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L. —FrNE A/ 22 (IL-2) RASEH , HHSEQ ID NO: 1+ Frs 2 LR 7 51 4 1k
H i B 125 AR .

2. —MANBgIENFR-2 (IL-2) RAEHEH , HHSEQ ID NO: LHH FrR i & IR 7 FIZH AL,
Horp AL B 1252 TN 2L , A7 B 69548 N T 2B A B T4 R N I & -

3. — M Fe AR BRI ZE 3R 1 -2 AL — TUFTIR 1 N TL-2 5848 B2 (1 4H BRI Fe—fil & 2

4 ARAEBCRIELR3FTIR I Fc—fl A 2 A, P fridFesE ATgGl Fe.

5. MR AEAFNE R AP R W Fe-fl & HE 1, P FTiR A1g6l Fefl & —ANEi 2 A& firik
FeI 2R+ ThRE B RAL

6 . AR PEAUFIZLREFT IR Fe—f A 8 A, Hob BTk A TgGLUE#N297_E U .

7 ARIEAUCR E R 6 Frik I Fe—fl & 2 E , Horp FridN297 | B HUAG@N2976.

8. AR FN B R A-TH AT — T TR I Fe-ft & & A, HA S FTIA NTgG Felf)CA b &
PR PR AR B 2K

9. AR PEAUFIZLR8FTIA I Fc—mh A 8 1, HoHp BTk A TG Fe I CAR vty 5t 2 R il 2 o

10 AR RN ZLR 3-THAE— AT IR I F - &, K Bk iE SR E A MFc 5 A
TL-2RA R A7

11 AREBCR ZER 10T R FIFe—fl & &, H prid 2k 2G66G6S  (SEQ ID NO:5) .
GGNGT (SEQ ID NO:6) B{YGNGT (SEQ ID NO:7) .

12 ARPERRNZR LR I Fe—fl & 8, Hoh Brid 422k 22 GGGGS (SEQ ID NO:5) »

L3 AR RN ZL R 3-THAE— AT IR P - A B, P TR L2 R B E A B 5 Y
TEN 7L BN A0 I Hp R A B B8 BT IR e~ A 8 1 IR R 3600 IR RO BR v n LA R B 2k

14 ARAEBCRZL R 13FT IR Fe-f A & A, o TR IL-28 8 & [ A S T3 .

15 AR ZL R 1AFTIR I Fe—fl & 8 1, A iR TL-2 5848 8 1 AL & TANER T3A AR

16 AR ZL R ISR I Fe—fl & 8 1, HoA IR TL-2 5848 8 AL S5 T3NHUAR.

17 ARERCRZL R 16T IR - A &, TR IL-2 R R [ I A& SHRAE

18 AR PEAHNZLR 1T P el & 8 H , K TR IL-2R A H A1 5 SETRAE

19 AR AEBRN B R 3-THH L — T T IR IFc-fil & & A, P FTiAFe-fl & 8 A & Fc 5

20 AR FERCFN ER 19T IR FIFe-@ & E A, L pridFe-m & E A B SHAIL-2R84H
21 AREACR R 19T IR Fe-fl & A, A FridFe-@ll & E A& AN TL-2R 4 E

22— P oy BIALIR , ISR AR BRI ZLR 1 -2 — DT IR N TL-2 R B .

23. —Fh o B HIRE IR , HmbD BRI F o B 23 FAR AR B3R 1 -2 Hp AT — T Fr il () A TL-2
RAZEH.

24 AR BRI E R 23T IR 1 73 B8 B AL IR » F&rp 76 B — I TR0 LA 28 N G h pi AR 1) i ik
FeiBor TR NIL-2RABHEH .

25  FRAE AR ZE R 2380 24 iR B 70 B AR , e BiidFes& A TgGlL Fe.

26  ARFEAUH ELR 25 BT IR 1 43 B AL IR , Horp Bk AN T1gGl Fefl & — ek 2 NI ik
Felf) 3 N1 DhREH) AL
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27 ARYEACR LR 26 ik 11 43 B (AL IR , Horh Frid AN TgG1 AL EN297 g HUAR.

28 ARYEACR R 27 Pk (1) 43 B (AL IR , b BT IAN297 E I HUARZN2976.

29 AR BRI LR 25 Fir ik () 3 &5 (AL R , oGS ik N TGl Fei) CAR i 45t 22 2 1 BUAR
B

30 ARHEACR] LK 29 Pk 11 73 B AL IR , Horh BT ik N TgGl Fel CAR by it 22 BR ik 2K o

31 AR BUR]EL R 238024 Fr iR 1 73 B IAX IR » FLE S i IEEE DU B Fe il 43 5 N TL-2%
BEE ML,

32 ARFEAUFIZLR 31T IR () 73 B AL R , Hovh BT ik 42 5k /2 GGGGS (SEQ ID NO:5) \GGNGT
(SEQ ID NO:6) B YGNGT (SEQ ID NO:7) »

33 MR AR EL R 32T IR B 7 B AL IR , Forb BT iR 2k /£ GGGGS (SEQ 1D NO:5) .

34 AR BUF)EL R 23824 iR 11 43 BS AZ IR , Forh Bk TL-2 R A% £ 3 A0 75 24 7E R A
PR FRIE I 3R L BT IR TL-2 9878 £ [ 1) B 1 Joi X R S A0 1 i R AR i AR Bl
%Ko

35 ARIEACR] LK 34TR I 43 B AL IR , Horh iR TL-2R 48 B 1 AL & T3HUAR.

36 AR EACR] LK 35 Pk (1 7 S AL IR , o TR TL-29R 748 2 1 A0 2 T3NER T3AHUAR.

3T ARYEACR]ZE K 36 ik 11 43 B (AL IR , o iR TL-22R 4% 2 A9 & T3NHLAR

38 ARIEAUH] K 37 Pk i1 43 B AL IR , Horh iR TL-2R AR B H I AL & SERAZ

39 ARYEACH] 23K 38Tk 11 73 B AL IR , Horp iR TL-2R A8 B H AL AL & SETR AL .

40, — PR R B, A S A MHERE T 5 37 B AR IEAUR] 225k 22-39Fh AF — T i i (1)
T EHIZIR -

AL, —FpfE LM, AL R BRI 3R 22-39 AT — T TR 1 70 B I A% B

42 FRAEBCRNE R AL R (1) 18 E A, Forb ik oy S AR IR A ROt T 3 8h 1.

43 ARIEAUR] SR A1 8 A2 Bk 14 75 £ 4R, Hodb pir i 15 = 4R J5AZ A ) A

44 ARIEAUR) SR A3 P IR 1 15 £ A , e prad 15 3= A M 2 K i i

A5 ARIEAUR] SR A1 8 A2 Bk 14 15 = 4R, Hodb prid 15 = 4R 2 BAZ AV 40

46 AR AEBCHNEL R A5 PR (1) 15 = A0, Forb B i 1 32 40 B A2 el L3 P 4 i

AT FRIEAURN LR A6 BT iR 14 15 3= A M, b B ik 1 32 240 i =2 v [ B 99 35 (CHO) 411 i

48 —Fhr= A NTL-2 948 8 1 (1) 7 v, oA 70 FL ip Rk BT il J3 20 7 B9 26 1F SRR R AR
PN EL R A2 B ATHAT— ITFT R 4 15 A0 B FI S5 FR IR BT i N TL-2 R E

49. — M= EFe—filvG S E I 7, A FE AR Horh Rk frid 3 3h 11 264 R R AR PR AL
FIFLR A2 ATHAT— TR 1 75 3 240 B R0 S FR IR BT IR Fe—Ri & B 1T

50 —Fh 8 AN TZH A4 b i PR T4 (Treg) X3RRI TETYR M b 210 5 i2:, oAy
FKs Bl TAM M B AR 5 B R FI AR JE AR B R 1 -2 E — T AT IR 1 N TL-298 48 B [ B2 fih , JE
W BIT IR 7 VAN VR YT T

51 . ARYERAIZE K50 ik () J73% , Ho CD3+FoxP3+4H il % CD3+FoxP3—fK) LL R 18 i .

52 . M AR EE SR 51 BT iR 1) 5 ¥2% , He A CD3+FoxP3+4H iy X CD3+FoxP3— ) Lk 2 48 i 2 /1>
50%.

53— Fh I8 ANTZH M AL b i PR TG0 (Treg) X3RRI TETYR M b 210 5 i2:, oy

3
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%hT?HEIB@EI’JﬁTZIS S5HMEMRIEECN K 3-21 A — T iR K Fe—f & 81 B e, Forb iy
RITFEARIGIT 1%

54 ARYERAFE KR53k () J73% , Hoh CD3+FoxP3+4H il % CD3+FoxP3—Fr) LL R 18 i .

55. M AR FE SR 54 BT iR 1) 5725, He A1 CD3+FoxP3+4H iy X CD3+FoxP3— ) bt 2 48 i 2 /1>
50%.

56 . FR 4R EE SR 1 -2 FP T — TR (9 N TL-2 98 A8 2 (9 78 1) 4% F T 309 52 8 3 1 41
i A PR ETAIME (Treg) X AE AT TN BRI L R I 259 () FH &

57 ARYERUFFE K56 Frik () ik , Hod CD3+FoxP3+4H Al % CD3+FoxP3—fK) LL R 18 i .

58 . M AR EE K 57 AT ik 1) FH3& , A1 CD3+FoxP3+4H iy X CD3+FoxP3— ) Lt 2 48 i 2 /1>
50%.

59 MR 4l BRI SR 3-21 AT — WUFT IR I F o Rl & 8 1 78 i) £ A T 386 0 52 303 1) 41 JA 1
W TP TAHM (Treg) X AE TR R TR BRI b 22 1 2590 () FHI&

60 . HEHE AR ZE K 59T iR 1 FH 34 , H 1 CD3+FoxP3+4H i X CD3+FoxP3—f Eb ZE 54 411

61 . HEHE AU A ZE K 60 AT ik 1) FH 3 , Hd1 CD3+FoxP3+4H iy X CD3+FoxP3— ) L 2 48 i 2 /1>
50%.

62 . FR 4R EE SR 1 -2 FP T — T TR (9 N TL-2 98 A8 2 (9 78 1) 4% F T 309 52 8 3 1 41
I A PR TN (Treg) X RARA A (NK) 40T L R I 2590 () FHI&

63 . MR PEHF SR 62 A i F gk , H P CD3+FoxP3+4H il % 2 iACD56 A1/ 5,CD16 /¢ CD3~
CD19-J4k E=L 200 P 11 Eb 2 36

64 . MR PGB E SR 63 ik i A , He P CD3+FoxP3+4H il % 2 iACD56 A1/ 5,CD16f¢)CD3 -
CD19-k B 4 A Fry B R 48 i 22 250%

65 . AR 4l BRI SR 3-21 AT — TR IR I F o Rl & 8 1 78 il &6 A 386 0 52 303 1) 41 J 1
H PR PETHIME (Treg) X RARA AN (NK) 40 AT L SR I 259 1) FH &

66 . HE P& HF SR 65 ik it F g , H P CD3+FoxP3+4H il % 2 iACD56 A1/ 5,CD16f¢)CD3 -
CD19-74k EL 200 P 1 B 2 36

67 . MR PGB R 60 ik it F g , He P CD3+FoxP3+4H il % 2 iACD56 A1/ 5,CD16 ¢ CD3~
CD19-k B 41 A fry b R 48 in 22 250%

68 . FR ALK 1 -2 F — TR i N TL-298 38 3R (9 78 il 4% B T 9897 B Rk g
Sy G BEPESIR I 32 M 25 1 A

69 . AR 4 B F EE R 3- 18 AT — T FT IR I Fe-mh & & A el & Fipyr B Atk e &
G J5 V90 1) 2 A T 250 H 1) &

70 AR BUF]EE SR 68869 Bk (1) V5 I7 F A 2 1 5L H B T P 1 32 1 10 g,
HH it FH T ST IR 0 (1) B D — AME R R

71 ARHERCRER 7O IR (1) A , Forb 7 Biradt i FH 5 5248 10 40 Jd ot w1 0 75 14 T4 i
(Treg) X =E 35 1T A Lk R 18

72 AR ELR TO R IR 1 FH i , HoHh 78 B i FH S 5263 10 A0 J) ot A ) 8 775 12 T4 A
(Treg) X AR PETHH M bk 2 CRFF LA AR

73 AR HERH EL R 6869 T IR (1) g , Horh i & Bl B B G M & ROE 3 B
985 P S50 AR P 05 eI B G B PR R S T 28 SRR R T 28 L S

4
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RO 98 W R R IS 28 /D T A R R R M DG 1T 98 L 22 0T B AR R SR X O 1
R RAEGNETI SRR I 2 B om BB AR R GBI 3 1H: 5C 1 48 Bl aE B s
PEITT R VA TRe i ter [QZEAAE  SEAZE S AIE 4T B LA - 4 A AR B0 5% 15 48 L /D 4
T 5z 9 Bl A B ZR G0 1t LT DEARIE L 4 A RIS 28 2D 5 9 8 R 4 9% 15 4R L 22 96715 RS KR
PEICTT 98 A2 B RS R DG 1T 98 iR VB A A i 1 5G4 L IR BETE DG 1T 98 Rei ter
IRERARE R VLSS S 25 Bt 71T 98 Al R s WK 28 BB 28« 2 RVEIILAE « B IR 28 L 25 45 Pk
Z BIK P T3k LR F O  BTK 28 KGR 4 22 LIRS « RICDR IR 995 RS ARRE i 6 14 JIE AR A A
AL NS 98 BT HE AR AR IR ZR G A AR B A R 98¢ B HODR R T 95 R B S« R A 4R
T3~ T R B 5 95 21 B S B AR T 05« B2 98 Re N B 46 BB R AL IR (St LR L RS
PELLBEIRAE  BELTE 77~ 21 0 < 50 %0 TR e M 45 W 98 S ISR 0 22 R T R AE IR
i \COPD . £ 3% 4 | B 3% K £ 50 B WG R M okr 20 o £ 38 2% g R ML 4 P 1 S R R %
FRES RS  TRLRE FRI « FEIR AR 28 BT AK AR Q0 5 i IR B« B & g% MR AT 48 .GVHD L B A HE
JR VBB B 5 51 R B KE R BUEIRIN H ORI R

74 AR HERH EL R 68869 I IR (1) Ik , Horp ik 4 Bl B B fe % M i 2RI RS AR
PUrE 5 B 98 15 T 0 KA 98 TR0 PR 95 « 22 R MR AK L b AR 1 1 RV 2K < R I P 3
B2 -

75.—FPHISEQ ID NO: 181 /F 4 B Fe—fl &8 M -

76. —FZIR , H bR P BRI LR 75 Frik P et 54 -

77— Pt , HAS RN Z R T6 T IR -

78. — P A Fe-fl Gl E T AR LR o v H R T IR Fe—fl & 8 F 1) 2614 1
B R HEBCR SR 77 AT i 0 i

