leu Ile Tyr Ala Ala Ser Ser Leu Gln Ser
[2957] 180 185 190

[2958] Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
[2959] 195 200 205

[2960] Leu Thr Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
[2961] 210 215 220

[2962]  Gln Gln Ser Tyr Ser Thr Pro Leu Thr Phe Gly Gly Gly Thr Lys Val

[2963] 225 230 235 240
[2964] Glu Ile Lys

[2965] <210> 137

[2966]  <211> 1044

[2967]  <212> DNA

[2968]  <213> N TJ¥%

[2969] <220>

[2970]  <223> HLEMLITIR

[2971]  <400> 137

[2972] atggctgega gegatgaagt taatcttatt gagagcagaa cagtggttcce tctcaataca 60
[2973] tgggttttaa tatccaactt caaagtagcc tacaatatcc ttcgtcgece tgatggaacc 120
[2974] tttaaccgac acttagctga gtatctagac cgtaaagtca ctgcaaacge caatccggtt 180
[2975] gatggggttt tctcgttecga tgtcttgatt gatcgcagga tcaatcttct aagcagagtc 240
[2976] tatagaccag cttatgcaga tcaagagcaa cctcctagta ttttagatct cgagaagcct 300
[2977] gttgatggecg acattgtcce tgttatattg ttcttccatg gaggtagett tgetcattct 360
[2978] tctgcaaaca gtgccatcta cgatactctt tgtcgecagge ttgttggttt gtgcaagtgt 420
[2979] gttgttgtet ctgtgaatta tcggegtgea ccagagaatc catacccttg tgettatgat 480
[2980] gatggttgga ttgctcttaa ttgggttaac tcgagatctt ggcttaaatc caagaaagac 540
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[2981] tcaaaggtcc atattttctt ggctggtgat agctctggag gtaacatcge gcataatgtg 600
[2982] gctttaagag cgggtgaatc gggaatcgat gttttgggga acattctget gaatcctatg 660
[2983] tttggtggga atgagagaac ggagtctgag aaaagtttgg atgggaaata ctttgtgacg 720
[2984] gttagagacc gcgattggta ctggaaagcg tttttacccg agggagaaga tagagagcat 780
[2985] ccagcgtgta atccgtttag cccgagaggg aaaagcttag aaggagtgag tttccccaag 840
[2986] agtcttgtgg ttgtcgeggg tttggatttg attagagatt ggcagttgge atacgeggaa 900
[2987] gggctcaaga aagcgggtca agaggttaag cttatgcatt tagagaaage aactgttggg 960
[2988] ttttacctct tgcctaataa caatcatttc cataatgtta tggatgagat ttcggegttt 1020
[2989] gtaaacgcgg aatgtatgeg tgac 1044

[2990] <210> 138

[2991] <211> 348

[2992] <212> PRT

[2993]1  <213> N5

[2994]  <220>

[2995]  <223> & EZJik

[2996]  <400> 138

[2997] Met Ala Ala Ser Asp Glu Val Asn Leu Ile Glu Ser Arg Thr Val Val

[2998] 1 5 10 15

[2999]  Pro Leu Asn Thr Trp Val Leu Ile Ser Asn Phe Lys Val Ala Tyr Asn
[3000] 20 25 30

[3001] Ile Leu Arg Arg Pro Asp Gly Thr Phe Asn Arg His Leu Ala Glu Tyr
[3002] 35 40 45

[3003] Leu Asp Arg Lys Val Thr Ala Asn Ala Asn Pro Val Asp Gly Val Phe
[3004] 50 55 60

[3005] Ser Phe Asp Val Leu Ile Asp Arg Arg Ile Asn Leu Leu Ser Arg Val

[3006] 65 70 75 80

[3007] Tyr Arg Pro Ala Tyr Ala Asp Gln Glu Gln Pro Pro Ser Ile Leu Asp
[3008] 85 90 95

[3009] Leu Glu Lys Pro Val Asp Gly Asp Ile Val Pro Val Ile Leu Phe Phe
[3010] 100 105 110

[3011] His Gly Gly Ser Phe Ala His Ser Ser Ala Asn Ser Ala Ile Tyr Asp
[3012] 115 120 125

[3013] Thr Leu Cys Arg Arg Leu Val Gly Leu Cys Lys Cys Val Val Val Ser
[3014] 130 135 140

[3015] Val Asn Tyr Arg Arg Ala Pro Glu Asn Pro Tyr Pro Cys Ala Tyr Asp
[3016] 145 150 155 160
[3017] Asp Gly Trp Ile Ala Leu Asn Trp Val Asn Ser Arg Ser Trp Leu Lys

[3018] 165 170 175

[3019] Ser Lys Lys Asp Ser Lys Val His Ile Phe Leu Ala Gly Asp Ser Ser
[3020] 180 185 190

[3021] Gly Gly Asn Ile Ala His Asn Val Ala Leu Arg Ala Gly Glu Ser Gly
[3022] 195 200 205
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[3023] 1Ile Asp Val Leu Gly Asn Ile Leu
[3024] 210 215
[3025] Glu Arg Thr Glu Ser Glu Lys Ser
[3026] 225 230

[3027] Val Arg Asp Arg Asp Trp Tyr Trp
[3028] 245

[3029] Asp Arg Glu His Pro Ala Cys Asn
[3030] 260

[3031] Leu Glu Gly Val Ser Phe Pro Lys
[3032] 275 280
[3033] Asp Leu Ile Arg Asp Trp Gln Leu
[3034] 290 295
[3035] Ala Gly Gln Glu Val Lys Leu Met
[3036] 305 310

[3037] Phe Tyr Leu Leu Pro Asn Asn Asn
[3038] 325

[3039] 1Ile Ser Ala Phe Val Asn Ala Glu
[3040] 340

[3041]  <210> 139

[3042] <211> 276

[3043] <212> DNA

[3044] <213> NTLF%

[3045]  <220>

[3046]  <223> AHEMTER

[3047]  <400> 139

[3048] atgaagagag atcatcatca tcatcatcat
[3049] gaagacgacg gtaacggcat ggatgagctt
[3050] tccgaaatgg ctgatgttge tcagaaactc
[3051] caagaagacg atctttctca actcgctact
[3052] tacacgtgge ttgattctat gctcaccgac
[3053] <210> 140

[3054] <211> 92

[3055]  <212> PRT

[3056]  <213> N3

[3057]  <220>

[3058]  <223> & MZfK

[3059]  <400> 140

[3060]

[3061] 1 5

[3062]

[3063] 20

[3064]

Leu Asn Pro

Gly
235
Phe

Leu Asp
Ala
250
Phe

Lys
Pro Ser
265
Ser

Leu Val

Ala Tyr Ala

His Glu
315
His

Leu
His Phe
330
Met

Cys Arg

345

caagataaga
ctagctgttce
gagcagcttg
gagactgttc
cttaat 276

10

25

123

Met Phe
220
Lys Tyr

Leu Pro

Pro Arg

Val Val
285
Glu Gly
300
Lys Ala

Asn Val

Asp

agactatgat gatgaatgaa 60
ttggttacaa ggttaggtca 120
aagttatgat gtctaatgtt 180
actataatcc ggcggagett 240

Gly

Phe

Glu

Gly

270

Ala

Leu

Thr

Met

30

Gly

Val

Gly

255

Gly

Lys

Val

Asp
335

15

Asn

Thr
240
Glu

Ser

Leu

Lys

Gly

320
Glu

Met Lys Arg Asp His His His His His His Gln Asp Lys Lys Thr Met

Met Met Asn Glu Glu Asp Asp Gly Asn Gly Met Asp Glu Leu Leu Ala

Val Leu Gly Tyr Lys Val Arg Ser Ser Glu Met Ala Asp Val Ala Gln
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[3065] 35 40 45

[3066] Lys Leu Glu Gln Leu Glu Val Met Met Ser Asn Val Gln Glu Asp Asp
[3067] 50 55 60

[3068] Leu Ser Gln Leu Ala Thr Glu Thr Val His Tyr Asn Pro Ala Glu Leu
[3069] 65 70 75 80

[3070] Tyr Thr Trp Leu Asp Ser Met Leu Thr Asp Leu Asn

[3071] 85 90

[3072] <210> 141

[3073]  <211> 729

[3074] <212> DNA

[3075] <213> NLR%

[3076]  <220>

[3077]1  <223> AMEHTF R

[3078]  <400> 141

[3079] ggatcccagg tgcagetggt gecagtctgge gecgaagtga aaagaccagg cgecagegtg 60
[3080] caggtctcct gtagageccag cggectacage atcaacacct actacatgca gtgggtgege 120
[3081] caggccccag gegetggact ggaatggatg ggcgtgatca accccagegg cgtgacaage 180
[3082] tacgcccaga aattccaggg cagagtgacc ctgaccaacg acaccagcac caacacagtg 240
[3083] tacatgcagec tgaacagcct gaccagcgec gacaccgecg tgtactactg tgeccagatgg 300
[3084] gccctgtggg gegacttcgg catggatgtg tggggecaagg geaccctegt gaccgtgtet 360
[3085] agcggaggeg gaggatctgg cggaggggga tctggaggeg geggaagega catccagatg 420
[3086] acccagagcc ctagcaccct gagcgccage atcggcgata gagtgaccat cacctgtcgg 480
[3087] gccagegagg geatctatca ctggetggee tggtatcage agaagccegg caaggecccee 540
[3088] aagctgctga tctacaagge cagctctctg gectctggeg ccecctagecag attttectgge 600
[3089] agcggctecg geaccgactt caccctgaca atcagecagee tgecageccga cgacttcgee 660
[3090] acctactatt gccagcagta cagcaactac cccctgacct tcggeggagg caccaagetg 720
[3091] gaaatcaag 729