79 MRIEACRN LR T5FTiR [ Fe—fil & 8 F R 25 F T30 97 Sl I R MR A & S 1
L 250 B s

80 . AR HE A A LR TP IR (1) s , Forb BT il 4% 1 B B S M L A2 RE 5 B S e 1t
P~ N PRI B R P B B T RS R AORE S R 28 SRR ST R AR G
TP GRS R IR A 2D IR By 2R S R 1 DT 4R\ 22 IR ) A 2R S IR O T 4%
2 B RAF G AE B R OGS 4 B aik B P A 8 Al 2 o M DT 4R L ) B e B A G
TR BT Re 1 ter IREREIE L SEAZRGAE 917 8 5 UL 58 )0 B 3 Q19 9%« /D AP il iz
5 B RGP LT PEARIE L A AE R R D T SR R O T 48 L 22 oY 2 R KB 1 Ok
TP A B R R ST 98 iR BRI A 28 e 1 DT A VRO DT K \Red ter [R5
BRE 2 LSS A B o T 98 VA R s KR 9 I RE AR L 2 R MEILAE B IRL AR S i 2 5
Jik 98 TR 41 PR 2 g « s Rk 58 X 22 LI  PRICOR IR 995 « BB AHRE | Jis ke PR AR P R A L i AL
PERRAE 98 BT HRAEAR Q255 AE AR JE 0 A B8 BEHOIRER 8 993 TR ER S 93 « B R AR S5 ik
JeI AR AR 05« 21 5 s B AR T R 98 VR PR R 6 L B RERE AL IRIE LSt 11 R MELL
PEARIE  ERENILTG /7 R A% 0 v 2 SR I T2 14 5 W 8 I s 0 28 R R A T i
COPD. £ 52 58 \ 5 52 5% £ 55 B A WG TR M s 200 JE 2 £ 28 W TR A s 400 L 12 S U8 R R AR T
FII7E  TRURE PR P DR AR 28 BT Ak AR IS0 B TR IR LA B B e MR 28 LGVHD RS AR HE & W &
F 55 N 28 51 RS B KE 6 BRI ORI) R T 2K

81 ARHEACHZE R TPk i) R i, Forb B i 2 MR Bl H B S e P 0 2 B R VDA 00
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BT TET AR BB AEN -2 EH

[0001]  AHIGHIIEHIAZ XS

[0002]  ACHH{EZSR20134FE3 H 14 HHRACH SEE I I H G 5 51INo . 61/784, 669 Fl 28 » ik
B e 1) BB T 51 R AR,

[0003] Z=FEpH#R

[0004] 3@ EFS-We b4 4% B % [F] Fi T W P 113K — 23R AC W 7 IR AE 201442 H
25 H BIEE ) FR 8UAA-1826-WO-PCT_ST25. txth) SCA U (FL K/ 40, 84940 F1) #2447
FIFR R T 145 Bl i 5] AR I ANA S

[0005] &t

[0006]  TL-2F 45 & 3N BE I SZ ARV BAAT - Y TL-245 & — i iH L i N 15 5 1 SRR TL-
2RBAITL-2Ry , AT IL-2 5 TL-2RB v 2 [8]) ) AH EAE FHYICD25 (IL-2Ra) o HIL-2RB y
6L IS S A FEPT 31 HE \Ras—MAP— Il AISTATS IR AR I L6 5 5 .

[0007] TR ELCD25M) 1A He i NLIE A7 AE T4 23 P IRIR FE Y TL-2 . RIKCD25 1) T4
i/ HE 1 5 A 2 M S T A B I FOXPS+ -1 E THH I (Treg 40 i) A1 4 3% 4k DL 33k
CD25HIFOXP3-THH g - FOXP3-CD25+TRL M. 41 il (Tef ) T LA & CDA+ELCD8+H Y , 3 75 Ffr 41 ffa #¢
AIERR R AE « H B 0% A B AR SR Y BUE 100 . TL-2- B STATSE 5 7% 34 T
15 T-reg 4 A= K N5 LA KT iR FOXP3 R IA /& B X LT

[0008]  7EIL[EHAHIWO 2010/0854951 , FATHIA T IL-2RA8 85 (1 FH TR A3 14 BRI
Treg 4 1) & o 247t T 32 0 I, X Treg 20 ML /R FXT T-¥6 97 R A1 B 5 S 2 R
e R BARASCH R TL-2 R A B A X FAEAR N i Treg 4 i B IS Te T AL 2 A
R ABBREE =4 B NI T A s m M IL 2R E A .

[0009] iR

[0010] AR IR T 3&E T 7= nl il A B B R 2 B SE EA TL 2R H . N
T B A R I SE T IL-2 R A E W IR IT A, P2 AR T VR 2 TiOk) 2 2R AN BT Ft il iy A
RSP HEAR TL- 2R R A A ZEE TR

[0011]  ARSCH R IL-2R A H BA f /D EH WX TL-209 00038 , AT/ 72 A2 156
TL-29% A8 8 [ AN/ B I 1 TL— 2 G g% L2 R AT e A, AT SR e HF Treg MR e B A& 4k o itk
A, FEFEEE ST T R, F TL-2 R AR R Rl A T 24 1m) 326 35 il FH I 28K i i > 2 I 701
BlaniiAFe . IL-298 748 85 [ H A K0 1) LI 1 5 0 O6F T 52 T4, 3R 5/ o AR SCH IR 1)
BT 2R R AFc@l G EAEANF AEARPIR  BDIR . BD5K . BD10K . 2015
R B /D20 R B E 25K M) 2 TE W o %X TL-258 48 85 11 I 25403 24 10 S0 £ VR 2 1) 5%
B/ TL-2 58 A8 8 VR IT I 45 2 ER

[0012]  fb Ak, = 25 R o I, 202 8K B = A K T RE 7T, RTINS 40+ () B 4
B/ IMEFEAE 2> TR 8 T KA - IL-2R A8 8 I Fe—fib &7 T B s E 1k .

[0013]  fkAk, FEREEE S 7 R, IL-2RABE A Fe-M A HEEH %A 1gGlFclX o 4 I Wk
TgG1HI RN F Ihae (] an, ADCCYEHE) i, RILAL B 297 1 K A& W IE 2 H & R R4
(N297G; EUZw 5 77 %2) 1Rt T F B HE S A TgG1F o Y B R 78 110 B R e 382 P i A R 2 A
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AR T AE L S T S, P IR T AR Fe DA SR VF BB B, Bk
SR TCRE AL S e TR e M . BRI F e A R E BT IL 2R E AP A5 EA
(5T o R, A S rp SR T A B N29 TG FIAT 248 i — AN B 22 A 573 A1 7 5 06k 21 Jok 2 R 114
HUAR I Fe sy F Fo—fila 8 1 Ak

[0014] AR B (1) 55— A5 THBL 46 B 240 TR B2 3k o 318 T N-WE S A0 I A0 128 42 Sk IR BLFH GGNGT
(SEQ ID NO:6) BYGNGT (SEQ ID NO:7) »

[0015] 7 B —NJ5 T, A K B4R AL S VIIKE M 5SEQ ID NO: 19 s B @ e 411
HAZ/D0% [ — &R T I AN BN R -2 (1L-2) RABEA , KR 112845
AR T TG A A ST B, NIL-2RAE E A 5SEQ ID NO: 1+ iy
ISR R A B A Z /095 % A — M R IR 7 41 o 75 55— A2t b, Tid RABEE A
£ SEQ ID NO: 19 Fis R IEBR T 5] o A 55— A SEiti 7 S8, L B 125 N N &R - 7 7 — A
ST S 7 B 125 2 IR

[0016]  7E 55— 51, AR FHIRBE S EF A NIL-2R AR A KPRl & H - £ — A SL it
J7 % Fe N N1gG1Fe o fE 55— AN St 7 27, N1gG1F et & — B AN A8 BTk F e (1) &R
TIhRE ) RAS AE S — A2t 7 v, NTgGlaE&N297 B AE S — st 7 &,
N297 b HUARN29TG o 75 5 — ATt 77 S, Fe—Rl A B AL & T8 N 1gG Feff) CAR Ui i 2
B R AR B 2k o 78 59— ANt 5 B, ik N TgG Fe i CoR i 48 2 B ik 2K o 75 o3 — /> S it
HEPEREEREAMNFc S NIL-2RBEA M AR — DL B, kN
GGGGSGGNGTELYGNGT o 7£ 7y — AL it /7 S H , $23k HGGGGS o 7E 7y — N SE it 7 8 rh , IL-2R A%
L X AR R L 3D Y 40 ZR K IS 2R PR F ek A E RN A ) 2 R R VS N Y
BRI  AE T3 — AN 7 Zerh, IL-2 R H A B T3IUR AL 7 — ALt £, IL-2R
AR H H A S TINELT3AUAR o 7 3 — AN STt 77 S, IL-2 R AR B A 3 TINHUAR o 78 o — AN 5K
WiJ7 S, IL-2RARE H I H & SERA AL — M7 R, IL-2R B HE H G A SHTHR
AR AE R AT =, TR Fe-@ A 2 B & Fe Z5RAR IE 7 — NS 77 b, BTidkFe—-
AG A IL-2RBE A AL R — DT ZH, ridFe-fl & HEE S BATL-2R
B

[0017]  7E 5 —AJ5 1, AR AL gR IS N TL-258 48 8 ([ sl PR I Fe B 70 AN TL-258 48 2K
H 073 B8 B AZIR - 75— S0 7 S8 H 5 76 B8 — T80 SRAE B2 A SR A4 (1) BT IR Fe 8 43 AN
IL-2RABEH AL 57— AL ZH , Fe A N1gG1Fe fE 75—/t 7 %+, A1gGlFcfu
U8 TR F ¢ 1 28N 1 BHRE I — ANk AN RAR AE 57— At 7 =, ANTeGlE&N297 B
HUAR o 7E 53— AN St 7 Z2 7R, N297_E A EUAR AN2976 . 7E 55 — ANt 5 R, ATeGIFe 8 4C
R iy 4 S R A AR B BR % o 7E J — AN St 7 R, Bk N 1gG Fe i CoR i i 220G 5k 2K o 7 5
— AN T B R Ay TR g E BRIP4 5 N TL2 R E ARk A2 B —A
ST R, 823k NGGGGS \GOGNGTELYGNGT o 75 55— AN St 77 = » $53k NGGGGS o 7F o — A5k
Jiti 77 R, TL-2 9870 8 (3L 2 24 700 7L 0 P 40 i b R IE I U AL & BT IR TL-2 A8 8 (1 11
R B A 1) S SRR N BB G  7E 5B — AN Szt 5 b, TL-298 A8 /R 1 A0 & TSR
R AE B — ANl 5 R, TL-28 A 8 (A A & TINEK TSARUAR . 75 55 — AN S 7 R, TL-258
A5 AL S TINEUAR 78 5 — AN St 7 e, IL-2 8 A8 2 [ I0 A0, 27 SER AR L 7E S — AN L it
F L IL- 2R E A5 SRR
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[0018]  7E 55— A5, AR S T A& FIRNASOERE T B3 T BRI R
[0019] 7R —NIr T, AR PR AL S Bl 1) 70 B AL R 1 8 E 4l o 7 — AN S il 7 &
W, o B R IR A A B T SR 8 1 o AE 53— ANt 7 b, Bk AE 32 40 2 SR A% 4E i 7
A ANzt 7 =, 15 LU KT (B coli) AE R — Sty &, Brik g 402
SRR M o 7E 53— AN SETt 7 S0, 18 5 40 B 2 R AL D i o 78 o — AN SE Tt T =, 15 4
i ] B, B S (CHO) 4l 5% o

[0020] 7B —ANJ7iH, AR B AL P2 42 NIL-2R A8 R I 7 3%, iR ik e sk e Herp 6
IEFTIR JA BT 26 A T 85 5% LR TE A AT IR B FROGR N TL-2 R B HE [ 7E— 5K
Tt 77 S, BTk 77 VA A AR H A SRk i JE 3110 SR A N 15 97 IR 1E S A AN A ik B 57
YIRRFe- A5 A .

(00211 7E 55— NTJ7 10T, A BH A AL 38 DT B A 4 /9 ) 1A 55 PR TR (Treg) AR AT T
M B L 22 7, iR 7 A AR TA M A A 56 22 1 Bk NTL-258 48 i 1 $efih o 76—
ANSii J7 e, CD3+FoxP3+4H fil 5 CD3+FoxP3— 1 bt Z 34 1 o 78 55 — AN St )5 2+, CD3+
FoxP3+4M i % CD3+FoxP3—[F] bt ZE I hn 2 /1650 % .

[0022]  7E 55— /N7 10, AR BH AR AL 3G I T4 B B A4 o 1R 5 PE T (Treg) X R 175 14 T4H
MR b 2R B 7, FiR 77 iR AR TA B B AR 5 A A B R Fe—fil & 8 A il o £ — 5K
Jiti 77 S H , CD3+F oxP3+4H g Xt CD3+FoxP3~f Lt FR I8 i o 7E 575 — AN 3t 77 S+, CD3+FoxP3+4]
o XF CD3+FoxP3— 1] bt Z 4 % /50 % .

[0023]  #E 55— N7 I, AR B A AR 3G N 52 2 1 41 Ja A () 8 7 R TAR AR (Treg) X HE
TETARME R E 2R B 7V, Frid iR A RE i A &= R FR N TL-2RA R AR — N SL it
ZH, CD3+FoxP3+4H g X CD3+FoxP3— [ kb 2R 38 i o 75 55— AN it 77 2+, CD3+FoxP3+ 4 Jifd X
CD3+FoxP3—J Lt 1 hn 2 /50 % .

[0024]  7E 7 —NJ7TH, AR B AL T 380052 3 (1) A1 JA A (0 1 R T (Treg) X E
VT PE TN B bE 2618 5 vk, BiTid 5 vk B it A A 1) Bk Fe—-fil & 8 3 o /8 — AN St
Z 1, CD3+FoxP3+4H g X CD3+FoxP3— [ kb 3R 38 i o 75 55— AN it 77 2, CD3+FoxP3+ 4 Jifd X
CD3+FoxP3—fJ Lt 1 hn 2 /150 % .

[0025]  #F 55— N7 I, A B A A 18 I 52 a2 1 A0 Js i o i 1 75T PR TR R (Treg) X R 4R
A (NK) 40 B0 bE 2210 07 7%, Bk D7 i 3 it A 2 E i EIR NTL-2RABE H A — N SE
Jiti /7 &, CD3+FoxP3+4H ifl %f 212 CD56 A1 /5E CD16 /) CD3—CD 19—k B 21 it ) bt 2R 18 im . £F 57
— ST 22, CD3+FoxP3+4H g %} 3 1A CD56 F11 /8% CD16 11 CD3-CD 19—k 2 41 f iy bL: 2 388
£/050% .