[3092]  <210> 142

[3093] <211> 243

[3094] <212> PRT

[3095] <213> NLF%

[3096]  <220>

[3097]  <223> &M Zk

[3098]  <400> 142

[3099] Gly Ser Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Arg Pro
[3100] 1 5 10 15

[3101] Gly Ala Ser Val Gln Val Ser Cys Arg Ala Ser Gly Tyr Ser Ile Asn
[3102] 20 25 30

[3103] Thr Tyr Tyr Met Gln Trp Val Arg Gln Ala Pro Gly Ala Gly Leu Glu
[3104] 35 40 45

[3105] Trp Met Gly Val Ile Asn Pro Ser Gly Val Thr Ser Tyr Ala Gln Lys
[3106] 50 55 60
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[3107] Phe Gln Gly Arg Val Thr Leu Thr Asn Asp Thr Ser Thr Asn Thr Val
[3108] 65 70 75 80
[3109] Tyr Met Gln Leu Asn Ser Leu Thr Ser Ala Asp Thr Ala Val Tyr Tyr
[3110] 85 90 95

[3111] Cys Ala Arg Trp Ala Leu Trp Gly Asp Phe Gly Met Asp Val Trp Gly
[3112] 100 105 110

[3113] Lys Gly Thr Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly
[3114] 115 120 125

[3115]  Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Gln Met Thr Gln Ser Pro
[3116] 130 135 140

[3117] Ser Thr Leu Ser Ala Ser Ile Gly Asp Arg Val Thr Ile Thr Cys Arg
[3118] 145 150 155 160
[3119] Ala Ser Glu Gly Ile Tyr His Trp Leu Ala Trp Tyr Gln Gln Lys Pro
[3120] 165 170 175

[3121] Gly Lys Ala Pro Lys Leu Leu Ile Tyr Lys Ala Ser Ser Leu Ala Ser
[3122] 180 185 190

[3123] Gly Ala Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
[3124] 195 200 205

[3125] Leu Thr Ile Ser Ser Leu Gln Pro Asp Asp Phe Ala Thr Tyr Tyr Cys
[3126] 210 215 220

[3127] Gln Gln Tyr Ser Asn Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu
[3128] 225 230 235 240
[3129] Glu Ile Lys

[3130] <210> 143

[3131] <211> 135

[3132]  <212> DNA

[3133] <213> ANTLJF%

[3134]  <220>

[3135]  <223> & HENTER

[3136]  <400> 143

[3137] accacgacgc cagcgcegeg accaccaaca ccggegecca ccatcgegte geageccetg 60
[3138] tccetgegee cagaggegtg ccggecageg geggggggeg cagtgecacac gagggggetg 120
[3139] gacttcgect gtgat 135

[3140] <210> 144

[3141] <211> 204

[3142]  <212> DNA

[3143]  <213> N5

[3144]  <220>

[3145]  <223> &HEHTE

[3146]  <400> 144

[3147] ttttgggtge tggtggtggt tggtggagte ctggettget atagettget agtaacagtg 60
[3148] gcctttatta ttttctgggt gaggagtaag aggagcagge tcctgcacag tgactacatg 120
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[3149] aacatgactc cccgeegeee cgggeccacce cgecaageatt accageccta tgecccacca 180
[3150] cgcgacttcg cagcctatcg ctec 204

[3151]  <210> 145

[3152] <211> 111

[3153]  <212> DNA

[3154]  <213> N5

[3155]  <220>

[3156]  <223> AHEITIR

[3157]  <400> 145

[3158] cggagggacc agaggetgece ccccgatgece cacaagecce ctgggggagg cagtttecgg 60

[3159] acccccatcc aagaggagca ggeccgacgece cactccacce tggecaagat ¢ 111
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BiafoB1B. MK $122, %58 8,43 -CD19 scFv - CD8o4% 4% Fo it ¥ 4 3%
- FKBP"8)% ik

&5 Rk :
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Myc & 43 478

GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)

EQKLISEEDL (SEQ ID NO:4)

F A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTICTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA
GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATCGCGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGGTGGCGGTGGCTCGGGECGETGGTGEGTC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGAARACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:5)

DIQMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPSRFSGSGSGTD
YSLTISNLEQEDIATYFCOOGNTLPYTFGGGTKLE ITGGGGSGGGGSGGGGSEVKLOESGPGLVAPSOSL
SVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTYYNSALKSRLTIIKDNSKSQVFLKMNSLQTD
DTAIYYCAKHYYYGGSYAMDYWGQGTSVTVSS (SEQ ID NO:6)

1A
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Acpsafie st ] B R /44 Ao IR & MK
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC
CAGAGGCGTGCCGGCCAGCGGCGGGGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGEACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

3k
TCCCTAGGAAGCGGGTCCGGTAGCGGATCT {SEQ ID NO:9)
SLGSGSGSGS (SEQ ID NO:10)

FKBP:
ATGGGAGTcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCARGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTCGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTARAACTGGAA (SEQ ID NO:11)

MGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDS SRDRNKPFKFMLGKQEVIRGWEEGVAQMSVG
QRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)

K18
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B2afoBj2B. 121K 4123, B 8,4 “FRB - CD3 A4~ mCherry "84 3 ik

FRB:
ATGATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGA
ACGTGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAA
GGAAACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATG
AAATCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAA
AG (SEQ ID NO:13)

MILWHEMWHEGLEEASRLYFGERNVKGMFEVLE PLHAMMERGPOTLKETSFNQAYGRDLMEAQEWCRKYM
KSGNVKDLLOQAWDLYYHVFRRISK (SEQ ID NO:14)

kK
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

A.CD3 CHL A 4%
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGE
TCAATCTAGGACGAAGAGAGGAGTACGATGT TTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCE
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGE (SEQ ID
NO:17)

RVKFSRSADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYNELQKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

3k

TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

F2A
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mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGE
GCGAGATCAAGCAGAGGCTGAAGCTGAAGCACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACRAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVIVTQDSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEASSERMYPEDGALKGE IKORLKLKDGGHYDAEVKTTYKAKKPVOLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGG
MDELYK (SEQ ID NO:22)

K28
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E3aABE3B. HE ik $125, %55 & 44 -CD19 scFv — CDSusL4E #o 35 I 4 43K
- 4-1BB & CD3(MLA #8749 % #LCAR

185 Rk :
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCE (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Myc & 45 47id:
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

# A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA
GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAARACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGEEEEACCAAGCTGGAGATCACAGETGELGETGECTCEGGLGETGETEEETT
GGGTGGCGGLGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGETCTGGAGTGGCTGGCGAGTAATATGGEGETAGTGARACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAARRATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAARACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:5)

DIOMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQOKPDGTVKLLIYETSRLHSGVPSRFSGSGSGTD
YSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLEITGGGGSGGGGSGGGGSEVKLOQESGPGLVAPSQSL
SVICTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTYYNSALKSRLTIIKDNSKSQVFLKMNSLQTD
DTAIYYCAKHYYYGGSYAMDYWGQGTSVTVSS (SEQ ID NO:6)

F43A
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A cD8 afie 51 A B K /e 44 Ao 35 IR 45 My 3K

ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC
CAGAGGCGTGCCGGCCAGCGGCGGEGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLLLSLVITLYC
(SEQ ID NO:8)

k.
TCCCTA

Serleu

A 4-1BB i, A 4% :
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

A_CD3 i A 44
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACAAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGTTTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCLCCTCGC (SEQ ID
NO:25)

RVKFSRSADAPAYKQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYNELQKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:26)

K38
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Hy IR #126,% 554 % 4 FRB - mCherry”

FRB:
ATGATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGA
ACGTGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAA
GGAAACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATG
AAATCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAA
AG (SEQ ID NO:13)

MILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLMEAQEWCRKYM
KSGNVKDLLOAWDLYYHVFRRISK (SEQ ID NO:14)

3k
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGE
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGARGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGS
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGE
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEASSERMYPEDGALKGE IKQRLKLKDGGHYDAEVKTTYKAKKPVQLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID NO:22)

K4
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B sa Ao B sB. # i 1K $168, %55 8.4 DAP10 JoL 9} 45 # 3% - CDS 038 I 4 4 3%
- FRB -CD3(fA 48— mCherry”é) 3 Ak