[0026]  #£ 75— N7 T, A B A A 18 I 52 a2 1 A0 Js i o i 1 5T PR TR R (Treg) AR SR
AAh (NK) 2P b 2 1 7325, BT il 5 i A dE it A R ) LR Fe-fb & 8 A £ — NSt
Zrr, CD3+FoxP3+4H iU X} i CD56 A1/ B5,.CD 16/ CD3—-CD 19—k = 40 At i) b R 36 hn o 78 55— A
S 5 G H , CD3+FoxP3+4H fg % A CD56 A1/ 5 CD 161 CD3-CD19—vhk B 41 A 1y b 2 18 i & />
50% o

[0027]  #E 55— 71, AR IR AR T HAA R E B S M w0 32 E 1 7% i
R 7V HE ) FTR S2 3 e YR T A AR ) BIR TL-2 R
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[0028]  #E 75— N7 1, AR IR AR T BAA R el E B S Ym0 32 E 1 7 i
7 A 1 BT 52 3 it VR T A R ) LR A A AR NSl Rerb it 5
FEC B I 22 2D — AN AR ARk o 7 o — AN St 7 S8, FE it G 52403 0 470 o o A e 7
PETAHHE (Treg) X AE— 115 PETAH B AT b 2R B I0 75 55— ANl )7 89, 70t )5 52 1 41
JE A A VT TR (Treg) o JE U8 PE TN M 5250 & 1 b R AR R SE A B AR 78 55— AN 5K
Jiti 77 ZE A, RAVEEE B s MR R IR R M BT 00 T B 2 5 I K 48 L TR
PRIV « 22 I MEREA SR ORI RV 2 AR I A 0 B 8 A A s o

[0029] £ R—ANJ7TH , AR BHIRAE T AN TeGLEUAR I Fe X 355, o Bk Fe X 380 BN29 7GR
5, 3 H N TG T iAFe X A% 2 /090 % B 5 SEQ 1D NO: 39 Al 7 B & L R 7 41 ) [) —
P AE— N SEH 7 2, NgGLIFe X I & /095 % [ 5SEQ 1D NO: 3 R & & IR 7
G TR — 1 o 72 5 — AN St 5 A, ATgGlRIFe XL £ SEQ 1D NO: 3+ FR i & L 1R )T
B AE 53—/ SE 7T R, N gGlIIFe X 3b A & — A sl 2 A RAR KR 2 2 IR 78 5 — A 5K
Jiti 77 % H, SEQ 1D NO: 3+ BT /s B — AN B 2 AN SR IR 1 Y Ik S R B o 75 55— AN St 7 %
H1,SEQ ID NO: 3t R (K & L B 5 F1 V259 . A287 \R292. V302, L306 . V323m 13324 - Bt
FREUAR o 7E 53— A3 5 R, Fe X 357 SEQ ID NO: 39 BT/~ U & L 1L 17 51 b i = L 1R I
HIIA287CHIL306CHUAR o 7E ) — ALt 77 S+, Fe X 33 5 SEQ 1D NO: 3 Frs i 2 B 1R J 7
FIH R V259CHIL306CHUN  7E J3 — AN SEJiti 77 B, Fe XL & SEQ 1D NO: 3+ i/ ) 2 2L 1R
75 BIR292CHNV302CHUAR o 7 3 — AN STt 77 2, Fe X A 5 SEQ 1D NO: 3HH Fra ) & 2
1R P74 I V323C AT 332CHUAY

[0030]  #E 55— ANJ7 T, AR S A Bk Fe X Hiia

[0031]  7E 5 —ANJ7TH , AR AL E R Fe X Fe-fll & 8 H

[0032]  7E 5 —ANJ5 T, AR BRI AL S B3k 2 K, b Bk B2 Sk SR GGNGTE YGNGT o £ —
ANSIL T R, TR B S B EN-BE S 8 3 — AN STt B, FTiR B Sk Bl 4 N 22 Ik &5 ) .
BRZ IR,

[0033]  #E 75— N7 I, A KBS 7= A2 Je bl Ak & TgG L e 73 ¥ I 71, Fridk 77 ik gt 78
Ui LSS FR Y b YD R 1A ik 22 BRI A% R A BT i £ FE PSR TE M AL 5 TeG1F e 4
[0034]  7E 55— AN, A A B 3 A 2 7E R FL 30 9 41 Mo o 308 B B8 1k 7= AR To Rl 2R AL
1gG1Fcr F I 7%, ik 77 A48 # F e X 38 BIN29 7 1) %5 8 - S AR Rk S IR % i 111 20
.

[0035]  {E S —NJ7TH, A & B3R AE T HISEQ ID NO:18E(SEQ ID NO: 20 ¥ FZH B i) Fe—
RhEEE A DL B, AR HSEHE T gmtSFe-ft & B B MR A2 — D SETti T 5
W AR B FR AL B BT IR AL R I A MY o 7E o — AN S il R, AR BB AL T PR AEFe -G
TAM %, Frid 7B R R FTiR P& B A R 404 R 8 Ak g . 758 55—
ANSE T e, AR B ERAL TR YT S B R BB B MR O T B iR S
) BT I 52 3 it AR AR I Fe—Ril & B 1 o 78 0 — NS 5 S Hp , PR E B o e R Ol 2
M PUE F I

[0036] 7 7 —ANJ7TH , A% K BH AR A I 52 303 6 R Bk N A A -2 (TIL-2) RASE
H A Fe—fl &8 A B NE 77, BTk J7 i B HEAS I B ik 3248 3 R i AR 1k, BTk AR (L 2
PR T« B 32 4R 5 A1 R H FR CRP ) 386 < i 3R 52 48 35 7 47 Rt w7 /N PR ik
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D CFTIR 52 AR T A I A e e R 20 i 2D BRI 52 4 1 A R I A ) 1 R T O
b, H FEAS U B IR A J5 2800 VBT FTIR VR IT IR 25 2 AT Bl /D 45 2 1 o AE — N 5K
75 e, Bk A B4 22 /00 5 CIIARIR I 5 « 22200 . 2mg/mL IR BT IR 523035 1) A1 J& I fr)
CRPIIHE AN 22 /00 . 845 1 Bk A1 J ifi Hp 14y /N () 982« 22 /00 . 845 1) it i 52 3 3 149 41 JA .
HH (1) W HR PR 2 PR sl /D B 2R /D0 L AR I A2 TR AR LI AR 1 1 B R

[0037]  [ff P fajidk

[0038] &1 . 7F 45 BN 5 v , 38 5 TgG—Fe [ CA 3t () ik 25 72 A6 1) [R) U — B AL AN e 38
AN R B A X CD25 1) =12 A T TL-2 548 8 (1 1T 1

[0039]  PE2ARNEI2B. M B A T e 1) AR A A T Fe— 5 AR R — M CR¥m i TL-25
75 FE 1 BT T A R Y STATS B R Ak 1) B 77 o IX BE SR A B 1 I8 & B T X6 T CD25 ) i 25 Fil 1
I35 (V69ANTIR.Q74P) K e TS M 5 EFeft & I TL-2/1 3R (05 5) ML
BEWT IL-2.HaWT Gif T-CD25F) i 35 A 47) (N29S.Y31H.K35R . T37AK48E.V69A N71R.Q74P)
FiHaD ChfT-CD25 ] iy 55 A1 7 AU/ (45 5 5% S 1) (N29S.Y31H.K35R\ T37AK48E . V69A.
N71R.Q74PN88D) . fit 7 | #1135 (IFOXP3+CD4+ FIFOXP3-CD4+THH i ¥ i —STATE B 25 .

[0040] &3 Wi N & T Fe—5 B ARA TL-298 38 2 19 3 <2 ) T4 M V. 2L f) 186 5 g
AR S LR &M IL-203 MR (F0FF5) (WD TL-2.HaWT (X F-CD25 1] = 51 Al
77) (N29S.Y31H.K35R.T37A.K48E.V69A N71R.Q74P) FlHaD G&f T CD25 ) i1 2 Al 17 Ak /N )
S5 SEME) (N29S.Y31HK35R . T37AK48E . V69A N7 1R Q74P N88D) #HL %5

[0041]  [&|4 . i S fib & T Fe— 5 BRI TL-2 9848 5 (9 1104 58 HNK T i) 16 5 o g b5 25
H 3 5 TR el & 1 IL-289 34N (0 fF45) :WT IL-2.HaWT (i -T-CD25 ] =135 F1 77)
(N29S.Y31H.K35R.T37A.K48E.V69AN71R.Q74P) FlHaD (X} T-CD25 1] &1 3¢ A1 J A/ MR E S
B SE M) (N29S.Y31H.K35R . T37AK48E . V69A N71R.Q74P .N88D) AHEL 45 «

[0042] P55 Wi W @A T Fe—S¢ - JREARN29 TG TL-2 58 A% 85 14 1435 5 (4 T4 M IV 4L F 184 5
¥Fe. RAEARTEMESWT 1L-2 (B 0R) AlFc WT (820 5) #8EL 5 T % T CD25 ) & 5%
I 58738 (HaMut 1) 2 V69AFIQT74P.,

[0043]  PE6. M Bt A FFe—[R] - JRAAN297GH) TL-2 5845 2 19 1) ¥ 55 (O NK 20 Jfa ) 36 5 o K5
Fe. AR A ETESWT IL-2 (5%.00&) AlFc WT (520 &) AHEE#L

[0044] | 7TAFIEITB. W T X0 T-CD25 M 1 25 Fl /1 o RAL K Fe . IL-2 5848 8 F AR i3k A\ YAk
INER H I Tregd B4 FNFOXP3 _F 1 .

[0045]  [XI8 ik A 7 (BE5h40. 5ug) fIFc. TL-2R A8 8 R 3 N AL /N R i Tregd™ 14
FIFOXP3_F i, % T-Fc . VO1KAEXS T-Fc .NSSDHIFc . WIWLEE 5] 5 v ) v k.

[0046]  [E]9A.Fc.VIIKAIFc . NSSDilE L 5 CD25 /) 4 & 14 B A 1E AL A TR B A T I

[0047]  [&9B.Fc.V9IKFFc . NSSDAHXT T-Fc . WTHI IL-2R15 5% S Hr 4.

[0048] & 1OAFIB. fE B EEMEHFe . VOIKI 2 Ji 554 JE 45 24 8] B i B, DA SR TV 55 SC45 24 i 4%
I EL %

[0049]  [E11A-F. FH PROLEUKIN®.Fc.VI1KFIFc . NSSDI AN [] 45 24 77 22 4ub B4 f £ # A
HH ) 4B R 25 AR R LS CRPI 31 102

[0050] 12A. PROLEUKIN®.Fc . VO1KEEFc . NSSDI) i 1 1) & %o £ 4 o () Treg 40l
NKZHffd .CD4 "FOXP3 T4H il F1CD8 'FOXP3 TR ) 7K~ 4F F o B — AN B4 mi AR A R 3
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PSR N 2

[0051]1 [E12B. PROLEUKIN®.Fc.VO1KakFc . NSSD¥) i3 4 7] & of £ 1 4% -H ) Tre g 41 A Al
WE TR A LI 7K P R AR o B — AN B30 R AR A A Sh Wi P S0 R 5

[0052] 12C. PROLEUKIN® .Fc . VO1KakFc . NSSDF) 32 18 771 & %o £ 8 A b 1 Tre g 4 it AN
CRPII 7K B SO AR AR FH o B — AN B R AR R4 R 3 )~ S5 U A8 N 2

[0053] 12D. PROLEUKIN® .Fc . VO1KE{Fc . N8 3 14 751 5 of £ B2 5% Hh 1) Tre g 411 .
I /INAR 1w P 8 B AN B B KT - B — N Bl s AR A R s i 1 S A Y
B KA 1 B y— Tl 3] B DA SRR AT T 25 245 FiRE S R I /AR B R R 4 R B R A A A
b o

[0054]  [&]13. HFc. VOIKALFH ) & MR () u 25 P44 (ADA) I & eI 3l /1%

[0055]  fRidk it /7 S I PRk

[0056] A S H A FH ) 3 15 b AN B T4 24 H 1Y, FF HAS B 24 88 R S PR il By 3 1 3
R AL A5 RS 5 B A 228 SClkiE e 51 B AR B i I .

[0057]  FRifERARTT LA AT EAIDNA SR T R & i~ A 2R FE A A L B 1 440 55 B
IS R AR A0 45 R T DA Fe B o) s e 1100 150 B =5 B 20 AR 40 3k A 3 i S B I B AN A ST BT IR 1) SR
AT o DL J7 V07 R 38 5 T AR 8 A 033 28 R B AN i 7 AN 0 BH o B 5 | AR SR 1 25
— FR RN B B AR 1 2 2 SR A R 1 T VR AT o 2 WL, 45, Sambrook%E N, 2001,
Molecular Cloning:A Laboratory Manuel, #3/k,Cold Spring Harbor Laboratory
Press,cold Spring Harbor,N.Y.,H i FAEM] H (i 50 NASC BRIEFR M R T 2 X,
30 5 A S FEIR I 43 AT 22 B WA 5 SR 2 A2 Ak 2 5 A8 I w4435 UL i
SRR S B FE T 1R AR R AR A AU A I AN E I AR R B AR AR AEROR T T
2B AR AT S A S IC R 32 DA K B IR IT

[o0s8]  TL-2

[0059]  ASTH IR TL-28 4 & H & B AT N TL-2 AR 44 . anA SC b pir Y, “BFAE TN
IL-27  CBPABTL-27 BWT IL-27 K 4B HA T A AR 7 A 2 0k :

[0060]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLR

[0061]  PRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFXQSIISTLT

[0062]  HAXAC.S.VEKA (SEQ ID NO:2) .

[0063]  ARfA W] A BF AR B TL-2 % 2L R 7 21 Hh (1) — AN B 2 AN AR B 2R BN o B R AE AR
SCH IR B R R AR 5 BR TL -2 2R A B oK dw 44, 4140, K352 SEQ 1D NO: 2/ 7 &
35 E I s IR Bl Bk AR o — - BR R R IR AR S5 BR IL -2 B R A &, 2R )5 5 BREUAR — 7
BRI A >R 44 , 140, K35A & P & FR AR FEXTSEQ ID NO: 21437 B 35 b H i 2l R He B 1)
AR,

[0064] TL-2%RAFTEH

[0065] A SCH AR S HIBR TV 5 1% (Treg) A NIL-2RABHEH . A SCH T A, “ii
S HIBR TV PR AR AR B 4e B 2878 8 A XS T CD3+FoxP3-TZH MU AL S /2 #ECD3+FoxP3+T4H
FRLER) BT A7 T AR/ BT RE o T A e R Tre g B g 100 77 32 ml ad ik 4 Jo fi. (3 40 i)
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0 22 B AR SHe I, L b £ A 22 3 1) A CDA+ T2 g (I FOXP3+CDA+THH 1) 1 45 Lt () 3
I S.CD8+THH A 1 R FOXP3+CD8+THH I ) 1 F3 L ¥ 38 i\ FOXP3+T 4 B AH X - NK4H ML) B 43
EW B4 386 AN/ 5 ROXP3+T 4 A ) 2 THI = [ CD25 ) Rk A ST AR HL & T4 i L 1 CD25 33 fl 7
e R B8 KR T 1 o Tre g 40 L R0 516 A A5 mT A Wl Sy A 4 IfiL B2 B PR DNA 25 H R K FOXP3 3
31 F-DNA (RN Treghs 5P 25 F B AL X 3B TSDR) AHXT T2 FE J AL CD3 2 PRI ) B4 I iy 3Rk, i
bk BT R A ER b PR A R ZH DN A K A B EE 20 B (PCR) 7= 4 16 I 3 A ) g
(J.Sehouli,ZE AN2011.Epigenetics 6:2,236-246) .

[0066] A/t 5 P Treg 4 Hu 1) TL-2 58 A8 B [ A 52 40 540 B LA i 2 CD3+FoxP3+T4H i AH
X CD3+FoxP3-THH A i) EL R N2 /30% . & 7040% . £ /050% £ /060% £ /070% £ /D>
80% & /090% & /100%  E /2 150% EH200% EA300% L 2 /0400% L E/500% &
/600% . & /700 %  E/0800% & 71900 % B 2 /1000 % .

[0067]  fRIETL-2RAFH HAFEEAIR TAESEQ 1D NO: 29 R & E IR )T 41 HH AL £ V91K
BUNSSDEUAR I TL-2R AR B [ o A B PETL-2 5848 B8 /- T-SEQ 1D NO: 1+ o 4 AR 3% 119 72 SEQ
ID NO: 19 Fros AL C125 ABUAR I Z ZE R ST 51) o B8 AR TT A5 1) il 2D % B 2 Y TL-2 5 1y 3k
— B RARRHE HA K I ALFE B A U B T VI1KERNSSDEUA LA AT 3 AR R4 N L il 2K
BRI TL-2 R, R BERTIR RAR S [ 4ERFIL e R Treg & PE o IR , St 77 S8 A4
SR Treg 4 3 HALE 5SEQ 1D NO: 2R Fos I &R 7 51 A £ /090% . E091% .
#/092% . F/093% . /094% . 5 /095% F2 /096 % F 097 % & /D98 % B A2 /099 % [H] —
PE) B VI LKINSSDI 2 L R 7 51 (1) TL-2 98 A5 B [ o 7E45 I A0 30k P Sl e 75 R b, 78 4R A
WIS T b, IR TL-2R A B AL 2 5SEQ 1D NO: 2RI R B 77 B A £ /090% |
2/091% .2 /092% & /093% & /094% . & /095% . & /096 % /097 % L & /98 % el & /D
99 % [F]— P LR T 41 -

[0068] S - LR P 4] , it ol ffi i A 4513k 8 S0 P s v 52 A SR 5 2 A7 1) — 1 R/ i AR AL
P, Bk B R 35 H A PR Smi thflWaterman, 1981, Adv. Appl .Math. 2: 482 J& & /5 %) [&] — 14
% NeedlemanfiWunsch, 1970, J.Mol.Biol . 48: 443 5 51| [8 — P bt % 9% . Pearson il
Lipman,1988,Proc.Nat.Acad.Sci.U.S.A.85: 2444 ) FEAIPE A8 2295 X Lo VL S H AL
S (Wisconsin Genetics® 4l ,Genetics Computer Group,575 Science Drive,
Madison,Wis.d" HJGAP.BESTFIT.FASTAMTFASTA) .FHDevereux® A ,1984,
Nucl.AcidRes.12:387-395%#ik 1) f A UL AL 7 FIFE ST (PLik i (s FHER A 1 B Bl i 7)) o
AR, 1 23 bE ] — Pl i T R S B Fas tDBR 5 A 1A AR T 711 2> s A LR 25 A7 5
473 N0 33T KN4 s N30T ERE S 7, "Current Methods in Sequence
Comparison and Analysis,”Macromolecule Sequencing and Synthesis,Selected
Methods and Applications,#5127-14971 (1988) ,Alan R.Liss,Inc.

[0069]1 A5 FH I 5535 1) S 46 /2 PILEUP . PILEUPAE FH#T AT « XU B HE %o A —2HLAH 56 371 7= A=
Z P B o Hoadk my 22 ) 2 os g F T P AR L G SR 2R Se R PTLEUP/E FHFeng&
Doolittle,1987,].Mol.Evol.35:351-360 &riT kb X2 1 fai fb FE 20 5 Bk J5 9 5 i
HigginsMISharp,1989,CABIOS 5:151-153FIA M LIl . A HIIPTILEUPS A (1453 . 0011
BRANZ LA 0. 100 BRI 237 K B A E AN A s B«

[0070] 5 FHI B 5 — S22 AL tschul 5 A, 1990, J.Mol.Biol.215:403-410;
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AltschulZ N ,1997,NucleicAcidsRes.25:3389-3402; flKarinZ: A ,1993,
Proc.Natl.Acad.Sci.U.S.A.90:5873-5787H iR [\IBLASTH V% . K5 A FH I BLASTHE J¥ 42
MATtschulZE N ,1996,Methods in Enzymology 266:460-4803k753HWU-BLAST-2F% % . WU-
BLAST-218 F JLAME R S 40, HOGH 0 4 B VR . TR 2 B B8 M AIME : &
BEIE=1,¥8 2%=0.125, 73K (T) =11.HSP SHIHSP S2Z¥2 &hAHE I HHR T4 &
750 B 2H R X A 2R B FR P 510 45 a8 Es R I 2EL R, AR P AR B 5 5 SR T, ] B ol
AE DA I R B

[0071]  HAMA ARE LR Im Al tschul 25 A, 1993 ,Nucl.Acids Res.25:3389-3402th#Kk
S 2 ALBLAST o 25 v BLAS T8 FIBLOSUM-62 B AR 43 4 ;s ¥ /8 A9 BB TS 4 il e A 25 6 42
R R KR K BEAR AL (charges gap length) N10+KI)ECAS s 1525 161Xy, A
WRE A0 Ohf T 208 R AR R BY) A6 T O T2 1 0 HE B B 1 X o 28 A7 L 0 368 e 6 97 T~ 24
22LL R 7 R A K

[0072]  ERARWI TS FH T 5l N IR 7 F1I AR A A7 i B X 38, (HAS I TS 1 o SRAR AR
G140, 9 7 AEE A i) IR 1) 1 e B LA T AR SR A Bl X I AT R AL AR,
I H IRk R IA I TL-2R A48 1 I B s M S0 6 o T 76 B & /17 51 I DNAHR 1)
WAL B b A BUARTRAR B AE A FIH, 140, M13 51415 28 FAIPCRE AR o SEARAA 1) i ide ]
DAAG Gn sl A SO i (1) 0 5 SR 24T -

[0073] R JE R HUACE 5 A2 B AT L s 3 N8 RBUR S — (1) 24 =1 (20) MEIER
BRAL , 8 2 ORI 4E N AT PG 52 o SRR T AE 24— (1) B4 =+ (20) N FR I 6
W, REE— LG L TR T AR 2

[0074]  HAR. 2K Al N BCHAT A & 7T H T3R5 e & B AT AR el A 4k o — it , o 2D %
G TR AT IX L AR DU 73 T 09 25088 , R A RO P SR 45 A B 1 174 B 028 it P ARl S e ) 5
NG BRTT , FE LG I R AT 52 5 R AR A o I8 14 FR AN R 1 G 22 1 B 3 7 AR AR S B
[0075] %1
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Jo 45 3 A& 7 B b R A
Ala Ser
Arg Lys
Asn Gln, His
Asp Glu
Cys Ser, Ala
Gin Asn
Glu Asp
Gly Pro
[0076] His Asn, GIn
lle Leu, Val
Leu lle, Val
Lys Arg, GIn, Glu
Met Leu, lle
Phe Met, Leu, Tyr, Trp
Ser Thr
Thr Ser
Trp Tyr, Phe
Tyr Trp, Phe
Val lle, Leu

[0077]  ThfgEk S (Al — PR B35 A0 Ak vl e e i B AN an e 1 SRR (1 B OR <7 1 LR 72
A AN, AT A B L S M S 0 7 T PR A« e R DX s ) 22 K SR B R 5 A 45 kR
JWE B BT B 4544 5 43 - 1E BEAT A L R H A B 7K 1 5 B P RIS o — Mt T R A 2 B
JR I B3 R AR A BRI e () 216 7K 1 5 21 491 dam 22 2 1 2 Bl 3 2 Tt 2 At 7K P Ak 2 457
SEEEIE o A AL R T R e S A e Bl TN R T S B T IR i K PR R AR AR (b)
It 2 PR B3 I 2 TR B A A AP L " ke i gl P i A ] L B R BUAR s (o) LA IR F A B 1)
Bk 2 49 a5 2 PO S 2 PO I A 2 Tt i DA iy 87 P PR e 51, 2 U i KR 4% T 2 2
BRI 7 A7 F ) A A 5 B8 (d) B A O DR M ) ke 2 41 2 % T 2 R BBLA RAS B (B 1)
RFETR ) 4 H 2R B I il A B ) 2 R BUA

[0078] A% i % e 300 A 7)1 Joi 10 25 03 1k 9 L 51k 5 R SR A7 L8 B SRA AR [R] 1) B 92
N2, RV AR AR 4l e R IR IS 75 B AR TL- 2R A8 8 [ M I o B, mT e i AR AR DL i 15
TL-2 58748 8 (A 1 AE Wi PR SR o 451 4, P G oA ST P BT e A Bk 2 2 7 5 o

[0079]  E A AEK I Iy 1 2 B TL-2 R AR £

[0080] A SRR TL-2 5848 55 1 L 5 i Te £ £ BENK 4B AR S M Treg , DR I T 9 24
[ £ 5 it N 22 A VR AE K 5 B AR R TL-288 PROLEUKIN® (B #s A % ;Novartis,
Basel,Switzerland) [ % 4 T RFHE AR o 5 57 AE R TL-280 PROLEUKIN®#H 5% [ 81l 1
FLFEIBAERE R  FENR /BT OCTTIR  KFA B92 VIR S AL S B AL RS R
FEJE R A AR AE o A ST AR TL-2R A8 8 A Al O LB FE El il & T KRB EH
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(1 T 75 1 T2 SO T A 438 o XU 140 437 5 s IR S S AR 110 21 3 U A K 2 358 o R85 14 1 A )
AT A 1) TT e PR B0 5 o IR A I A K (1) I3 2 3 AR B 1 R S 4 245 AT Se v DA BRI 1)
A5 B KT TE (Crax) BEAT A H bR 7 05 o REK 1 I35 22 32 W1 0] fo 1 58748 B 1 1 BRI Bl /D
RIS YT %o

[0081]  ASCHHRALAY TL-2 5% 8 [ A 37 - 52 B vl e o AR Ak e 8 0 i) B 4 BAT AT 7
R K R AR TL-2 AR B H (W7 A LA LR 45 & i B Fe v 2R & B
K 0 137 2 2 B B A IR, B N TgGER N ILVE H B H - fE L e SL it 7 R G TL-2 848 R
HEA TR P EA o T K2 R 2 IR R Z IEHE TeG Feal 4 & B AFe v 2R
HeZ Ik NS E 8 A s A 2 A WK I - 52 A0 8 A 10 2 0K AE L St 7 R
BIL-2R A EAMA T 1eG Feir T

[0082] W4 TL-29R7F 8K H @& T 1gGFc X IINR By BLC A it o 41 S it 451 2 7R 1Y), 5 TgGFe
X B4 C A wity () ik B DA L 224 il T T @GR c RN R i i B8 v PO RE FE 4 Rr TL -2 AR B (v

[0083] AR BHI— ANt 7 i KB B IL2R B R A M A T PARRKIFc X =4 52
ANFe—fil A 2 IR 54 o Birads — A4 ] a3t 48] v 2 o 6 1 %0 228 PR 5 0 4 N 3 24
[ R IE AR, 76 F 2 R IB AR AL 15 £ 4R b RIE TR SE ], A RIE M m& &R A
FERASAEH SR 7 (L BE IR S EF e BB 70 2 1A L DA P72 AR 3R A Sk 4

[0084]  fnA L i B, ARAE"Fe 22 Ak 81 “Fe X 38”45 Y T LA I Fe X (1) 22 BRI R AR Fl
FRAF R AT G 1 R AR BCRE X 11 I 2 22 R 1) 8 T X 78 RSl s it 7 &=
H, Fe X AL & PUAR I CH2 FNCH3 25 #4334 [R) R 1T T - 3 A — i, B & el Rl & B
CRITER DR T BRI SE 3R ) T T 4% 5 Ak, Gl i 75 2 1 AR A G Rk AT S FE AT 1A R
[l AR IEIF e X SRUE T N 1gG, Frid TgGEHET1gG1 1g62. TgG3 M TgG4 . fEAR L H , Fe N IR &
W il Ik o7 B R o BT Fe il B2 TEUSm 5 5 5o

[0085]  HUARIIFCHR A I ThAE 2 — & M Puik gl & AR 5 90% RGUEM XN 2 %
T ThRE” o 38 5 B AR R 40 i E5 % (ADCC) 370440 44 8 14k 4 i 4 W% 4 P (ADCP) 1/ B¢
M A S 40 i B (CDC) » ADCCARTADCPIE I F e X 9 138 28 4 (1) 4 i 22 T b (I F e 32 A4 1 45
KT .CDCIEIT Fe 5 AMA REL R S A FIWICLaHI 456k F

[0086]  TgGWVIRAEH A FRUN. T Thae M e 71 284k . il 4, TgG17E A FADCCFICDC AR T
TgG2 M TgGAYF % o Rl I , 75 e Fh 2500 7 Th 6 A AN AR B (1) SE it 77 R, TeG2 Fen] DL idk
(1 BRTT B S5 TgG2F e/ T AR T8 TGl Fedy 15 E LA il 3 A B A 58 AW 51 A= 4
WFR I 5, 1 0 5 S A 2 R

[0087]  Hu Ak 1) 2% B ¥ D e vl e K — AN B AN RAR 5 NF e K 3G 58 B 55 - 4% & BH (1) 552 it
HEAFRAL THEGEL RSB TR (U.S.7,317,091MStrohl,
Curr.Opin.Biotech.,20:685-691,2009; P43 @it 51 FEEARIF A A BIFc I TL-2R A8
Rl &8 A« HA RN T IhAEM R B TeGl Fer THHE A T FIHUR I AT ik 2
¥

[0088]  $239D/1332E

[0089]  S239D/A330S/1332E

[0090]  $239D/A330L/I332E

[0091]  S298A/D333A/K334A
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[0092]  P2471/A339D

[0093]  P2471/A339Q

[0094]  D280H/K290S

[0095]  D280H/K290S/S298D

[0096]  D280H/K290S/S298V

[0097]  F243L/R292P/Y300L

[0098]  F243L/R292P/Y300L/P396L

[0099]  F243L/R292P/Y300L/V3051/P396L

[0100]  G236A/S239D/1332E

[0101]  K326A/E333A

[0102]  K326W/E333S

[0103]  K290E/S298G/T299A

[0104]  K290N/S298G/T299A

[0105]  K290E/S298G/T299A/K326E

[0106]  K290N/S298G/T299A/K326E

[0107] M98 TgG Fetk AN T DIRER 73— Fh 7 i 2 1l it Jk D F e ) 25 B ps B4k . I I
FETFe i X ik 1 55 & B FERERR 4% 0 5 BB AR K b 16 55 ADCCRY M. - T e 171 AN LU it S 45
A ELCDCR N T-ThfE - © 80 T80/ B RS S F e 2y T B A i) o v bl e A0 1K) T LA 7 125 o 3%
SET7 VR G AR SR L FLAN YD A ML R (FUTS R A1 22 A8 R:CHO R Lec 13 KR 2828 SR 40 5
YB2/0 A0, 2 45 S At et P FUTS L R 1 /N T-HERNA I L 6 3k B-1, 4-N- 2 Bk A bl G S s A R T 1T
g R Fa-H FEVEFEF AN R) PR EHRE B, 7S Fe s FAEAE AL s 41 i
T WIREL YD AT B T BF B3 A% A0 B 451 R W AT B A 2R IA

[0108]  FEA K BHMIALIESEiE T S b, TL-2 848 B F Fe—@ll & 8 A A & 4 TR 0E BLIk 55
RONF DRI e o BA 855 8 3N DI RE B s B F e 43 B3 B T ZI BRI AR LL 43«
[0109]  N297AEKN297Q (1gG1)

[0110]  L234A/L235A (I1gG1)

[0111]  V234A/G237A (1gG2)

[0112]  L235A/G237A/F318A (1gG4)

[0113]  H268Q/V309L/A330S/A331S (1gG2)

[0114]  (220S/C226S/C229S/P238S (1gG1)

[0115]  (226S/C229S/F233P/1234V/L235A (1gG1)

[0116]  L234F/L235E/P331S (I1gG1)

[0117]  S267E/L328F (I1gG1)

[0118] A1 ANIgGI{EN297 (EU%w 5 £4t) b BA B AL s FF HoBE A B T oG LT AR 1Y
RN T TBE o 7 I TG F 424t T-SEQ 1D NO: 3 B 58 /N2H £ 58 AEN297 LA & 77 A T i
FALHUAR . FriR RAF A T A AR B AL S b 5 R A i AR UL IP) U 2 R 1 LN 2 Tt i
(N297Q) B DL IR A P Jra AL T e AR 4 22 [ 1) A R (N297A) HUARN297

[0119] AT T H, “Tohl A HiAR” B o R f ™ /2 R F M Ar B 297 b 1) Bk 2 11
BAIRES IR E 7 Tl fE— DA H B AL B 5 A AR 0] AT R A A2 o bl
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PRS-l A5 A .