A DAP104E 5 f 7| Ao 51 £5 # 3k :

Atgatccatctgggtcacatcctcttecctgettttgetecccagtggetgecagetcagacgacteccaggag
agagatcatcactccctgecttttaccctggecacttcaggectecttgtteccggatgtgggteectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A cD8 a5 JIE £ A 34 :

ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACT
GC (SEQ ID NO:29)
IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

%
GGtTCCGGCcAGCGGaTCTGGtAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGAAA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAAAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLMEAQEWCRKYMK
SGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:34)

5k
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

FI5A
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A.CD3 HL A 4% :
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATCGTTTTGGACAAGAGACGTGGCCGGCGACCCTGAGATGGGGGE
AAAGCCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGE (SEQ ID
NO:17)

RVKFSRSADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYNELQDKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

33
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGG
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCEGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHEMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEASSERMYPEDGALKGE IKQRLKLKDGGHYDAEVKTTYKAKKPVQLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID NO:22)

K58

135



CN 110423282 B .IH' HH :F; Bﬁ 10/57 11

Bea EH6c. 1K 4169, %50 & 4 DAPLOMLIM 45 403K - D8 0§ A £5 4 45
- FRB - 4-1BB & CD3 (& A £ - mCherry =4y $ ik

ADAP104% 5 /- | Ao .51 45 A4 3K :

Atgatccatctgggtcacatcctcecttectgettttgetecccagtggectgecagectcagacgacteccaggag
agagatcatcactccctgecttttaccectggcacttcaggetecttgtteccggatgtgggtcectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A cp8a¥s K £ 44 3% :
ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGEGGTCCTTCTCCTGTCACTGEGTTATCACCCTTTACT
GC (SEQ ID NO:29)

IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

3k
GGt TCCGGCAGCGGaTCTGGtAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGAAA
TCAGGGAATGTCRAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCARAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLMEAQEWCRKYMK
SGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:34)

33
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

FH6A
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AA4-1BBJE, A 4 :
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

ACD3 L A 4%
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGT TTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGL (SEQ ID
NO:17)

RVKFSRSADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRREKNPQEGLYNELQKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

K68

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGCECGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGECGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGG
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEAS SERMYPEDGALKGE IKORLKLKDGGHYDAEVKTTYKAKKPVOLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID NO:22)
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B7AafEB. HEK$170. BB E4“DAP10j0 4 2 3K - CD8a
B4 M 3% - FRB - mCherry”#) $ Ak

A_DAP10 1% 5 F 5| Ao B 5T £5 A 3% :
Atgatccatctgggtcacatcctcttectgettttgeteccagtggetgecagetcagacgactccaggay
agagatcatcactccctgccttttaccctggecacttcaggetettgttececggatgtgggtcectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A.CD8 0 IR £ Ay 3K

ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGGEGGTCCTTC TCCTGTCACTGGTTATCACCCTTTACT
GC (SEQ ID NO:29)
IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

3k
GGt TCCGGCcAGCGGAaTCTGGtAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGARA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCARAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLMEAQEWCRKYMK
SGNVKDLLOAWDLYYHVFRRISK (SEQ ID NO:34)
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4k
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)

GSGSGSGSSL (SEQ ID NO:16)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGCEGCTGGGAGGCCTCCTCCGAGCGCGATGTACCCCGAGGACGGCGCCCTCAAGE
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLODGEFIYKVKLRGTINFPSDGPV
MOKKTMGWEASSERMYPEDGALKGE IKQRLKLKDGGHYDAEVKTTYKAKKPVQLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID NO:22)
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Beaf BB . HEk$197, BAL €4 -CD19 scFv - CD8osk 4% Fo 28 IE 45 4 3%
- 4-1BB &A% - FKBP 4§ % Bk

185 ik
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLEAARP (SEQ ID NO:2)

Myc & 434738
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

$# A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTICTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA
GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGGETGGCGETGGCTCGEGGLCGETGGETEGEGETC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATCGGGETAGTGAAACCACATACTATAATTCAGCTCTCARATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:5)

DIQMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQOKPDGTVKLL IYHTSRLHSGVPSRFSGSGSGTD
YSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLE ITGGGGSGGGGSGGGGSEVKLQESGPGLVAPSQSL
SVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTYYNSALKSRLTIIKDNSKSQVFLKMNSLQTD
DTAIYYCAKHYYYGGSYAMDYWGQGTSVIVSS (SEQ ID NO:6)
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A CD8 afit. 5} i) B X /45 4k Ao 35 IR 45 3K -
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC
CAGAGGCGTGCCGGCCAGCGGCGGGGGEGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLLLSLVITLYC
(SEQ ID NO:8)

#k:
TCCCTA
SerLeu

A4-1BB & A $&:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAARACTGGAA (SEQ ID NO:11)

MGVOVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDSSRDRNKPFKFMLGKQEVIRGWEEGVAQMSVG
QRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)
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Bloa £ B oC . #iEK3206, HALE L “par10 M0 3K~ CDS B L # 4K - 4-1BB
B A 48—~ FRB - CD3(E A 48— mCherry”8) % Ak

A DAP104& 5 F 7| Fo il 5t 45 4 3% :
Atgatccatctgggtcacatcctcttcctgettttgecteccagtggectgecagectcagacgactccaggag

agagatcatcactccctgecttttaccectggecacttcaggectcttgtteccggatgtgggteectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A cp8 a¥ JIE £ M 34

ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTC TCCTGTCACTGGTTATCACCCTTTACT
GC (SEQ ID NO:29)

IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

k%
Tctctg
SerLeu

A 4-1BB it A $4:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

3%
GGt TCCGGeAGCGGaTCTGGtAGeGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)
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FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGARA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAAAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLMEAQEWCRKYMK
SGNVKDLLOAWDLYYHVFRRISK (SEQ ID NO:34)

#k:
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15})
GSGSGSGSSL (SEQ ID NO:16}

ACD3 i A 4%
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGT TTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGG
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGARAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGE (SEQ ID
NO:17)

RVKFSRSADAPAYQOGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRENPOEGLYNELQKDKMAEA
YSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

K98

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCCGAGATCCGAGGGCGAGCGGCGAGGGCCGCCCCTACGAGGGCALCCCA
GACCGCCAAGCTGAAGGTCGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGE
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NOQO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTODSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEASSERMYPEDGALKGE IKQRLKLKDGGHYDAEVKTTYKAKKPVQLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID NO:22)
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B 1oafo B 108 . #gE1K$207, S50 &4 pap10 MM 45 4938~ CDBOES /IR 45 4 3K

- 4-1BBf2 A48 - FRB - mCherry”4) % Ak

A DAP10 1% 5 F 7| Ao e 5 45 My 3%, :
Atgatccatctgggtcacatcctettectgettttgetcccagtggetgecagetcagacgacteccaggag
agagatcatcactccectgecttttaccectggecacttcaggetecttgtteccggatgtgggtecectetetet
gccg (SEQ ID NO:27)

MIELGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A cp8 a5 JIE £ 4 3K :
ATCTACATCTGGGCGCCCTTGGCCGEGACTTGTGGGGTCCTTC TCCTGTCACTGGTTATCACCCTTTACT
GC (SEQ ID NO:29)

IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

#k:
Tctctg
SerLeu

A 4-1BB i, A #:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCAT TTATGAGACCAGTACAAACTACTCAAG

AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ 1D
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

ek
GGtTCCGGCAGCGGaTCTGGLAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)
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FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGAAA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAAAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNOAYGRDLMEAQEWCRKYMK
SGNVKDLLOAWDLYYHVFRRISK (SEQ ID NO:34)

3k
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

mCherry:
ATGGTGAGCAAGGGCGAGCAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGECGAGGGCCGCCCCTACGAGGGCALCCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGE
GCGAGATCAAGCAGAGGCTGAAGCTGAAGCGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGCGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCEGCGECATGEGACGAGT
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFE IEGEGEGRPYEGTQTAKLKVTKGGPLP
FAWDILSPOFMYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVIVTQDSSLOD
GEFIYKVKLRGTNFPSDGPVMQKKTMGWEASSERMYPEDGALKGEIKQRLKLKDGGHYDA
EVKTTYRAKKPVQLPGAYNVNIKLDITSHENEDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID
NO:22)

K108

B 1A% B11C. 1K 4199, 45858 4% & “FRB - 2ap70 - mCherry”

FRB:
ATGATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGA
ACGTGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAA
GGAAACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATG
AAATCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAA
AG (SEQ ID NO:13)

MILWHEMWHEGLEEASRLYFGERNVKGMFEVLE PLHAMMERGPQTLKET SFNQAYGRDLMEAQEWCRKYM
KSGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:14)

3%
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)
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A zap70:
ATGCCAGACCCCGCGGCGCATCTGCCCTTCTTCTACGGCAGCATCTCGCGTGCCGAGGCCGAGGAGCACC
TGAAGCTGGCGGGCATGGCGGACGGGCTCTTCCTGCTGCGCCAGTGCCTGCGCTCGCTGGGCGGCTATGT
GCTGTCGCTCGTGCACGATGTGCGCTTCCACCACTTTCCCATCGAGCGCCAGCTCAACGGCACCTACGCC
ATTGCCGGCGGCAAAGCGCACTGTGGACCGGCAGAGCTCTGCGAGTTCTACTCGCGCGACCCCGACGGGC
TGCCCTGCAACCTGCGCAAGCCGTGCAACCGGCCGTCGGGCCTCGAGCCGCAGCCGGGEGTCTTCGACTG
CCTGCGAGACGCCATGGTGCGTGACTACGTGCGCCAGACGTGGAAGCTGGAGGGCGAGGCCCTGGAGCAG
GCCATCATCAGCCAGGCCCCGCAAGTGGAGAAGCTCATTGCTACGACGGCCCACGAGCGGATGCCCTGGT
ACCACAGCAGCCTGACGCGTGAGGAGGCCGAGCGCAAACTTTACTCTGGGGCGCAGACCGACGGCAAGTT
CCTGCTGAGGCCGCGGAAGGAGCAGGGCACATACGCCCTGTCCCTCATCTATGGGAAGACGGTGTACCAC
TACCTCATCAGCCAAGACAAGGCGGGCAAGTACTGCATTCCCGAGGGCACCAAGTTTGACACGCTCTGGC
AGCTGGTGGAGTATCTGAAGCTGAAGGCGGACGGGCTCATCTACTGCCTGAAGGAGGCCTGCCCCAACAG
CAGTGCCAGCAACGCCTCAGGGGCTGCTGCTCCCACACTCCCAGCCCACCCATCCACGTTGACTCATCCT
CAGAGACGAATCGACACCCTCAACTCAGATGGATACACCCCTGAGCCAGCACGCATAACGTCCCCAGACA
AACCGCGGCCGATGCCCATGGACACGAGCGTGTATGAGAGCCCCTACAGCGACCCAGAGGAGCTCAAGGA
CAAGAAGCTCTTCCTGAAGCGCGATAACCTCCTCATAGCTGACATTGAACTTGGCTGCGGCAACTTTGGC
TCAGTGCGCCAGGGCGTGTACCGCATGCGCAAGAAGCAGATCGACGTGGCCATCAAGGTGCTGAAGCAGG
GCACGGAGAAGGCAGACACGGAAGAGATGATGCGCGAGGCGCAGATCATGCACCAGCTGGACAACCCCTA
CATCGTGCGGCTCATTGGCGTCTGCCAGGCCGAGGCCCTCATGCTGGTCATGGAGATGGCTGGGGGCGGE
CCGCTGCACAAGTTCCTGETCGGCAAGAGGGAGGAGATCCCTGTGAGCAATGTGGCCGAGCTGCTGCACC
AGGTGTCCATGGGGATGAAGTACCTGGAGGAGAAGAACTTTGTGCACCGTGACCTGGCGGCCCGCAACGT
CCTGCTGGTTAACCGGCACTACGCCAAGATCAGCGACTTTGGCCTCTCCAAAGCACTGGGTGCCGACGAC
AGCTACTACACTGCCCGCTCAGCAGGGAAGTGGCCGCTCAAGTGGTACGCACCCGAATGCATCAACTTCC
GCAAGTTCTCCAGCCGCAGCGATGTCTGGAGCTATGGGGTCACCATGTGGGAGGCCTTGTCCTACGGCCA
GAAGCCCTACAAGAAGATGAAAGGGCCGGAGGTCATGGCCTTCATCGAGCAGGGCAAGCGGATGGAGTGC
CCACCAGAGTGTCCACCCGAACTGTACGCACTCATGAGTGACTGCTGGATCTACAAGTGGGAGGATCGCC
CCGACTTCCTGACCGTGGAGCAGCGCATGCGAGCCTGTTACTACAGCCTGGCCAGCAAGGTGGAAGGGCC
CCCAGGCAGCACACAGAAGGCTGAGGCTGCCTGTGCC (SEQ ID NO:35)

MPDPAAHLPFFYGSISRAEAEEHLKLAGMADGLFLLRQCLRSLGGYVLSLVHDVRFHHFPIERQLNGTYA
IAGGKAHCGPAELCEFYSRDPDGLPCNLRKPCNRPSGLEPQPGVFDCLRDAMVRDYVRQTWKLEGEALEQ
ATISQAPQVEKLIATTAHERMPWYHSSLTREEAERKLYSGAQTDGKFLLRPRKEQGTYALSLIYGKTVYH
YLISODKAGKYCIPEGTKFDTLWQLVEYLKLKADGLIYCLKEACPNSSASNASGAAAPTLPAHPSTLTHP
QRRIDTLNSDGYTPEPARITSPDKPRPMPMDTSVYESPYSDPEELKDKKLFLKRDNLLIADIELGCGNFG
SVRQGVYRMRKKQIDVAIKVLKQGTEKADTEEMMREAQTIMHQLDNPYIVRLIGVCQAEALMLVMEMAGGG
PLHRKFLVGKREEIPVSNVAELLHQVSMGMKY LEEKNFVHRDLAARNVLLVNREYAKISDFGLSKALGADD
SYYTARSAGKWPLKWYAPECINFRKFSSRSDVWSYGVTMWEALSYGQKPYKKMKGPEVMAFIEQGKRMEC
PPECPPELYALMSDCWIYKWEDRPDFLTVEQRMRACYYSLASKVEGPPGSTQKAEAACA (SEQ ID
NO:36)
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5k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTCAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGG
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLPFAWDILSPQF
MYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLODGEFIYKVKLRGTNFPSDGPV
MOKKTMGWEASSERMYPEDGALKGEIKQRLKLKDGGHYDAEVKTTYKAKKPVQLPGAYNVNIKLDITSHN
EDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID N0O:22)
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B 22a#c B 228, #53# 1R $270, B30 €. 4“3 18 K £ SS1 scFv - CD8 sk 4t Fo 35 I & 43K
4-1BB Jo. A #£- FKBP"&) % Ak

& 5 Ak
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Flag &R {3 453d:
GATTACAAGGATGACGATGACAAG (SEQ ID NO:132)
DYKDDDDK (SEQ ID NO:123)

FAME K & sS1l scFv:

GGATCCCAGGTACAACTGCAGCAGTCTGGGCCTGAGCTGGAGAAGCCTGGCGCTTCAGTGAAGATATCCT
GCAAGGCTTCTGGTTACTCATTCACTGGCTACACCATGAACTGGGTGAAGCAGAGCCATGGAAAGAGCCT
TGAGTGGATTGGACTTATTACTCCTTACAATGGTGCTTCTAGCTACAACCAGAAGTTCAGGGGCAAGGCC
ACATTAACTGTAGACAAGTCATCCAGCACAGCCTACATGGACCTCCTCAGTCTGACATCTGAAGACTCTG
CAGTCTATTTCTGTGCAAGGGGGGGTTACGACGGGAGGGGTTTTGACTACTGGGGCCAAGGGACCACGGT
CACCGTCTCCICAGGTGGAGGCGGTTCAGGCGGCGGTGGCTCTAGCGGTGGCGGATCGGACATCGAGCTC
ACTCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTCACCATGACCTGCAGTGCCAGCTCAA
GTGTAAGTTACATGCACTGGETACCAGCAGAAGTCAGGCACCTCCCCCARAAGATGGATTTATGACACATC
CAAACTGGCTTCTGGAGTCCCAGGTCGCTTCAGTGGCAGTGGGTCTGGAAACTCTTACTCTCTCACAATC
AGCAGCGTGGAGGCTGAAGATGATGCAACTTATTACTGCCAGCAGTGGAGTAAGCACCCTCTCACGTACG
GTGCTGGGACAAAGTTGGAAATCAAAGCTAGC (SEQ ID NO:133)

GSQVQLQQSGPELEKPGASVKISCKASGYSFTGYTMNWVKQSHCGKSLEWIGLITPYNGAS
SYNQKFRGKATLTVDKSSSTAYMDLLSLTSEDSAVYFCARGGYDGRGFDYWGQGTTVTVS
SGGGGSGGGGSSGGGSDIELTQSPAIMSASPGEKVTMTCSASSSVSYMHWYQQKSGTSPK
RWIYDTSKLASGVPGRFSGSGSGNSYSLTISSVEAEDDATYYCQOWSKHPLTYGAGTKLE
IKAS (SEQ ID NO:134)

E22A
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A cps afib St il Fe R /& Ao S R & A 3K :
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC
CAGAGGCGTGCCGGCCAGCGGCGGGGGEGCECAGTGCACACGACGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:17)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

3k
TCCCTA
SL

A_4-1BB & /) 44:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAARACTGGAA (SEQ ID NO:11)

MGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDS SRDRNKPFKFMLGKQEVIRGW
EEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)
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B 23a o B 23B. H#E1K $300, B8 8,44 9 A £m912 scFv - CD8 askid Ao
IR K- 4-1BB JRA S - FKBP 78§ 2 Bk