[0120] 745 Sy L T RN T IhBE I TGl Fe, AL TgG1 R R IERRN297 2 2 & R 1Y)
RAFAIN29TGHEHE T LU AR i 5% 2 b 1) B B R R AR R 75 22 (1 4liAb R0 % A0 A= 4 i 38 1k
J - 2 W, SRS o DK b , ZEAR % St g e, TL-25¢ A8 2 [ Fe— il & 28 1 A9 2 G N297GEULAR
) N1gGl Feo B EN297CHUARIMFc T b 43 7 & N1gGl FeM EfIH 5, 3 AR T
[L-25874F 8 A Fe—Rl-& P 75 5 AR 0 FHI& o 7R SR Ee st 77 S8 v, Uik B 2 B N297GHUAR
Fco

[0121] A& BAN297GHAS K N 1gCl FelfFeid nf 4, & Hoe il N L B2k FIELAC . 78 St s
Wi, N1gGl Fefl EN297GHUIH: H 5SEQ 1D NO: 3 Frs I = B8 17 51 B A /090 %
6] — 1k D91 % [A] — P = A92% Al — 1 E 93 % | — 1 . E D94 % [F] — 1 L &= /095 % [F]
— 1 Z D96 % [A — P & D97 % [ — P & 098 %6 [H] — M E 2 299 %6 [R] — 1 L FEARE IR
St T e H, C AR v 50 2 IR ke 4t AR I e 2 o B N 297 GHIUAR AR C AR it 1 22 TR PR 48R 2 P N
IgGIEEIR)T 57~ T-SEQ 1D NO:4H .,

[0122] & TCHEIALIgGIFcH 7 F A ER A WS RN 1gGIFe iy T A€ Fe X nf # it — 25
T AL DA ISR TR AL 7 T I R 1 o 7 — S8 St 7 o rp, — N2 AR IR R M B R
POt 28 15 DL 7E — SRS T L — B4 . SEQ 1D NO: 3 i 5% 3£ V259, A287 \R292. V302,
L306.V3238L I3327] 4 - Jht 2 B B AR o FE DL e SE it 77 S8, AR i ) Ak B et 2 BUAR , DA AT
e 2 A M T i R DT BIR ) R b R e AL o A 3% G X R AN R T A28 7C AN
L306C.V259CHIL306C R292CHIV302CLL S V323CHIT332C,

[0123] A Srrpd4t 7 H R AR V2594287 .R292.V302.L306. V323K 13321 — ANk £ AN 1
e e S R B B Fesr ¥ AL S Fe i a5 A28 7CHIL306C. V259CHIL306C R292C
FIV302C. BLV323CHT332CHUAR (1 A LL 431+,

[0124] W XFTgG1Fer=AE 1) 5 AR RS AU FE AR 3E 5 F e 22 K2 [A) 1) S AR A T RS T
RAF AE— LSt 7 B P e X TRESUE L= AE (R AN A R S Fe 2 IR BE CA7E4i
JLFLAEI) () 7 RAR T B BT A1 “FL” UL S. 7,695,963 7E Ho e st )7 b, it 38 Fe [X.
DA FH R 2 SR AR HE AN R S Fe 2 Ik CH 7RSI 3R IAR) 1 5 ST A% » (] B
BH 1E A —SRARTE WO 09/089,004 (FLIE L 5] FHEEARIEN) AREN T = RAARFcBHEH FFc
) — 2% 85 A5 D399KMEIS6KHU AR HLFc I I3 — 2% B B B K409D MK 392D HU AR (1) A 46 Jmp — 5%
HFc . 78 B 92t 7 e rh , Feff)— 46 556, 5 D399K \E356K ME35TKEU AL 3 HLFc ) 7 — & i,
#K409D.K392DFIK37O0DHLAL

[0125]  7FJEeesigir i, 7] LG R & IL-2 59848 8 (4 Fe—fil & 8 A 2 B4R 1, B AL 4y
AN TL-2RB A T A RS 7 e & S A P X il & F — A E Mgt 5 —
BRI R RE G EASHE SIL2RBEAFc-al A& 2 Ik i AR B 5 1) RAMH
AFAEIL-2R B A M Fc IR IE AN B Fe 2 BRI e = JRAKTE Bt , B A3 82 B B A
BEANIL-2RBEA

[0126]  j=/E BARTL-2R A8 H Fe—Rl & 8 H 1 59— AN 7R K TL-2 5848 8 (1 il & T B4
Fe, BIAR B AL IIFCX o F2 5E H SRR e A & BH 1k — B Ak 3 HLAE i DL B AR XA AR/ 20 1Y
RAR ARIEN HAKFc A TFTW0 2011/063348 (FLid i 51 AR IF NATSO) H o 75 HE 48 5 il 77
TR, IL-2R B E APl A E A A S & E AL E 392F409 1 171 F e i (1) & JE B8R F1Y349.
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L351.L368.V397.L398.F4055Y407 b ) 75 & FREUAC I Fc .

[0127]  fERELLSTil 7 R, IL-2RABE APl & B AFc 5 IL-2%8 B H A 2 A& Hk.
V2 AR )8k 2 IR A S p 2 L i 9 ool T IL-2 R HFc-ml & S 1 5
W EALIE SE i T S, IL-2 R B APl A BRI fEFc HIL2R B EAZ AEEF k2
AN DL GGGGS (SEQ TD NO:5) JGGNGT (SEQ ID NO:6) BLYGNGT (SEQ 1D NO:7) ZH sty ik
Y5 7 Rrp , FeX S TL-2 5848 8 (1 X 2[R 1) 22 K X AL B 34N #8 DL GGGGS (SEQ 1D
NO:5) \GGNGT (SEQ ID NO:6) BLYGNGT (SEQ ID NO:7) . UiA ST H Fro , 470 4 i 4 b 3%
A2 SLGGNGT (SEQ ID NO:6) B{YGNGT (SEQ ID NO:7) #hEiFAk, , I H IS pE R4k o] 7E 15 W
Hh R/ B 2 TR A P it N S Bh AR e R T R, 7R R s T R, TL-2 R AR R A kA R
HAEFcX HIL-2RBHE B X Z A& i k.

[0128]  m] AT 2 , 405 5 E A 22 KA 1 s AR, B A Sk T DO FI o RS 42
fE T A SN 2 IR E IR T A BB AR 2 IR Z R R A 1 — AN B N R R 1
GGNGT (SEQ ID NO:6) B{YGNGT (SEQ ID NO:7) i) 2 ik . fEH i S it 77 2, ¥ GGNGT (SEQ 1D
NO:6) BLYGNGT (SEQ ID NO:7) #fi N\ 2 Ik = e b M i B4 o 72 B bt 7 b, R — ANl 2
AN FEBZHZGGNGT (SEQ ID NO:6) B{YGNGT (SEQ ID NO:7) #AX.

[0129]  Fe P CAR i il 43 Al /BRI L—2 58 A% B [ 10 24 28 R o i 70 ] 5 A 24 70 FL 30 ) 41 g
FIEN U TL-2 R4 B [ Fe—fill & 85 IR AL RRAE 1S 19 — AN B2 N AR 7 4 e 5 it g
Frh, IL-258 78 8 (B AL S TI3EUR, B AN T3NSR T3A . TL-258 48 55 [ i v] f, & S5 EUAR 1 S5 T
[0130]  TL-2/)ZRARER (A ANTL-258 A8 B 4 Fe—Ril & B 1 1) JL AN AS Ml (0 45 76 A 5 W i Ve
Z W, HEH (EAESR) fER B R 3T B0 B T L2 R R A B L2 R B R HFe-fl &
LRI 1) S B 8 K TL -2 5848 B BRI L-2 58 A8 B (A Fe—fill & 5 1 I R e A
P B 1k 5 A6 WLAT AR 7R S 2SR 51 NP 23 % » BTl i 28 751 B 4% 5 1k e (1) 0 BN B C— R i
FEJ

[0131] 24 e G i Ak 3k i 5 WL S a—p /S 2 R (RTAH R B B0 3 NS 2 IR B 5 2 Tk e
7, ASRAFHR H 2k R B i F AT AR o ~F b B ik i di ik 5 9 A = 3 I i s a— B (5
K (imidozoyl) ) AR 5 £ MR SRR Nt 22 T SR Mk IV i « 3R 2 -2k e 2 — Ak 47
FH L 2 - ALk I 25 —BRALA) 0 -5 oR 2K PR R TG | 2- SR R4 T Ry B S - TR e g f 2SR 2
1,3- M,

[0132] @S 7EpH 5.5-7.0 5 MEMKER — 4.l R MR AT AR H Z iR 5 , A Al A T4
TR 00 i AP T A 7 P o o — YRR Y R YR 2 R IR s IR 7EpH. 6. 0190 . IM— Y Ry
AT ZS

[0133] 4t G Ik AR 2 2 o iy 7 2 15 3% B G T B8 L e R BRI e 2 A1) FH 32 8 71 () i A A L
A 2 5 T R 2 11 R Ar AR FH o F AT AR B e B R R () L A 18 1R B R I P
Vi Ly PR b o R IV TR P B L Bl I NEL T S L bk i L S Y L = R I SRR L 0 FR 3k
FEWR2, 4% B AN A AL 5 LR TR 1) RN

[0134]  FE&BLERIE IS 5 —Fha LA LA GLR AR /& .2,3-T .1, 2- 32
AR ) SRR BEATAB R o K R R B A A AR A R IR fi [ 1 R pKa T SR R AR 45
PR AT IROBE o BB A, X R R 5 60 2 IR P 5k (4] D BN S B e — S i I R

[0135] W A7 I 2l ot ok 2k 1) R S MR AR A , AR5 0l A M R e i 5 55 75 Ik = R Ak S P el Y
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i 22 FR 6 S A D' T A 1 5N G 2 P e B o B LI 2, N— TR IR P R DY i 265 PR 5 2 ol
FF T BRO— 2. Tk I T Ik b 2 RN 3R S A7 AR o T U Ik ik i 4 20 TP ke A DA sl % FH
TR M e (FE B3O IA & id B FUKTVE) BIFRC ) 2 E

[0136]  FREEMIZE CRA R B SA AW BT Sk W% R’ -N=C=N--R") J I [ #%
EPEVEAER , HoAPRAIR S AT H AN [R) B e 22 , 1 -8 L 28 -3 (2N ipR Ik -4- 2, %) ik — P
JEal1- 2,3 -3- (4-Z 854, 4- W B 3E) ik L FZ o BbAb, g R A 2 B AN e ik 2k a1
5 B 1 RO A R R A4 T e T RH 75 S B G B ke 2

(01371 XN R A AT AL F TP IR 45 6 B B 5 A T 7K I S8R 258 Jola Bl 3R 1 22
UL T 2 Mo vk o i A I S BRI sl an 1, 1- X (R LWL —2- 2R 2be R 1%,
N=F L B8 FA M IV i B, 451 40, S5 4-2 BOUK AR I I « [F) XD 58 BE IV 2 e (09 — BR H L W0 i
PETE an3, 37— am AR (B 3 V. 22 5 TR IR 1) ) FH XL D 8 -5 SR I S fi 18 n X0 -N— B Sk i Wi
=1, 8¢5t o 1T AE 73 R e -3— [ (=B S8R J8) A ] T G S e R s 1 A mT DG Ak
()44, HBE WS AECIIAFEAE T IR S IR o BUFE , SO A 7K ANV 14 288 i i 3 A Ui AL R e 7K 4k
HWREE % FINo. 3,969,287.3,691,016.4,195,128.4,247,642.4,229,537H14,330,440
R IR 1 e B SR A T B L E

[0138] 5 S I M Tk AR < A Tt JFe 1 73 i 5 o) 4 0 5 e P e ko I P 2 2 T AP O 4% 2 Tk
(aspartyl) BRIk BUEE , FEURFIIR 1 2% A T R I L0 Bk 8 M 1 fie o 3 e JE R A — TR NI FE AR
o E A FENEE S

(01391 JH A8 1 455 I 2 I AR ot 2 IR P 2 A 22 S I Bl e 2 I e s ) 8 e 11 gl B 4. it
TR G R AN ZH =R ) B (1) a— 2= 3 1) FF 324k (T.E.Creighton,Proteins:Structure and
Molecular Properties,W.H.Freeman &Co.,SanFrancisco,1983,5579-8671) N v i& ]
LA T AT C AR v 2 22 ) Pk e A

[0140]  QUFEAEA K BRG] N ) TL-298 48 8 H BRIL-2 R A8 i H Fe—fil & 8 A B &1
(1] 57— Fh IS Y B0 16 2 A8 8 1 D M S A S X o G e AR A3k mh o 2 0 i 2 A AR = m Bk
THEE BRI FF WG, S8R 1R E A E IR TR I AE A AN AE) B 7R
Frid 85 A B 1 AR E AR A T SO R TREERIE RS -

(01411 25 JH A 4 iAo e 5 A N 422 [10) B O 42 1) o NZE 2 1) A T8 R SIS 38 70 2 K S R Tk 2 1)
M P R o — K7 91 R A B9t e —X— 22 G B AN R A B - X -0 = IR (R R XN BR B =R A M AT
REIEIR) & FH TRl 2040 28 R A I Ji Ak 1) il (2 T2 (1) ARl P 21 o DAL U, 22 i () a8 =
R B AT — N A7 AE P2 AR T LR BB B AL AT A o OJE B2 I R 20 2 PR BEN- £ B - L i L
FUBE RIS 2 — 2R AR , 5 I Hh 22 20 1R 5l 75 2 R (Rt ] 48 FH 52 il 2 IR B 5 F2
AR HIBEE

[0142]  WEILALAL ST B TL-2R A H H B L-2R-AF 8 (A Fe—fh & 8 H s i vl @ i e A =
B HIUE B — AN A Bk = K521 (H TN-TE R R B AL 250 SRS . Pk e A2
A8 IS — AN B2 A 22 SR B 5 R R Tk Ak 2 L U T A IS N Bkl BT iR Ak L BUAR (01
FEONE SR A AL 5 SR AR L T (8 L, A0 328 b 3m IsE DNAZK S B ) e A28 Chle 5ot) st e et 8 Pz 1)
Bl 2 b SR AR G i B 22 TR 1 DNA DA ARE 7= AR 0 0 13 3 A 28 1 B IR 1) 35 05 1) SRR TL-2 R A8
HHBIL-2RBHEHAF & E A AR T,

[0143]  SEINTL-2RAFER A B IL-2R A& H Fe-fll & & A _LBERR 080 B 1 73— M7k
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FEE R 2 S A S B IR R G X T VR R AR, RO AN T A B A X
N—FH0—32E 42 1 0% 6 A0 PR R 24 B8 7010 1 32 0 i vh = A 2 1 ot o B 1 B A FH A A R ASE =
AP RERCEE T () FE IR AL ZE IR - (b) Wi R | (o) W B Hi 0 Wf- R = IR ) 3 2 (d) Vi
BRI N2 E R A TR I 2 R i B PR 2L L (e) 05 T TG Ak I 18 oK A 28 IR T 2 IR
Bl SR 1) IR AL 55 5 R B () 75 U e 1) I Jie 26 o IX 8 7 VR AE 198749 H11 H A A HIW0 87/
0533014 ZAplinfWriston,1981,CRC Crit.Rev.Biochem.,5$259-306 UL 3E4T T #iik
[0144]  fFAETHZURTL-2R A8 B IL-2 AR 8; (A Fe—fill & 8 L BE R4 1) L mld i
157 BRI 7 V2R SE I o Ak 27 2 B A R 0K H 1 PR R T ) = R T B R B S5 R 7 4L
B LA PR T BR IE B E (N- £ T35 4 i BN - 2 196 1 FUNE ) 41K 2 B B RE I bl &,
[ {5 22 Ik S 38 Ak 2 23 b i Hak imudd in%% A, 1987, Arch. Biochem.Biophys.259:
52F1HEdge& A\ ,1981,Anal .Biochem. 118: 13143 . 22 ik b {0 &5 40 i) B2 1) ) w3 it 4
JUn#H ThotakuraZs A, 1987 ,Meth.Enzymol . 138: 350334 1) 22 Flt Py V) KA1 L) 4 1 il >R 52
I o ¥ A B BB A AT i B B B AL AT i an H Duskin®$ A, 1982, J . Biol .Chem. 257:
31053 IR A AR B F SR FH 1 o 4K 5 2 BH W 8 3 - N P B R T B

[0145]  TL-25¢70 4 H B IL-2RAL R H Fe—fl & 8 B I LA B 55— R 45 DL SE [
+FINo.4,640,835.4,496,689.4,301,144.4,670,417.4,791,1928%4,179, 337 Fro~i) 77
UHIL-2RABEERIL-2R B EHFe-f& HE B EE T & MR O B 2 R4, a3,
{HANPR T % Fh 2 JUlE 8 405k £ B VBN I sl SR A A ) o b Ak, AT AR TL-2 A8 H B IL-2
RAZEAFc-fGHEANMAFALE b= A 2 LRI ULA R T 2 B AR & tnPEGII A N .
I, AR B St 77 R AEPEGAL I TL-2 A £ 1 AN TL-2 R AR £ H Fe—fil & 85 - ILSRPEGAL
AT AEPEGAL R AT B A B8 0 2 5 B AN/ Bl ek 55 ) S0 5 IR 1

[0146] Yt IL-2RAFH H MIL-2 R HE HFc-fl & HEE N 2R

[0147]  QAEAERKHN R WL TIL-2RBEHAMIL-2R B HEHFe-l & HEANZIR . A
R B ) 77 T B0 4 G i A ST IR 1 S R R 7 A1 I 2 A% IR AR A (g1 4, [R5 2
(1))  FEAR L STt T S, HH 4 B AL IR G (1) 2 K2 TL-2 58 B s A Fe-fl & ER F 4L 77 .
[0148] ¢ FAE F T 70 B AR PR ET B 5 | 0 8 AR AT 20 4 2 1 20900 78 20 0 60 821
AR R IR T A AL T IR 7 4 vl I8 I N Z LR T 41 “IR] 887 Sk 3R 45  nR A ) 3R
Gl EEC SN (PCR) v T B AP MR iDL -2 A B H A I L-258 B s A Fc—Rb & 2 A 11
DNAJT %1 o 5 7€ DNA Fr B 1 2H 65 1) 39 B8 1 R o ) B A% EF R AR S 37 519 o BT il SE A% P IR T
B4 b A BRI P N U1 IR B B R AL R, DA E Y 3G R DNA Fr B 1 2H & 4 N Rk Bk
PCRFF AR #ESaikiZE N ,Science 239:487 (1988) ;Recombinant DNA Methodology,WuZs A,
Jw%H , Academic Press,Inc.,San Diego (1989) ,#5189-196 1 ; #IPCR Protocols:A Guide
to Methods and Applications,InnisZE AN, %% ,Academic Press,Inc. (1990) k4T T
A .

[0149] A BH I A% IR 77 1 E0 5 LA B B FOBUBE T 2XAF 7 (I DNAFIRNA , LA K X5 B 1) B4R 7
Fo "5y BEHIAZIR " 7 1 R SRAFAE B RIS 73 S IR S OL T, & MNAFAE T 53 B ik
TZ IR () A W s 1) i AT 2H v 0 AH 21 B BT P 310 0 5 FR AL IR o A8 491 A A ASEAR B2 5 I B A 27 6 ik
(R A% R W WNPCR7™ W)« cDNAZF T B SE R B IR B IGO0 N, BEBRAR , BRI I7 17 A AR IR 2 77
HINIZIR o 53 B WIAZIR 73 T =& Fa UL BB v B 09 T X478 BRATE D 58 R AZ R A4 R A4 1) 4. 70 1)
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IR AR — ML LT 7 Z B R AN et N A B o X2 43 It ik il R
T A RAR b alifey 2 203+ H A 15 5 08 8 i bR v AE 04k 2432 (i dnSambrook 2§ A ,Molecular
Cloning:A Laboratory Manual,zf2k%,Cold Spring Harbor Laboratory,Cold Spring
Harbor,NY (1989) H MiEIA& i) IR LE 75 7%) 45 7€ 1 AR A RIS 20 70 4% 1 1R e 21 ) R B0 FE A7 AE
) 7 88 22 /b — IR Y DNABRNA o Dt 178 DA AR AR E B A7 7L T EAZ AR R v i oA AR 806 5 91 B
PN BT TR W 8 T I S5 A 22 ) T s HR A R/ B 2 2 3 271« AR B PEDNARY) 7 51 ] H I AE T
TR EAE SR 5 53, Hodt BT iR JE B PEDNAA T4 5 X (1) 4/ el ik

[0150]  HE 4k A< A W ) A% A e o 30 e sl FH 8 2075 A8 BUPCR 5 A48 B A S0k Hh 2 i e HoR
JE R D IL-2 5878 i 1 B TL-2 584 B [ Fe—fili & 2 1 19 DNA R 1A% 1 1% DL =28 g i AR
AR FRIDNA , i Jim 2 AR SC PRI P 4 i 8 9% mh 30 B AL DNASR BEAT 1l 46 o SR, TL-2 848 3K
H MIL-258748 8 H Fe—fl & ml i {6 F O g 3L EORAR SD & iR il 4 o A AR JE I 5
RARAFAE B RN HRIR 1 2 PR A0S Bl Treg ™ 3G, B I AT b 5 B A AR 72 T S
B 4 TSR F 502 ) AR I ) AR A

(01511 4y py AR U3 et 15 RN B B BRI 5 b T3 A 8 AL ) ) 2, AT P AR AR R &
MIAZTR , AR gt A R B TL-2 58 AR B (1 FITL-2 AR B Fe-m A BR . (Rl TE L % 58
58 () B EEIR PP 91 Ja » AU 1 R N G AT DAAS e AR 2 5 1) 2 1 5 ) 8 B R e 51 1)
77 27 B AR — AN NS T PR AR A A VE 2 AN E IR o

[0152] AR WEFEHE AL /b — A BIR R IR BURL R IE BA Ve sk sl R IK &1
T RAFAER IE RGN A LA, A B3R B 55 1 SR 3R IK 2R G0 AE) S AR 1) 115 32 4T
[0153]  JdH b, FHT-AFA] 1 5 400 A F2ak B ks 60 2 B T ok 4E 35 A0 FH 1AM % B R
FIH) 5 R FIEIE B FP 91 o W38 P 81) (FE L8 St 77 S8 Ge ko " M3 e 37 7) K3l A 46— A
WRENTIGE RS R8T — DR T o) B S A k& bRy S f
PR RS2 AR BT AL S S8 2 N & 1 A1 Snts T 22 20 WA B i3 81 ) 71 S A R Ak
G0 R Z IR R F1 T4\ G A A5 SR AA 1 22 BRI A% R 1) 22 42 Sk X AAT i 6 hR 10 76
Pk XL P H B B — FE B SO AT IR

[0154]  ATafedhy, BAA T & H "Fr2" - 9whd e o1, BIAL T IL-2R A8 8 H B IL-2 R A& B H Fe-
Rl H A D A5 B3 R ) SEAL R 7 1 s TR SE AL IR Fr 5 it 2 SR A 2R (v
iNhexalis (SEQ ID NO:21)) & 55 —Fh"F54% " 1# ANFLAG JHA (il B8 22 VR B B) Blimyc , 4775 7
T AT 4SS BT R R A5 I BT AR A AE 2 IR R X el Rl G T 2 ik, JF BoaT RIYEH 128
AN Ak B>k A 18 A TL-2 58 A48 8 3 1 T o mT DU an s A AT e Am 25 ) Fi A AR o
ANEL T, A S LB SR M Al o AT 2%, 8 5 AT I8 & R g vk an At B S e IR R AT D)
E| o ML TL-258 28 1 (4 MITL-298 A8 2R (A Fe—fl & 2R A B 20545 .

[0155] {3 5 %1 m] LA RS (B, >k B 578 3 40 M0 R B A0 A e bk 22) L e (R, ok
H 1 32 40 M i P Fh otk R AN A L SRAS A (B, SR B AS b — S SR U5 ) 3 7 21 ) 4H.
B B R R AR o DR, 00 3 7 21 ) SR U T LA S ARART SR A% BB AZ AR ) AR AR HEBTC R
MEAE VA BT AR Y, R B 3 2 A2 4E - 4L 2% b oA Dhfe , JF BoAT 4 4E 40l 2
.

[0156]  FH T~ A BH 1) %844 () 0 38 1) AT 36 s AR sl H 28 iy J UM 7 325 IR AT ART 7 92 R 3k
15 o 38 B, AR SO 0 B ) S i e g 22 PR 4 AR/ e gt B ) P DDA R TV A
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REETE T HNT AT A T3 24 B BR 1 1k A DA BRI MO 24 B A RV 8  AE — BB L T
M FE 7 F1 ) 58 A% H IR 7 51 AT LA O R0 o AL , 32 7 21 mT A AR SO 58 1) T A% TR
B BB B B TR R

(01571 ANE BT A M EE 3 5138 2 XA — #8200 32 o A7) 459 5 2 RN, 3 ] A5 2R A i i e
J32 (PCR) A1/ B iE 1 FH I =4 R PR BT R AR A 550 59— RV R K SE A% P IR AT / BN 3 e )
BRI 32 25 R 20 S PR SR 3R A o 25 0N 3 3 A0 R R, ) DRI 5 401 4t A e 1) L 2 5 — >
[RIDNA) B K B 73 8 2 A I 3 7 51 R DNARR) P B o 73 185 T i i PR ol 428 P D0 ek T g 0 A
(DA 7= 42 38 4 O DNA P L) B I £ FH BRI B 6 P i 8« Qiagen™HEJ2HT (Chatsworth, CA) 8K
X T AU BB 5ok i e O R FE B 5 BT 0 B R SE I SR Bz H B B3 2 Y
FR B XS T AU B BN 5111 5 2 52 111 5 WA

[0158] 53 il R df s 380 5 e IR sy D) ) R AZ R TA BAR B T 23, I HLIm iR AR 46 s 35 Bh B4 AE
i LA G R IE R BARAS S A B R IA AL, A3 T 2 R Fr Al A & R
il AL 4h s OB B 7, oK H TR pBR322 (NewEngland Biolabs,Beverly,MA) i
S HRMG FOE S TR ZHCE IR R, IF B Fom 3R (B, SVA0 35 . 2 2 . JA
TEE K NE 1295 (VSV) B SR80 2514 WPV EBPV) o) - 7E N 334 41 fifd v o e 4%
R T o — FB , 52 S 4 R 2 A AN 2 ) L sh P 208 34 i 5 1 (49 2, 3 v R A6 A
SVAOAL 4G &, RN HAE & A B B30 1) -

(01591 B 5 2% 1k Fp B W AL T 22 IR G % 5 1 B0 K B 1 37 1 HL FH - 2% b B o 3 3 4, JiR
A P B s & B PR A2 R BR 2 SR TR AU B & G-CHY Bl AR FITIE F 91 W] 28 S i 3L
26 0 B BEL B AR B B 7 R M BRAT , (E A T (5 AR IR & R n A ST r ok (0 IR 6 A%
W2 PR D LB R

[0160] AT G FEAR 10Kk PR Gt A5 75 e 136 55 7 3k v AR A HR i 5 20 R 1) A7 3% AN A BT 6 75 B0 2R
F 5T o H WL AR A0 ik PR 2 A X A B0 2 3 o, BT ad A2 B 5T () TR T X AR B B B B 3 il
AFNTER VUM R RIBER O T 5 &8 LA S) PP (b) #b g i = 77 B
RUA R 5 B (o) $RAEATT N & BUIR 7€ 55 77 2L 345 1 28 F7 ) BRI Al bR ic 2 8
B R PUEE D VRN B R YU MDY PR 3 HvE S R A R, B d s vk S e w AT
JRARZ M EAZ G T AN e

[0161]  FLE AT IEHEHEDE A] I -9 BER e 2 0A B0 i [ o 7 1 2 o P AR T AR R B A7
T R 28 5% L) A s ) ik TR A 2 T 3 A G ik A DL AR IR O U R ) i
2 o I L Sh 0 240 M 3 22 0 T S AR T Y S0 A G — S0 IRIE J5 e (DHFR) AN 5 301
I e TR o R S L Sh A 20 M e A A B T b R AR A B SR AR A AE T 3R P B AT ik
39 DRI M — L0 A7 V7 R e 98 T 70 ot T A G v B A 0 ek R R v B BRI IR A
105 BT 3 PR 2 R RN g b o) — AR R g N TL-2 R AR SR B I L-2 R AP ER HFe—fl & B A 11
DNAY™ 3 2% A1 5 77 A ) 40 M SRt I ade 36 5 0 o AR 9 45 2R, N9 B U DNA& i 48 ) 2
i) 22 IRTE I TL-2 R AR R A B TL-2 R A APl & 5