15 K
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Flag & {3473 :
GATTACAAGGATGACGATGACAAG (SEQ ID NO:132)
DYKDDDDK (SEQ ID NO:123)

FA I K $m912 scFv:
GGATCCCAGGTGCAGCTGCAGGAATCTGGCCCTGGCCTCGTGAAGCCCAGCGAGACACTGAGCCTGACCT
GTACCGTGTCTGGCGGCTCTGTGTCCAGCGGCAGCTACTACTGGTCCTGGATCAGACAGCCCCCTGGCAA
GGGCCTGGAATGGATCGGCTACATCTACTACAGCGGCTCCACCAACTACAACCCCAGCCTGAAGTCCAGA
GTGACCATCAGCGTGGACACCAGCAAGAACCAGTTCTCCCTGAAGCTGAGCAGCGTGACAGCCGCCGATA
CCGCCGTGTACTACTGTGCCAGAGAGGGCAAGAACGGCGCCTTCGACATCTGGGGCCAGGGCACAATGGT
CACCGTGTCATCTGGTGGAGGAGGATCTGGGGGAGGCGGAAGCGGAGGCGGCGGATCTGATATTCAGATG
ACCCAGAGCCCCAGCAGCCTGAGCGCCTCTGTGGGCGACAGAGTGACAATTACCTGCCGGGCCAGCCAGA
GCATCAGCAGCTACCTGAACTGGTATCAGCAGAAGCCCGGCAAGGCCCCCAAACTGCTGATCTACGCCGC
CAGCTCTCTGCAGTCTGGCGTGCCCAGCAGATTTTCCGGCTCTGGCAGCGGCACCGACTTCACCCTGACC
ATCTCTAGCCTGCAGCCCGAGGACTTCGCCACCTACTACTGCCAGCAGAGCTACAGCACCCCCCTGACCT
TTGGCGGAGGCACCAAGGTGGAAATCAAG (SEQ ID NO:135)

GSQVOLOESGPGLVKPSETLSLTCTVSGGSVSSGSYYWSWIRQPPGKGLEWIGYIYYSGS
TNYNPSLKSRVTISVDTSKNQFSLEKLSSVTAADTAVYYCAREGKNGAFDIWGQGTMVTVS
SGGGGSGGGGSGGGGSDIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQOKPGKAP
KLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLOPEDFATYYCQQSYSTPLTFGGGTKV
EIK (SEQ ID NO:136)

E23A
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A cps it 5t 1] B X /4 4k Ao 35 IR 45 My 3K

ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGEC
CAGAGGCGTGCCGGCCAGCGGCGGEGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

3k
TCCCT
SL

A4-1BBJiE, A 44
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAAAACTGGAA (SEQ ID NO:11)

MGVQVETISPGDGRTFPKRGOTCVVHYTGMLEDGKKFDSSRDRNKPFKFMLGKQEVIRGW
EEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)
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B24aafo B 248, 2Kk #336. HALE A< -CD19 scFv - CDSoskéE#v
HAESMIK- 4-18B A - cID1A " E K

155 hk:
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)
MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

33
Myc R A3 4FR

GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

$#. A.CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA
GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGGTGGCGETGGCTCGGGCGGTGGTGEGETC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGAAACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAARATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGECC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:5)

DIQMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLEITGGGGSGGGGSGGG
GSEVEKLQESGPGLVAPSQSLSVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTY
YNSALKSRLTIIKDNSKSQVFLEMNSLQTDDTAIYYCAKHYYYGGSYAMDYWGQGTSVTV
SS (SEQ ID NO:6)

A cD8 afit, 51 i) B X /4% 4k Ao 355 R 25 A 3% :

ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC
CAGAGGCGTGCCGGCCAGCGGCGGGEGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)}

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIY IWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

3k
TCCCTA

SL

E24A
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A 4-1BB i A 4%:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG

AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

ek
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

GID1A:
ATGGCTGCGAGCGATGAAGTTAATCTTATTGAGAGCAGAACAGTGGTTCCTCTCAATACATGGGTTTTAA
TATCCAACTTCAAAGTAGCCTACAATATCCTTCGTCGCCCTGATGGAACCTTTAACCGACACTTAGCTGA
GTATCTAGACCGTAAAGTCACTGCAAACGCCAATCCGGTTGATGGGGTTTTCTCGTTCGATGTCTTGATT
GATCGCAGGATCAATCTTCTAAGCAGAGTCTATAGACCAGCTTATGCAGATCAAGAGCAACCTCCTAGTA
TTTTAGATCTCGAGAAGCCTGTTGATGGCGACATTGTCCCTGTTATATTGTTCTTCCATGGAGGTAGCTT
TGCTCATTCTTCTGCAAACAGTGCCATCTACGATACTCTTTGTCGCAGGCTTGTTGGTTTGTGCAAGTGT
GTTGTTGTCTCTGTGAATTATCGGCGTGCACCAGAGAATCCATACCCTTGTGCTTATGATGATGGTTGGA
TTGCTCTTAATTGGGTTAACTCGAGATCTTGGCTTAAATCCAAGAAAGACTCAAAGGTCCATATTTTCTT
GGCTGGTGATAGCTCTGGAGGTAACATCGCGCATAATGTGGCTTTAAGAGCGGGTGAATCGGGAATCGAT
GTTTTGGGGAACATTCTGCTGAATCCTATGTTTGGTGGGAATGAGAGAACGGAGTCTGAGAAAAGTTTGG
ATGGGAARATACTTTGTGACGGTTAGAGACCECCGATTGGTACTCGCGAAAGCGTTTTTACCCGAGGGAGAAGA
TAGAGAGCATCCAGCGTGTAATCCGTTTAGCCCGAGAGGGAAAAGCTTAGAAGCGAGTGAGTTTCCCCAAG
AGTCTTGTGGTTGTCGCGEETTTGGATTTGATTAGAGATTGGCAGTTGGCATACGCGGAAGGGCTCAAGA
AAGCGGGTCAAGAGGTTAAGCTTATGCATTTAGAGAAAGCAACTGTTGGGTTTTACCTCTTGCCTAATAA
CAATCATTTCCATAATGTTATGGATGAGATTTCGGCGTTTGTAAACGCGGAATGTATGCGTGAC (SEQ
ID NO:137)

MAASDEVNLIESRTVVPLNTWVLISNFKVAYNILRRPDGTFNRHLAEYLDRKVTANANPV
DGVFSFDVLIDRRINLLSRVYRPAYADQEQPPSILDLEKPVDGDIVPVILFFHGGSFAHS
SANSAIYDTLCRRLVGLCKCVVVSVNYRRAPENPYPCAYDDGWIALNWVNSRSWLKSKKD
SKVHIFLAGDSSGGNIAHNVALRAGESGIDVLGNILLNPMFGGNERTESEKSLDGKYFVT
VRDRDWYWKAFLPEGEDREHPACNPFSPRGKSLEGVSFPKSLVVVAGLDLIRDWQLAYAE
GLKKAGQEVKLMHLEKATVGFYLLPNNNHFHENVMDEISAFVNAECMRD (SEQ ID NO:138)
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B 25A fo B 25B. 4 1K #337. 50 &, &« ~
e T R R e

A DAP10 45 5 F 7| fo 5] £5 4

Atgatccatctqqqtcacatcctcttcctgcttttqctcccagtggctgcagctcagacqactccaggag
agagatcatcactccctgeccttttaccctggecacttcaggetcttgttccggatgtgggtecectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A CD8 a5 I & A 3%,
ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACT

GC (SEQ ID NO:29)

IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

3k
Tctctg
SL

A 4-1BB i, A 44:
AAACGCGCGCAGAAAGAARCTCCTGTATATATTCAARACAACCATTTATGAGACCAGTACAAACTACTCAAG

AGGAACGATGGCTGTAGCTGCCCGATTTCCAGAAGAAGAAGAACGCGAGGATGTCGAACTGE (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

¥k
GGt TCCGGCAGCGGaTCTGGLAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

GAI NJK 3% :
ATGAACGAGAGATCATCATCATCATCATCATCAAGATAAGAAGACTATGATGATGAATGAAGAAGACGACG
GTAACGGCATGGATGAGCTTCTAGCTGTTCTTGGT TACAAGGTTAGGTCATCCGAAATGGCTGATGTTGC
TCAGAAACTCGAGCAGCTTGAAGTTATGATGTCTAATGTTCAAGAAGACGATCTTTCTCAACTCGCTACT
GAGACTGTTCACTATAATCCGGCGGAGCTTTACACGTGGCTTCGATTCTATGCTCACCGACCTTAAT
(SEQ ID NO:139)

MKRDHHHHHHQDKKTMMMNEEDDGNGMDE LLAVLGYKVRSSEMADVAQKLEQLEVMMSNV
QEDDLSQLATETVHYNPAELYTWLDSMLTDLN (SEQ ID NO:140)

E|25A
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33
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