[0162] % WE 1A 25 & A7 A 5 2 mRNA R 1 13 S 46 Py 0 5 B I HLRFAEAE T-Shine—Dalgarno
Fe o) (JE A2 A=) BiKozak P81 (AZ AW o B so il o A 3 IR 3l 71937 A R IA 1 2 ik
2 AS PP A5 o FE L LE Sl 7 S, — AN BRE A G i X PTG RO I 3% T A AR B A 4
A7 AL (TRES) 5 AT T2 V7 MBS RNAKE S5 00 136 1 N T T e 2 AE 2
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[0163]  7E—UE15AL T, i WIS 7E A% 18 £ NI Rk RGP A B SEAL T, W E & FhaT
A8 AT S 741 (prosequence) SR b AL B 77 & . 1, W e AR 52 15 5 BRI Bk U] 1
AL AECAN I ] S e B AL Y T T T A R A BT - LA B R T AR 5
— @R L EA—ABE AR RIE BN R IR , BT IR BY N R T R 58 4B 2
Bian , 28 A Bl B — A B AN T2 2 R i 78 IR ) B AL o R I = B R Tk
BB, — LRl ) EIAL T B B AT S SO ER I 2 IR D VR R TR S W R B R LA K
P PR B DX 3 PN DD SR 0
[0164] 7 i BH (1) 2325 T ot 58 1 A A 308 5 % 25 A e 1 AR WUl 9 B A5 %8 2 1 i
L2 B A B IL-2R A B H Fe-Rl & & A I 0 TN B 307 B 8l T 2 AL T 45 LR 1 A
GRS B (B, 57) A48 il 4 A B R e S AR 3% 3 7 1) (B 5 7E 2910022 1000bp ) « JA
BT H L NIRRT — 281 AR 3 T A R SR 31 . 1 5 AL S 37 N R R
A — LAY, (8 Q8 FR AT AE SO AF AR BRI AR 40) 72 e AT 42 il T SRt 46 MADNA
(1) KPR T R o R 3 — D7 T, A R B B 3l — B e s e AT I A o i e R A R
X} JE DR Rk JU TG B IC 2 il o B 22 P 7 M 2 A U0 VR 2 IR 3T = A JNE
[0165]  SfeREfE = — A R IE & 1 J8 3015 A U8 2 28 I o A6 TR b K T B 3
T SRR B 87—l H . S LAY TE A0 — R R EE I B B TR A R, fE,
{EANPR T M 551 a0 2080 3 75 - B 5 W I R (W8 i 75.2) AR FLSRIRIB e 28 S IR
oI TE AT H I 7 T SR B S BT 989 75 DA SRR P g U B 40 (SVA40) (1) 2[RI 4 3R 15
(1) R 5 3 ¥ o H A & (IR AL B0 B BB 46 U5 L B0 5 31, 49, ARIEUE B R
WMBhEE A8l .
[0166] B 512 AT DI 3 488 JE 3 T84 , (HANR T« SVA0 1A f5 21 F (Benoist Ml
Chambon, 1981 ,Nature 290:304-310) ;CMV)E3) T (Thornsen® N\ ,1984,
Proc.Natl.Acad.U.S.A.81:659-663) ; 55 Wi AR R 8 137 K R uiy 85 & B & 19 J3 20 1
(Yamamoto%§ N ,1980,Cell 22:787-797) ; J& 35 Wi ¥ J5 2 T (Wagner%§ A, 1981,
Proc.Natl.Acad.Sci.U.S.A.78:1444-1445) ;>R H & J@ i & A ZE K K A 20+ A1 5 5
PrinsterZi N ,1982,Nature 296:39-42) ; flE % W) 3 511 0 B- N B i B )5 55 1
(Villa—KamaroffZE N\ ,1978,Proc.Natl.Acad.Sci.U.S.A.75:3727-3731) ;8itac B8 T
(DeBoerZ N\ ,1983,Proc.Natl.Acad.Sci.U.S.A.80:21-25) o i 4 N0 1) 2 JiE T 2H 21
KSR B O TR B B0 T 51 B4 547 1) X« 70 F Mo e . 440 e b B A i e ) e
A BT 4 HI X (SwiftZE N ,1984,Cell 38:639-646;0rnitzZE A ,1986,Cold
Spring Harbor Symp.Quant.Biol.50:399-409;MacDonald, 1987 ,Hepatology 7:425-
515) s 75 JE MR B4 A H B A 3 1 1 g 5 R AL R 19 4% 11| X (Hanahan, 1985, Nature 315:115-
122) s fEMREL PR M Hp B S MR S e Bk B 1 R R 45 X (Grossched 155 N, 1984, Cell
38:647-658;AdamesZ: N ,1985,Nature 318:533-538;Alexander® N\ ,1987,
Mol.Cell.Biol.7:1436-1444) ; /£ 52 1 FLAR AR REATAE K40 A A i TG /s BUCAL IR
AR HIX (LederZs N ,1986,Cel145:485-495) ; £ T B W& LK) (3 2 13 3 K ) 42 o
X (PinkertZ A\ ,1987,Genes andDevel.1:268-276) ; 7& AF o0 B A & M4 1 F G 2% B 2 R 1)
EHIX KrumlaufZE A ,1985,M01.Cell.Biol.5:1639-1648;HammerZE N\ ,1987,Science
253:53-58) 5 7E M B A I M 1) o Lt R 1 2 IR () 32 1 X (Kelsey 5% N, 1987, Genes
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andDevel .1:161-171) ; fE8E R4l b B A VE R BER SR A R AT 25X MogramZ§ A ,
1985, Nature 315:338-340;Kollias® A\ ,1986,Cell 46:89-94) ; 78 kit ) 2 2 i 5 4
b B T P ) BERE TR Bl 3 R R #2 H1] [X (Readhead 5 A ,1987,Cell 48:703-712) ; /£
L B A TS LEREE (A #2 5E-2 28 R 19 #2 H1 X (Sani, 1985, Nature 314:283-286) ; fI{E
T e i R LA R 1 R R B TR R R R 4% i X (Mason®E N, 1986, Science 234:
1372-1378) »

[0167] WL 39 58 1 7 2148 N 844 LA S N v 55 S0AZ AR W ) 3 5% o 18G9 1 & DNARY it =X FH
T, KR IE A Z110-300bp , HAE T 5 3 LU I d 55% o 38 0 1) 5 n) FAL B 2 A0
SEHY, O R AL 57 A3 (AL B B I o o] AR 2L Bh W) 3 R SR AR 1 T LA Y o 17
2T A (lhn, B et B E S IR A RS ) AT, 8 L, R E
I3 B 1) 358 T o AATUE P 2L R0 H SVAOIE SR T B A7 B 5 0 8 2 3808 L 2R B G 0
TR BRI R T 2 T B B 3 7 s IV E G sl oo A o BRI 0 T AE Bk T A T
T A5 B3 H @ AL T A 3157 ML s i 4 i R AR B R RS 5 7 81 (TS
JFANEAT Z IR 7 20 AT 4 B A i R R A, R I TL-2RAF 5 H B IL-2 R B H Fe—fl &
A AR W o AT 5 IKECHT 3 7 21 A e B B R TR 78 He b = A B iR B 1 ol X 1 2 4 e
ZRAY, 3 H RIS 5 7 2 n] B ARG 5 55 B FLah W 1E 4 b B A DIge 55
JOR B S 9 035 R PS5 Bk« 35 & FINo . 4,965, 195 iR () B A5 -7 (IL-7) Hfs 5
ik :Cosman®s N ,1984,Nature 312: 768/ ik A 4N & -2 K W) 5 Ik EP & F
No. 0367566 i i) 1 40 i 2 -4 52 AR IS 5 Ik 55 B L FNo . 4,968, 607 ik () TR
PRI 21 28115 5 Bk s EPL FINo . 0460846 FR H IR I TTHY (1 40 i A - 12 AR 1 5 ik
[0168] AR & 24 8853k N1 32 40 Pt 22 R 20 i i gk 3Rk 1) — N B 2 AN oo SE
FEEASETGA: (AldrichZE A2003Biotechnol Prog.19:1433-38) FlJE gk & X (MAR) JMARA
T YL R Z5 M S T AR A I AR AL B RURIRE . TR UL, R T AR AR
5E (1) % G T I MARG R 5 FHI o V1 2 K AR 00 RN G BRI B MARAZ R 78 A A3, 451 4n 75 5% [E]
+FNo.6,239,328.7,326,567.6,177,612.6,388,066.6,245,974.7,259,010.6,037,525.
7,422,874.7,129,06291 & L A01K

(01691 "W MR AR 8 4 451 art iy D) W] 45 P A8 A ) J AN O B ) SRR AR o I SIS 2 A mT DL 35
AT CAAS S B B B3 7 51 AR SO R B3 7 8 1 — DN a2 AS P AR ARAE T
RIS, AT R RS E AT O AR T T A A3 B ) D7 VT
AR AR N G A A FIT o

[0170]  7EFMAC @I H4mid L2 B R H B L2 & A Fe-fl & & A IR 70 T
LA A AN BRI I8 AL B T, PR 58 2 I B SE N TG A ) 1E E A DL R T3 g A/ B 2 ik
FIE IR FAR A 1 8 10 18 AR R ) e Ak nT e A BN VR SR S ERL, BiTiR R B R L
ST BERR A AL UTVE L 28 AL R ST i % Y (DEAE -7 SR BE /i 3 1 % gl B L A 12
Ao BT I 78 B 7 V5N 50 o R A A P IR 1 = 4 PR ) SIS Y 1Y) R B o X T VR AN L B A I Y T Vs
X T ARSI I BN 2R B2 A FNHT , FE 78 Tl inSambrook s A , 2001 ([7] F) .

[0171] 15 E4HM, /E0E U 561 T 7RI, S IL-2 R HEH B IL-2 R H A e/l & &
H B 50T LA RS 7R 5 (o SR 3 g0 ks L 7 WA N85 77 i vh) B0 AN A 7 L 1 2 4
(SIS 7 ) WS i B 1 o 33 24 0 1 32 20 14 o B B e - 25 PR 31, 18 A B 75 1)
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FARIK I P P 75 BT 75 1 22 IKAB M G A A BB R AL) AT B 1 A 03 1 40 -1
Ko 1E LA AT DL BEALEUFEAZ AN .

[0172] AT 4N F - 3RK 10 15 2 3843 W L 0 A i R 0 A ST Hh 2 A R, I HAALHE
ER PR TR M S5 [ i s R A5 b O (ATCC) SRS R A=Ak 4R A, I FL A T A 4k 2
(2R I8 RG AT A R 0] T P A AR R B B4 2 ik — e, FHYmAg BT 75 B TL-2 R A%
A B IL-29848 8 ([ Fe—fl &P DNAF) 25 20 IR SRR F4 4k 15 £ 40 . T (5 FH 0 75 =5 i g o
A JFAZ G P B Bl 5 25 AL AT o SR A% A 0 A0 o 22 [ 4 22 B ek AR A, 5 G K i
B BT B o 1 25 A% T M 5 B R 0 A AT 2 2 ST T LB A SR TR B 4T &R o 038 T L B
W - 20 B 2R ) S A9 B R B 40 R Y C0S—7 % (ATCC CRL 1651) (Gluzman %8 A ,1981,Cell
23:175) \LZHA . 29340 C127 4l . 3ST3ZN AL (ATCC CCL 163) «H [El 6 5 BF & (CHO) 41 , 5%
AT W WVeggie CHOKAETG MG R 772 2 A K FI A K4 & (RasmussenE A,
1998,Cytotechnology 28:31) .HeLaZH i .BHK (ATCC CRL 10) ZHj & A K i FiMcMahanZs
N 51991,EMBO J.10: 2821 Fr iR ity I IE PN SR & 4 g /RCVI (ATCC CCL 70) fi7AERICVI/
EBNAZH I 25 - ARG 40 A 1% 21293 . 293EBNAEEMSR 293 N3 iz A43 1401 A Colo2054H il
e AL R K550 M & L IEH AR YRR SRR T R K S SR AR AR RS SRR
YRR L FACAME A (HL-60.U937 \HaKEg Jurkat 40 i o 4356 3, 15 L 3040 20 . 52 3% UnHe pG2/
3B.KB.NTH 3T3E.S49, 51, 4 8 7 & iS5 i T Bl o 25 PR 0 e Hh s FH 22 BRI, mT
ZIkRIL .

[0173] B3, W RE 7RSS BOA% AR W vl an I B BRAE S A% AR W0 Wl ek P2 AR 2 K B 0E 1Y
P bR AL HE IR W B BF VR FEB% B (Schizosaccharomyce pombe) bt & 4E 1% B &
(Kluyveromyce) ¥k 2Bk # J& (Candida) Bk HE 153 1A I8 22 Ik 10T ] TBE-RE B Pk - 2538 HO 41 8
B AR FE K AT B A 2L ZE AT B (Bacillus subtilis) ERAGZEEWITTIKE (Salmonella
typhimurium) , BG83 A 55 2 BRI AT AT 40 B8 B Ak o 0 SR I Bk sl 40 1 o 7= 2 2 ik, I mT
S EE 51 a3 e 3 2 A5 D T8 R A SR S A SR AB MR AR P AR 1 2 K, DASRAS D RE T 2 K. 1t
AN B mT {5 FH 2 S0 B Ak 2 BB AR T VR SE B

[0174]  Fridk 22 ik ] e g b A 5 BH 00 43 B8 AL R A R+ T — N B AN B R IR %K
P A& R ST 91, 1 B B R IE KRG R4 AR &/ B A RIS R4
MeEF 7 vERT PR & M i Invitrogen, San Diego,Calif.,U.S.A. (MaxBac®
WA &) R, H S 5 i AR AR A 2 A FIHT, i /E Summers MSmith, Texas
Agricultural Experiment Station Bulletin No.1555(1987) PA & LuckowfISummers,
Bio/Technology 6:47 (1988) A ik ¥ . Jo 41 f il 3 R 40 i vl 4 FH T8 R IR T A S0 A
TFIIRZ B K AR FIRNAFZ 2 2 K o 55 0 B B 1A T RE NG L sh P 4 e 1 32— (8 IS
1) vl M FN R IR AR HHPouwe1sZE A\ (Cloning Vectors:A Laboratory Manual,Elsevier,
New York,1985) HHAT 1 #iid o B & AN K BH 1) 73 BS A% R (PRIE HbAE S i 42 T 2 /b — 43R
R P A1) 118 E AN CE A E A .

[0175]  FERLEe 5T, A Kk B ARG g N TL-2 A8 B (1040 B IR , FTid N TL-2RAR 5
AR S I T 1R 5 PR i i o H AL S VIIKEUAR AT S SEQ 1D NO: 1 TR R LR PV A &
190% &2 /091%  F/092% F/93% F94% FE95% VE96% VB 9T % B D
98% « & /1599 % 100 % [7] — 1 (I R IE IR ¥ 51 o T i 40 38 A% R AT G AR ST P 4R BE A 7= 511
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IL-29  H FE—A

[0176] SR FE I 2 G A A SR R I 7R 1 1 TL-2 5848 8 (A Fe—fil & & A AT — NI 0 58
A% TR o AE PRI St 7 S, 75 B0 — P IR A 48 (R Hb B A fEFc X S TL-2RAF [ 2 [H]
b ek) S HURRIRCER 0 AN TL-258 28 1 o

[0177] 77— AJ7TH , A SR &G SO E R T a8 7 I LR TL-2 8 & A i i%
FR a1 L-2R A8 85 (A Fe—fill & 8 H dm A% BR 1 AR 2 1k

[0178]  FE B — 5, A CH RS mID LRI 2R L E AR IL-2RBE A P-4
BB BRI T8 LI . 15 32 40 B nT DU JFEAZ 1B , v a0 R IBAT B, 50nT L2 R 4
PR, 8 G LA AR o 7E S e St 7 S, TiE 32 40 G B B S (CHO) i 3R

[0179]  FE B — /N, A S 4L T P24 NTL-2 A8 8 (A 1 . Arid 5 i e s e o
RIS BHER T NIL-2RBE AW B3 7RI TR 400 B 5, TR 55 324
WOIR NTL-2R AR 8 H - 0] NG FRIE AN/ 8475 £ A AR YIBRTL 2R H -

[0180]  7F B— A1, ARt P2 A N TL-298 48 8 (4 Fe—fil & 8 (A 1 77 BTk 5 v
FELFREGHMIERE T AL 2R EAF - &E AR B T & N R 318 340
Mo B J5 5 TR BS FRPIBGR N TL-25R A8 8 I Fe—fil A 85 1 o i AES 77 38 A1/ 5501 32 20 P SR A
PIR NIL-2 R ARG H

[0181]  ZWZHEY)

[0182]  7E—ubsijifi /7 b, AR IR ALE SR T B M EM L2 R [ 52 A B’
PSR SR LA B AN/ S A 2 W 2 5 ) AR R e Sl 7 R, TL-2 5848 B
HAEIL-2RABEHFe-fl & &AM 5 A AR A2 G P EF A AR T AR A R
HETHED.

[0183] Rt idksth , Fic 77 A4 KL AE BT A5 FH 1 77 B RO BB 6k 32 i L8 - 78 BAR S it 7 &
H L R S A R A L2 & R IT o Tl W 1L -2 A8 B APl & 1) 25 W) 4H.
“W.

[0184]  fRBLULsLjE 7 e, G G W] & A FH BN 4 RF SR 791 WipH . [F) 72 15 JBE
RS VB BEE U SRV M LRR T B T R T A R ORI R A B 5B
T TT MR AR X B SL it T Berh , A& Rl 5 MRMEHE  (HANBR T =5 GE W H =R -
BB R AT R AR Il R R BB L) s DU 77 s LA Gl anpidp g L I
T FR AN BT B ZU8) 5 7] (B A IR £ B IR & 3E \ Tri s—HCL AP i IR 31 B R Eh i LB
HUER) IR G dn H S5 I e H &RR) 5 256577 (W n 2 — DU 2012 (EDTA) ) 5 464 771 (i i
IO R« 2R 2 St s e Bl B3 RGBSR TR 6 - BRI RE) 5 S 7 771 5 SR b b AL e Sk
(V& Gn 1 608 H 22 B MRS s B R GE Wy AR A VB IR B BREE ) 5 35 7] Ak
FUFIRGREF s FLAL T s KR AW GE IR 2 A Be ) 5 (%7 T 8 2 Bk TR RS 1 bl &
T GEUNER) < B 7 GE 2R FL R 4% 28 R K MR BRI 2K T %o 5 0 % g 6
SRR RN R 1L B4R s A &) 5 ¥ 77 G anH v o R B 2 ) 5 h
B (U GnH 2B B al 1L B 5 7 7] 5 0 TR P 7R e Y 791 (7 B JE o W PEG S B 7K 1L BB 1
Bl AL S v A0 SR L BLRE R 20 L B AL R G L il B oE L =T = OB AR | TE L 2R D
T 5 R T 3 R (5 G0 RERE B0 AL ) 5 5k 3R (9 an B4 e Ak 4, AR R AL A ER
B H 7 I L B ) 5 S A s W R A s R 7R RN/ B 25 A 77 2 DL, REMINGTON S
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PHARMACEUTICAL SCIENCES, 218k, (A.R.Genrmo, Zw%E) ,1990,Mack Publishing
Company .