ACD3 SHL A 4
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC

TCAATCTAGCGACGAAGACAGGACTACGATCGTTTTGCGACAAGAGACCGTGGCCGGCACCCTGAGATGEEGEE
AAAGCCCAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAACATGCGCGGACGGCC
TACAGTGAGATTGGGATCAAAGGCGAGCGCCGGAGGGGCAAGGGGCACCGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGC (SEQ 1D
NO:17)

RVKFSRSADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAY SE IGMKGERRRGKGEDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

33k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCEGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCTCCGAGCGGATGTACCCCGAGGACGGCGCCCTGAAGG
GCGAGATCAAGCAGAGGCTGAAGCTGAAGCGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLP
FAWDILSPQFMYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLQD
GEFIYKVKLRGTNFPSDGPVMQKKTMGWEASSERMYPEDGALKGEIKQRLKLKDGGHYDA
EVKTTYKAKKPVQLPGAYNVNIKLDITSHNEDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID
NO:22)
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B 26a fo B 26B. K #357, B8 & 4418 A FEN1 scFv - CD8oskét#o
BiEs MR a-1BBA A4 - FKBP8 2 KK

18 5 Bk :
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLEAARP (SEQ ID NO:2)

Flagk 4z 4712 :
GATTACAAGGATGACGATGACAAG (SEQ ID NO:132)

DYKDDDDK (SEQ ID NO:123)

A W] B EEN1 scFv:
GGATCCCAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAARAGACCAGGCGCCAGCGTGCAGGTCTCCT

GTAGAGCCAGCGGCTACAGCATCAACACCTACTACATGCAGTGGGTGCGCCAGGCCCCAGGCGCTGGACT
GGAATGGATGGGCGTGATCAACCCCAGCGGCGTGACAAGCTACGCCCAGAAATTCCAGGGCAGAGTGACC
CTGACCAACGACACCAGCACCAACACAGTGTACATGCAGCTGAACAGCCTGACCAGCGCCGACACCGCCE
TGTACTACTGTGCCAGATGGGCCCTGTGGGGECGACTTCGGCATGGATGTGTGGGGCAAGGGCACCCTCGT
GACCGTGTCTAGCGGAGGCGGAGGATCTGGCGGAGGGGGATCTGGAGGCGGCGGAAGCGACATCCAGATG
ACCCAGAGCCCTAGCACCCTGAGCGCCAGCATCGGCGATAGAGTGACCATCACCTGTCGGGCCAGCGAGG
GCATCTATCACTGGCTGGCCTGGTATCAGCAGAAGCCCGGCAAGGCCCCCAAGCTGCTGATCTACAAGGC
CAGCTCTCTGGCCTCTGGCGCCCCTAGCAGATTTTCTGGCAGCGGCTCCGGCACCGACTTCACCCTGACA
ATCAGCAGCCTGCAGCCCGACGACTTCGCCACCTACTATTGCCAGCAGTACAGCAACTACCCCCTGACCT
TCGGCGGAGGCACCAAGCTGGAAATCAAG (SEQ ID NO:141)

GSQVQLVOSGAEVKRPGASVQVSCRASGYSINTYYMOWVROAPGAGLEWMGVINPSGVTS
YAQKFQGRVTLTNDTSTNTVYMOLNSLTSADTAVYYCARWALWGDFGMDVWGKGTLVTVS
SGGGGSGGGGSGGGGSDIQMTQSPSTLSASIGDRVTITCRASEGIYHWLAWYQQKPGKAP
KLLIYKASSLASGAPSRFSGSGSGTDFTLTISSLOPDDFATYYCQQYSNYPLTFGGGTKL
EIK (SEQ ID NO:142)
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A cpg afit st 6] Fa R /8 4k Ao 35 I 4 M 3%
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC

CAGAGGCGTGCCGGCCAGCGGCEGGEGEGCEGCAGTGCACACGAGGGEGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGETCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

33k
TCCCTA

SL

A 4-1BB it A $4:
AAACGGGGCAGAAAGAAACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

33k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTCcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAAAACTGGAA (SEQ ID NO:11)

MGVQVET ISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDS SRDRNKPFKFMLGKQEVIRGW
EEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)

K268

169



CN 110423282 B W BR B 44/57 T

B 27a #o B 278 ) 1K $365, 50 4“4 CD19 scFv - CD8aksé- CD28
BRI AL A4 FRBP?E) % Rk

125k
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLEAARP (SEQ ID NO:2)

Myc E A #7id
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

$# A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA

GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGGTGGCGGTGGCTCGGGCGGTGGTGGGTC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGARACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCARACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:35)

DIOMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQOGNTLPYTFGGGTRKLEITGGGGSGGGGSGGG
GSEVKLQESGPGLVAPSQSLSVTCTVEGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTY
YNSALKSRLTIIKDNSKSQVFLKMNSLQTDDTAIYYCAKHYYYGGSYAMDYWGQGTSVTV
SS (SEQ ID NO:6)

E27A

170



CN 110423282 B W BR B 45/57 Tl

A cpsafit. st Id] Fa X /4 44
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC

CAGAGGCGTGCCGGCCAGCGGCGGGGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGAT (SEQ
ID NO:143)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD (SEQ ID NO:56)

A CD28 % iR £ #y 3% Ao o, 1) 45 5 44 ¢
TTTTGGGTGCTGGTGGTGGTTGGTGGAGTCCTGGCTTGCTATAGCTTGCTAGTAACAGTGGCCTTTATTA

TTTTCTGGGTGAGGAGTAAGAGGAGCAGGCTCCTGCACAGTGACTACATGAACATGACTCCCCGCCGCCC
CGGGCCCACCCGCAAGCATTACCAGCCCTATGCCCCACCACGCGACTTCGCAGCCTATCGCTCC (SEQ
ID NO:144)

FWVLVVVGGVLACYSLLVIVAFIIFWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPP
RDFAAYRS (SEQ ID NO:121)

-

TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGAAATTTGATTCCTCCCGGGACAGAAACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAAAACTGGAA (SEQ ID NO:11)

MGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDSSRDRNKPFKFMLGKQEVIRGW
EEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)
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B 28a fo B)28B. # % K #366, % 5% €4 F HLCAR“IACDLY scFv - CD8ak%& - CD28
BRELEMBRAAM- CDIBAE Z K

185 ik
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Myc R 43478
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

$. A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA

GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTARACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGCGTGGCGGETGGCTCGGGCGGTGGTGGETC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGT CAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGAAACCACATACTATAATTCAGCTCTCARATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:35)

DIOMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPES
RFSGSGSGTDYSLTISNLEQEDIATYFCQQOGNTLPYTFGGGTKLEITGGGGSGGGGSGGG
GSEVKLQESGPGLVAPSQSLSVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTY
YNSALKSRLTIIKDNSKSQVFLKMNSLOTDDTAIYYCAKHYYYGGSYAMDYWGQGTSVTIV
SS (SEQ ID NO:6)
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A_cpsafit. s} 6] Fa X /4 44 :
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGCC

CAGAGGCGTGCCGGCCAGCGGCGGGGGEGCECAGTGCACACGAGGGGECTGGACTTCGCCTGTGAT (SEQ
ID NO:143)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACD (SEQ ID NO:56)

A CD28 55 IR £5 A4 3% Ao 6, 1 44 -

TTTTGGGTGCTGGTGGTGGTTGETGGAGTCCTGGCTTGCTATAGCTTGCTAGTAACAGTGGCCTTTATTA
TTTTCTGGGTGAGGAGTAAGAGGAGCAGGCTCCTGCACAGTGACTACATGAACATGACTCCCCGCCGCCC
CGGGCCCACCCGCAAGCATTACCAGCCCTATGCCCCACCACGCGACTTCGCAGCCTATCGCTCC (SEQ
ID NO:144)

FWVLVVVGGVLACYSLLVTVAFIIFWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPP
RDFAAYRS (SEQ ID NO:121)

TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

A.CD3 LA 4% :
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACAAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGTTTTGGACAAGACACGTGGCCGGEGACCCTGAGATGEEGGEE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCLCCTCGC (SEQ ID
NO:25)

RVKFSRSADAPAYKQGQONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAYSEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:26)
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B 29A fu B 29B #iEiK 367, B AL 8.4 “pap10fa s & #93% - cD28 5 M 3%
A 4&- FRB - CD3 (/A $£ - mCherry”%;&k e

A DAP10 45 5 /- 7| e .5t £5 #

Atqatccatctgggtcacatcctcttc%fgcttttgctcccagtggctgcaqctcagacgactccagqaq
agagatcatcactccctgecttttaccctggecacttcaggetecttgtteccggatgtgggteecctetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A CD28 55 I £ A 3% Ao 6, 1 45 5 4
TTTTGGGTGCTGGTGGTGGTTGGTGGAGTCCTGGCTTGCTATAGCTTGCTAGTAACAGTGGCCTTTATTA

TTTTCTGGGTGAGGAGTAAGAGGAGCAGGCTCCTGCACAGTGACTACATGAACATGACTCCCCGCCGCCC
CGGGCCCACCCGCAAGCATTACCAGCCCTATGCCCCACCACGCGACTTCGCAGCCTATCGCTCC (SEQ
ID NO:144)

FWVLVVVGGVLACYSLLVTVAFIIFWVRSKRSRLLHSDYMNMTPRRPGPTRKHYQPYAPP
RDFAAYRS (SEQ ID NO:121)

33k
GGt TCCGGCAGCGGaTCTGGtAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGCGAAGTACATGAAA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAAAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLME
AQEWCRKYMKSGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:34)

33
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)
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ACD3 LA 4%
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC

TCAATCTAGGACGAAGACAGGAGTACGATGCTTTTGGACAAGAGACGTGGCCGGCGACCCTGAGATGGGGGEE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGC (SEQ ID
NO:17)

RVKFSRSADAPAYQQGONQLYNE LNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAY SEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMOALPPR (SEQ ID NO:18)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

mCherry:
ATGGTCAGCAAGGGCGAGGAGGATAACATCGCCCATCATCAACGCGAGTTCATGCGCTTCAAGGTGCACATGE
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGCECECGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTCGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATCGGCTGGGAGGCCTCCTCCGAGCGCATGTACCCCGAGGACGGCGCCCTGAAGE
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLP
FAWDILSPQFMYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTIVTQDSSLQD
GEFIYKVKLRGTNFPSDGPVMQKKTMGWEASSERMYPEDGALKGEIKQRLKLKDGGHYDA
EVKTTYKAKKPVQLPGAYNVNIKLDITSHNEDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID
NO:22)
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) 30A A BJ30B. # 3£ 1K 398, %54 €@ 4% #LCAR“HACD1Y scFv - CD8asi it Fo
R AR - OX40 & CD3L AT 2 Bk

1E5hk:
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLEAARP (SEQ ID NO:2)

Myc & 43 #790 :
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)
EQKLISEEDL (SEQ ID NO:4)

$. A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA

GGGCAAGTCAGGACATTAGTAAATATTITAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGEGACCAAGCTGGAGATCACAGGTGGCGETGGCTCGGGCGGTGGTGGGETC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGAAACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAARAATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:S5)

DIQMTQTTSSLSASLGDRVIISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVES
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLEITGGGGSGGGGSGGG
GSEVKLQESGPGLVAPSQSLSVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTY
YNSALKSRLTIIKDNSKSQVFLKMNSLQTDDTAIYYCAKHYYYGGSYAMDYWGQGTSVTV
SS (SEQ ID NO:6)

A cosafit s} ] B IX /4% 4 :
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGCGLC

CAGAGGCGTGCCGGCCAGCGGCGGEGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGEACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

3k
TCCCTA
SL

EI30A
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A OX40/% A &% :
CGGAGGGACCAGAGGCTGCCCCCCGATGCCCACAAGCCCCCTGGGGGAGGCAGTTTCCGGACCCCCATCE

AAGAGGAGCAGGCCGACGCCCACTCCACCCTGGCCAAGATC (SEQ ID NO:145)

RRDORLPPDAHKPPGGGSFRTPIQEEQADAHSTLAKI (SEQ ID NO:65)

&k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)
SRGSGSGSGS (SEQ ID NO:20)

ACD3 LI A 4% :
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACAAGCAGGGCCAGAACCAGCTCTATAACGAGC

TCAATCTAGGACGAAGAGAGGAGTACGATCETTTTGGACAAGAGACGTGGCCGGGACCCTGAGATGEEGEGEE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCECCTCGC (SEQ ID
NO:25)

RVKFSRSADAPAYKQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAY SEIGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:26)
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B 31a v B31B, #32 K #399, B AL €L4“HCD19 scFv - CDSosL 4 #o 25 18 45 43K
- OX40f2 A 85 - FKERP7E5 % K

1550k :
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Myc & 4347 :
GAGCAGAAGCTGATCAGCGAGGAGGACCTG (SEQ ID NO:3)

EQKLISEEDL (SEQ ID NO:4)

$#. A CD19 scFv:
GACATCCAGATGACACAGACTACATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGTTGCA

GGGCAAGTCAGGACATTAGTAAATATTTAAATTGGTATCAGCAGAAACCAGATGGAACTGTTAAACTCCT
GATCTACCATACATCAAGATTACACTCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGGTCTGGAACAGAT
TATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGCCAACAGGGTAATACGC
TTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAGATCACAGETGGCGGTGGCTCGGGCGGETGGTGEGTC
GGGTGGCGGCGGATCTGAGGTGAAACTGCAGGAGT CAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTG
TCCGTCACATGCACTGTCTCAGGGGTCTCATTACCCGACTATGGTGTAAGCTGGATTCGCCAGCCTCCAC
GAAAGGGTCTGGAGTGGCTGGGAGTAATATGGGGTAGTGAAACCACATACTATAATTCAGCTCTCAAATC
CAGACTGACCATCATCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAARATGAACAGTCTGCAAACTGAT
GACACAGCCATTTACTACTGTGCCAAACATTATTACTACGGTGGTAGCTATGCTATGGACTACTGGGGCC
AAGGAACCTCAGTCACCGTCTCCTCA (SEQ ID NO:5)

DIOMTQTTSSLSASLGDRVTISCRASQDISKYLNWYQQKPDGTVKLLIYHTSRLHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGNTLPYTFGGGTKLEITGGGGSGGGESGGG
GSEVKLQESGPGLVAPSQSLSVTCTVSGVSLPDYGVSWIRQPPRKGLEWLGVIWGSETTY
YNSALKSRLTIIKDNSKSQVFLKMNSLOTDDTAIYYCAKHYYYGGSYAMDYWGQGTSVTV
SS (SEQ ID NO:6)

A cp8 afit. 5t i8] B X /4 4k Ao 35 R 4 A 3

ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGTCCCTGECECC
CAGAGGCGTGCCGGCCAGCGGCGGEGGGCEGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)

E31A

178



CN 110423282 B W BR B 53/57 Bl

5k
TCCCTA

SL

A OX40/0, A 4% :
CGGAGGGACCAGAGGCTGCCCCCCGATGCCCACAAGCCCCCTGGGGGAGGCAGTTTCCGGACCCCCATCC

AAGAGGAGCAGGCCGACGCCCACTCCACCCTGGCCAAGATC (SEQ ID NO:145)

RRDQRLPPDAHKPPGGGSFRTPIQEEQADAHSTLAKI (SEQ ID NO:65)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

FKBP:
ATGGGAGTCcCAGGTGGAAACCATCTCCCCAGGAGACGGGCGCACCTTCCCCAAGCGCGGCCAGACCTGCG
TGGTGCACTACACCGGGATGCTTGAAGATGGAAAGARATTTGATTCCTCCCGGGACAGARACAAGCCCTT
TAAGTTTATGCTAGGCAAGCAGGAGGTGATCCGAGGCTGGGAAGAAGGGGTTGCCCAGATGAGTGTGGGT
CAGAGAGCCAAACTGACTATATCTCCAGATTATGCCTATGGTGCCACTGGGCACCCAGGCATCATCCCAC
CACATGCCACTCTCGTCTTCGATGTGGAGCTTCTAAAACTGGAA (SEQ ID NO:11)

MGVQVETISPGDGRTFPKRGQTCVVHYTGMLEDGKKFDSSRDRNKPFKFMLGKQEVIRGHW
EEGVAQMSVGQRAKLTISPDYAYGATGHPGIIPPHATLVFDVELLKLE (SEQ ID NO:12)

K|31B
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B 32a #v B 32B. # £ /& $400. %E@%“mplomﬁﬁﬁqi&- CD8 a5 /I 45 44 3%
- OX40f0. A %€ - FRB - CD3 (B2 A #8- mCherry”é) % fk

A DAP10 15 5 F- 5| Ao Jit, 5t 45 #9 3 :

Atgatccatctgggtcacatcctcttectgettttgectececcagtggetgecagetcagacgactecaggag
agagatcatcactccctgecttttaccctggecacttcaggetcttgttccggatgtgggteectetetet
gccg (SEQ ID NO:27)

MIHLGHILFLLLLPVAAAQTTPGERSSLPAFYPGTSGSCSGCGSLSLP (SEQ ID NO:28)

A CD8a¥ R £ M 3%

ATCTACATCTGGGCGCCCTTGGCCGGGACTTGTGEGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACT
GC (SEQ ID NO:29)

IYIWAPLAGTCGVLLLSLVITLYC (SEQ ID NO:30)

3k
Tctectg
SL

A OX40/0. A 44 :
CGGAGGGACCAGAGGCTGCCCCCCGATGCCCACAAGCCCCCTGGGGGAGGCAGTTTCCGGACCCCCATCC

AAGAGGAGCAGGCCGACGCCCACTCCACCCTGGCCAAGATC (SEQ ID NO:145)

RRDQRLPPDAHKPPGGGSFRTPIQEEQADAHSTLAKI (SEQ ID NO:65)

%

GGt TCCGGCAGCGGaTCTGGtAGCGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:31)
GSGSGSGSGSGSGSGS (SEQ ID NO:32)

FRB:
ATCCTCTGGCATGAGATGTGGCATGAAGGCCTGGAAGAGGCATCTCGTTTGTACTTTGGGGAAAGGAACG
TGAAAGGCATGTTTGAGGTGCTGGAGCCCTTGCATGCTATGATGGAACGGGGCCCCCAGACTCTGAAGGA
AACATCCTTTAATCAGGCCTATGGTCGAGATTTAATGGAGGCCCAAGAGTGGTGCAGGAAGTACATGAAA
TCAGGGAATGTCAAGGACCTCCTCCAAGCCTGGGACCTCTATTATCATGTGTTCCGACGAATCTCAAAG
(SEQ ID NO:33)

ILWHEMWHEGLEEASRLYFGERNVKGMFEVLEPLHAMMERGPQTLKETSFNQAYGRDLME
AQEWCRKYMKSGNVKDLLQAWDLYYHVFRRISK (SEQ ID NO:34)
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3k
GGAAGCGGGTCCGGTAGCGGATCTTCCCTA (SEQ ID NO:15)
GSGSGSGSSL (SEQ ID NO:16)

ACD3 LA 44 .
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACCAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGTTTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCCCCTCGC (SEQ ID
NO:17)

RVKFSRSADAPAYQQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRREKNPQEGLYN
ELQKDKMAEAY SE IGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:18)

3k
TCGCGAGGAAGCGGGTCCGGTAGCGGATCT (SEQ ID NO:19)

SRGSGSGSGS (SEQ ID NO:20)

mCherry:
ATGGTGAGCAAGGGCGAGGAGGATAACATGGCCATCATCAAGGAGTTCATGCGCTTCAAGGTGCACATGG
AGGGCTCCGTGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCA
GACCGCCAAGCTGAAGGTGACCAAGGGTGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCTCAGTTC
ATGTACGGCTCCAAGGCCTACGTGAAGCACCCCGCCGACATCCCCGACTACTTGAAGCTGTCCTTCCCCG
AGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGCGTGGTGACCGTGACCCAGGACTCCTC
CCTGCAGGACGGCGAGTTCATCTACAAGGTCGAAGCTGCGCGGCACCAACTTCCCCTCCGACGGCCCCGTA
ATGCAGAAGAAGACCATGCGGCTGGGAGGCCTCCTCCGAGCGCATGTACCCCGAGGACGGCGCCCTGAAGG
GCGAGATCAAGCAGAGGCTGAAGCTGAAGGACGGCGGCCACTACGACGCTGAGGTCAAGACCACCTACAA
GGCCAAGAAGCCCGTGCAGCTGCCCGGCGCCTACAACGTCAACATCAAGTTGGACATCACCTCCCACAAC
GAGGACTACACCATCGTGGAACAGTACGAACGCGCCGAGGGCCGCCACTCCACCGGCGGCATGGACGAGC
TGTACAAG (SEQ ID NO:21)

MVSKGEEDNMAIIKEFMRFKVHMEGSVNGHEFEIEGEGEGRPYEGTQTAKLKVTKGGPLP
FAWDILSPQFMYGSKAYVKHPADIPDYLKLSFPEGFKWERVMNFEDGGVVTVTQDSSLQD
GEFIYRVKLRGTNFPSDGPVMOQKKTMGWEASSERMYPEDGALKGEIKQRLKLKDGGHYDA
EVKTTYKAKKPVQLPGAYNVNIKLDITSHNEDYTIVEQYERAEGRHSTGGMDELYK (SEQ ID
NO:22)
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B33a 7o B)33B, 43 1k 4358, %55 €4 F L CAR“HL /8 AL £ HN1 scFv - CD8
ask Ao AR MK~ 4-1BB & CDIJR A" $ A

Z5h:
ATGGCCTTACCAGTGACCGCCTTGCTCCTGCCGCTGGCCTTGCTGCTCCACGCCGCCAGGCCG (SEQ
ID NO:1)

MALPVTALLLPLALLLHAARP (SEQ ID NO:2)

Flag & {3 %32 :
GATTACAAGGATGACGATGACAAG (SEQ ID NO:132)

DYKDDDDK (SEQ ID NO:123)

A 18] K H HN1 scFv:
GGATCCCAGGTGCAGCTGGTGCAGTCTGGCGCCGAAGTGAAAAGACCAGGCGCCAGCGTGCAGGTCTCCT
GTAGAGCCAGCGGCTACAGCATCAACACCTACTACATGCAGTGGGTGCGCCAGGCCCCAGGCGCTGGACT
GGAATGGATGGGCGTGATCAACCCCAGCGGCGTGACAAGCTACGCCCAGAAATTCCAGGGCAGAGTGACC
CTGACCAACGACACCAGCACCAACACAGTGTACATGCAGCTGAACAGCCTGACCAGCGCCGACACCGECCE
TGTACTACTGTGCCAGATGGGCCCTGTGGGGCGACTTCGGCATGGATGTGTGGGGCAAGGGCACCCTCGT
GACCGTGTCTAGCGGAGGCGGAGGATCTGGCGGAGGGGGATCTGGAGGCGGCGGAAGCGACATCCAGATG
ACCCAGAGCCCTAGCACCCTGAGCGCCAGCATCGGCGATAGAGTGACCATCACCTGTCGGGCCAGCGAGG
GCATCTATCACTGGCTGGCCTGGTATCAGCAGAAGCCCGGCAAGGCCCCCAAGCTGCTGATCTACAAGGC
CAGCTCTCTGGCCTCTGGCGCCCCTAGCAGATTTTCTGGCAGCGGCTCCGGCACCGACTTCACCCTGACA
ATCAGCAGCCTGCAGCCCGACGACTTCGCCACCTACTATTGCCAGCAGTACAGCAACTACCCCCTEGACCT
TCGGCCGGAGGCACCAAGCTGGAAATCAAG (SEQ ID NO:141)

GSQVQLVQSGAEVKRPGASVQVSCRASGYSINTYYMOWVRQAPGAGLEWMGVINPSGVTS
YAQKFQGRVTLTNDTSTNTVYMQLNSLTSADTAVY YCARWALWGDFGMDVWGKGTLVTVS
SGGGGSGGGGSGGGGSDIQMTQS PSTLSASIGDRVTITCRASEGI YHWLAWYQQKPGKAP
KLLIYKASSLASGAPSRFSGSGSGTDFTLTISSLQPDDFATYYCQQYSNYPLTFGGGTKL
EIK (SEQ ID NO:142)

A cp8 a5 ] fa R /s Ao B R S A IX -
ACCACGACGCCAGCGCCGCGACCACCAACACCGGCGCCCACCATCGCGTCGCAGCCCCTGETCCCTGLCGCC

CAGAGGCGTGCCGGCCAGCGGCGGGGGGCGCAGTGCACACGAGGGGGCTGGACTTCGCCTGTGATATCTA
CATCTGGGCGCCCTTGGCCGGGACTTGTGGGGTCCTTCTCCTGTCACTGGTTATCACCCTTTACTGC
(SEQ ID NO:7)

TTTPAPRPPTPAPTIASQPLSLRPEACRPAAGGAVHTRGLDFACDIYIWAPLAGTCGVLL
LSLVITLYC (SEQ ID NO:8)
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3k
TCCCTA

SL

A4-1BBJL A 4%:
AAACGGGGCAGAAAGARACTCCTGTATATATTCAAACAACCATTTATGAGACCAGTACAAACTACTCAAG
AGGAAGATGGCTGTAGCTGCCGATTTCCAGAAGAAGAAGAAGGAGGATGTGAACTG (SEQ ID
NO:23)

KRGRKKLLYIFKQPFMRPVQTTQEEDGCSCRFPEEEEGGCEL (SEQ ID NO:24)

ACD3 i A 4%
AGAGTGAAGTTCAGCAGGAGCGCAGACGCCCCCGCGTACAAGCAGGGCCAGAACCAGCTCTATAACGAGC
TCAATCTAGGACGAAGAGAGGAGTACGATGT TTTGGACAAGAGACGTGGCCGGGACCCTGAGATGGGGGE
AAAGCCGAGAAGGAAGAACCCTCAGGAAGGCCTGTACAATGAACTGCAGAAAGATAAGATGGCGGAGGCC
TACAGTGAGATTGGGATGAAAGGCGAGCGCCGGAGGGGCAAGGGGCACGATGGCCTTTACCAGGGTCTCA
GTACAGCCACCAAGGACACCTACGACGCCCTTCACATGCAGGCCCTGCCECCTCGC (SEQ ID
NO:25)

RVKFSRSADAPAYKQGONQLYNELNLGRREEYDVLDKRRGRDPEMGGKPRRKNPQEGLYN
ELQKDKMAEAYSE IGMKGERRRGKGHDGLYQGLSTATKDTYDALHMQALPPR (SEQ ID NO:26)
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