[0185]  FrIELLSLli 7 Z M, e A 25 A & V0K AR I 8 BOR N GAR 39 451 T S B2 1) T
FH g A% 38 35 T 20R0 B 38 (1) 771 & R 1 0 o 22 L, 451 0, REMINGTON’ S PHARMACEUTICAL
SCIENCES, [d] I o 75 FE 265 jils 77 S8 b, SE 2R AW vl s e A 2 B (R L R 45 6 B A I 0 3DIR
A5 VHRE M AR PN R O SRR AR P T B TR AR SR S R, TR S R I 3 B
B AR AR BT B AT DL B /K B EAS B 7K ) o 5140, A 38 IR I P el 4R mT DL A2 V5 F
K AR KV VR BN T8, PTRe A 78 A 75 T 8 4t I 2 & b i TG e
Ko o PR b 3 /KBS I35 B 8 E VR A 1 3R KR S MR TR B PR LA W o A LA ) SE it T &
H L 25 A A FE ZIpH 7.0-8 .51 TrisZE ik, BipHZ14 . 0-5. 51 2. TR 2 22 viik , 3 HLik
AT AL E Ll B B A I B AR o FE AR i BH ) B e St 7 SR, ] e ek ks B P 7R SRR )
1% 5E B H AW 5 UL TR T I B IR W B8R 8 WO 20 A7 A8 1 AF AT IC ) 7)) (REMINGTON S
PHARMACEUTICAL SCIENCES, [F] ) JR & R & 112 [ A AW, UL T I0A7 . ok, 78
LS T S, WIS S A TR 5 W AR TL-2 58 A8 R 1 = BE s R T

[0186] Ak BH B 254 & Wyl # de £ T 18 Ak - 503, Frid H &Y mT gk ¥ T
W NBRH Tl 0 YA (6 40 11 AR 338325 o G2 24 2% b mT 8252 (1) 40 & W01 1) 2% 0 A A 35
AR N G RE J796 B P o il 71 25 53 A0 328 LA T e FH 3080 2 1T 482 52 10 IR B A7 A o 7 i 2 ST i
T7 =, G PR TR 4H A W 24 R A A 3 pHER R I pHE , 38 75 295 2 298I pHYL FEl N .
[0187] 42 f& 1 4t FHENF , o] LACATE A B 40 T 8252 (W K (FE 2525 b T B2 i
S f I IL-2 R E A A A R T ARG HEY . 0T 8 WihE
SRR A B IE B Y2 Hod TL-298 A48 R 1 2H A W TEE 1) D9 0 >4 DR AT 1) G TR S50 1
TR G TR 75 TR K o AE FE e St 77 S8, T ) o] i FH 50 38 Gn m 3 S SRR AR 2B A ol e S
FiREWEY) (W R IR R CEERR) BRI B AL H1 B 75 1 431, Bk i 77 o] 2 it
AT 38 T R S I 6 ) 7 it 1) 52 48 B R SRR TR o A S St T ZE R, IR WA I B IR,
TEAG IR AR B (R 3t 3o R (1) R 220 [B) 0 VR FH o 7R SR e st 7 Ze h , Rl AR N I 25903 i 25 B ]
HFSIANIL- 2R EAHEY .

[0188] 3 AR 25 WAH & W0t T AR IS I8 R N SRRt A S 171 2 L), B0 A 0 4 4
S 3 3 ) B TL-2 98728t A A YR il ) TS ) 2 P e RR S el sz i i 26 B
U AR AR AR A4 AT ARt R ARk B8 22 FL IR T 2 59 5500 ) A A o) A A e i g AN 72
et O o 3 W, 4, [ R & ) B N0 . PCT/US93/00829 , Joid@ it 5| FHIE A I: HAhik T
F T8 15 25 WA 6 W0 22 FLER G TUORL IR 52 328 B8 T8 o 48 SRR T 791) ] /B0, 5% LA RS 1) it 1 27
JEE IR S T A AFAE I - 32 M 56 W R o o e S R SO I T B 8 SR /K s e L SR FLIRR (T
ANFFESEE T FINo. 3,773, 919FMK YN & FFHE A FFNo . EP 058481+ #iik 11, HoAg— ANl
FIRHIEAERTD L-BARE v - HE-L-BRARIIILEY) (Sidnanss A, 1983 ,Biopolymers
2:547-556) K Q- L FE-H EWIGELNE) (Langer: A\ ,1981,J.Biomed.Mater.Res.15:
167-277#Langer, 1982, Chem. Tech.12:98-105) . Z J&EEBE 2. 4% s (LangerZ% N, 1981, [7]
) BEZR-D (5) -3-F2 A TR (BRI L I H 1 A FFNo .EP 133,988) o F 8L B4 & 438 mT A4
A I A H O RN LR 7 VR AR AR T VR A I IR AR . 2 WL, B, EppsteinE A,
1985,Proc.Natl.Acad.Sci.U.S.A.82:3688-3692; KX ¥ % F|H i A JNo .EP 036,676.EP
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088,046 FIIEP 143,949 (lid 5| FHFEN)

(01891 FH T~ P Jith FH (1) 24 W 40 & ) 38 5 S A3 D O B il 7)o KRR T AR P e ok I T k.
() It 8 R S o 4 VR T 2 A W) A8 R AR PO VA K R AT AE A R TR A EE i 2 AT el
Ja AT - F T B A1t 2 E m] DL LA R I8 10 T2 A7 AR BUAFAE T - 8 % % B
W G E T BA TG N H S G102 AG AT R T v e Sk o) 2 () ZE 1 1A i Tk oY 9
AR E M

[0190] A% BB M AL HE H 22 i TL-2 59828 1 il 55, He o] CL AR 2990240 &4, inAE [
BrE R HEW0 06138181A2 (PCT/US2006/022599) (FLid it 5] FIBE A I AASO) b i .
[0191] i EAIR, FELL sl $E 4t T IL-2R B AU G, Rl R 2T L- 2R A B A Fc-
RiEE A, TR H A YRR 7 IL-2RA2 8 H o SME L & —Fhiak 2 Mg 7l v an 78 48755 o Al
A SR LR T 1B R 1 AL R T A AR IX T, BT AR B, W R R A
P AL S A P T (o WOk B ) TR ) RN/ BAS A B IR v RCR AN/ B s IR R O
V5 DA S ARBTRG) tn £E 13 i A7 A FH % L it B RGP e R e R AR R N 5
FEC I o A AN L () 779 » T A O B b et TR 7)o

[0192] ST A FiARE A AIFEIX J7 T A FHIRBC 5 AN V50 25 P )3 A2 AT 3R A5 1, 1
Arakawa®s N ,”Solvent interactions in pharma ceutical formulations,”Pharm
Res.8(3) :285-91(1991) ;Kendrick®: N, Physical stabilization of proteins in
aqueous solution,”F:RA TIONAL DESIGN OF STABLE PROTEIN FORMULATIONS:THE ORY
AND PRACTICE,CarpenterfiManning, fm%iPharmaceutical Biotechnology.13:61-84
(2002) , fiRandolphZ¥ N\, “Surfactant—pro tein interactions,”Pharm Biotechnol.13:
159-75 (2002) (HAF— AR 51 HEAR I AR Rl £ 55T H TR AR ) 5 2%
AR AR TR 7510 R0 B3 TR T 75 ) A B 45 ) A 58 T AT I 2 A/ BN I 2 R 1) 2
H R 25 A R A

[0193] AT 4% A HH 1 5 2 S it 7 5 K 6 FH 147 a3 88 o 7] 1) 8 1 ik PS8 AN/ 0 5
A/ B AR B8 AR BA R 4G 01 i 1 R B e B TR S A R R/ B B AR E 1

[0194]  IE4nAx Al JA F0R , B el 45 6 T a3 iR i by fe (e i ik 3, DL A bR
e AR 0 HR R A FEL g S DA AR A L A ARH g AT A A ELAE R 5 AN HE R A ELAE
FH ) 58 B2 R A28 B I R AR AS o B I8 T s o s th 45 A T S B ) A e ik g (—
CONH) K43 € £ 1 BT AR MARAS o b A, B8 5 H 3 o 110 i B i 22 (1 RTRI M: R FA 10) B A
FH I R 355 43 1a) e AR ELAE 9 HLH BBy 1k slsk /b B2 B PSR R FA i

[0195]  BS-F-FRhRAEeAIN A FFEH LEEARE . CEIF K 1 al T ECHIHR 35 A & i
[R5 &) B e ok d B B AE G 2 Fh o B . — sl 2 Hofmeis ter R 751,
Hoasnk EAT R B AR B R G e YRR AR AR B 1 R AR B IR AT YRR AR E
VB SR PR ON SRV o Z5Ra0E BRI A AR “ BRI o S5 VBRI I8 B 4 SR AE e FE (il >
LE IR R ) IR vE B 1 ot (“ERAT™) o B VBRI & T8 8 B A p A/ sl s (“3h
W) o BT TRWE” AN ERAT AR RO B A I EHofme i ster R A AL E

[0196] i B8 2 FE IR WI FE AR 48 A< & W IR % M Sic it 77 5 1) TL—2 5% A% 2 3 il 391 v AR 7 54
g S AP A A, DS B bR v P38 o U8 I 28 PR 22 R P A 2 IR ] FH 11 Al 7
FeE R E B H = BRAE R0 T B ) IR B DRIR Y 45 14 ANPE BE RS 2 R v T e A4+
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R0 R 0 B TR AR . B R R FHAE B

[0197]  Z I uBREELFENE , 1 W H 2 WEEE . RERE AN L B NE I S 22 52 0, 1, g dn, H e AN —
B, DL, R T AR SCHR IR H 1, 5 4 B (PEG) FIAHRY) IR » 2 Tl 2 Sl 7 - e AT 17
AR AR 10570 R A AR e 5, AR S R B e sz M ER AL - R R AR « 2 et m
T A 58 7K 77

[0198]  FEIEFEA K BRI St 7 P A FE 2 ohe A H i, A T #0774
(I DFIR Y ) 25 R A e 1 o SLRA R YRR P 2 M A 1 o FL08 5 5 R T PR 47 770 481 7 — e {8
FH o Ll 2 1 AR AR & T T R 5k D r Pt il 7, H BLAE 78 i o AR s a4 0l
T2 KPR Rl S AR 0 7)o I8 SR G5 Vit 8 e R S ), 1A T 7 26 A R L S o] LB
A 2% THI 7 2 B PR U BR TR 28 o DRI L, e AT 08 8 A J T R A i B A R AR 3k 2 ol o b 4h
T I 2 I A SIS R W, 1385 T R A (R B 1 25 S 0 /K Ao SR W A 26 4, DRI U 5
BEAL) , 7EIX J5 TH AR A J& T A K B B 1) 2 ol - PEGXS T-F80€ B 1 W2 A I I BAE N
ARG, H T 7RI 7 TH T AR B

[0199]  TL-25€AR R (A il 371 *) S it 7 0 A0 55 R THI & 1 77 o B 1 500 1 ) 52 T W 5 3R T
3 B AR, H AT LE S -V [ 3 AN - S T b SR A X R R MO S B IR
PR B o 3% 8 S A EAE @ S 8 B OR FE U P, ELIE T Y ER BRE G Qe
1 AR FE AR = 2R 1) IR o

[0200] 3 [f vk 14 77 49k 5 0 kb FH 3 L 1 3 T WO, s 38 TR i o 2D A Bl ik 2 3R TRV f & A<
R R A R R TS M R PRI 7 TH A S SR 1L AL S 20 SR 1L AL S 80 SR A L 0 it /K L B4 bk
1 LB g D R I L AL VD 1 188

[0201] i3 P4 77t o T4 ) i 1 B R R o P o 3 T 3 P 7R 3 7 T ) FH O 2 B
RS S 0 DR ONATAR] 45 5 1 3R TG ME 7Rl b Ae e — el O iR e B A i AR
5E o

[0202] 5% (Lo AL B 5o SR A0 B i 2 SR, o ELIEH G PR 6 1), & A2 08 B 1 i S| Ak P ok A
B BRI EE I 2 AR R IR AL - R, 97 2 /N i (s SR (L AL G, HL 2446 IR
L2 DL B AT B AR A 0 A o AR I 7 T, 5L AL I 28 4010 U B T R 24 DLE AT B i
A RO A IR T 750 B — A T

[0203]  TL-25¢7% & [ il 77 1) S i 7 G830 A5 — Pl 22 P A A0 71 o ad it 4 30 7K1
PR SRR P DA R dE ek e R R TG vl AE — e AR FE LB B 25 ) b ) B R A
E= R A = R )iy IR DS O e e S D =R A R ey R SO E =R A RSB 2T
AV B ERIE R AN S ) TR A BRI TE 97 M B B B R P A R Dtk =2 K
VPR, I BLAEEEAS P2 S A7 GRS AT 96 P  EDTATE X 77 TH /& AR 4 Ak B I f i
HIEARE=R eI

[0204]  HUAE A0 T AR IR 2R 1 5o 490 2, 3 JEE A 1 Ak S Hh 2 JOE K, T RRR 4 T N R
B DR, BT AR R BH B s A TR A R o LB DA A, YRR B 7 2 92D e AT AR B LE il 7
Hh B R T R R

[0205]  HR 4t A i BH (1% i1l 770 w0 4 D B 1 o BRL 9 LR T R B B G A7 45 5 ) B 0
(4 B BT T U TR R S iR ) 2 BV TR T A 5 OB« 4 B8 0 T 1 — S P A B 3 R
(R A2 o SR, 4 8 B8 -t A B a1 o ) ) R A AL T AR
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[0206]  BEES-F (10-120mM) n] F FHIHI R LA R E 7 R AR T . Ca™ B T (Fik
100mM) 7] 385 A I 4202 W A% B 83 P i o 2 o SR T, Mg ™ M ™21 Zn " R { rhDNATEE 22 % 52 - 2R AL
H, Ca™* AISr™m f& g R FVITT, H @i Mg ™ Mn ™A1 Zn " . Cu™*MIFe *k £ fa e , IF H I R &
ALIEEAL B R

[0207]  TL-257% il 7 S it 77 b 60, 2 — Fhal 2 Fhiyy 85 551 . 4 A G FE K B ARIR 2548 1
— AL HREU 2 70 5 B SRR b7 6 A2 0 5 1 e AT 2 ZE DR 2 0 T AR i
Az, FEALE 2 i PR RE AN DA S B A FH B i DR 245 TG BT o 5 FEI IS 5 7100 4 R L 2Ky A )
H 5y . BARBI I TR B A 5 /N1 B W AN 2540 — e R & A g sk (B 2 7 Js 770 2 1 i
H A AT B B R FL T SR B AR EA R R iR e EH GRS AR
BRI RR S AT T 2 R & O BRI 2R R e A Nk, Ko & A B2 2 g e
AT BAVRAE F - R 24 22 5715 111570 T RE I, e AT 1B A B (8 AN ) T A
e AT o — MBI B SR N AE KBRS (WGH) (1) 5451, e A 877 J6 i 751 ) e S B0 T
{810 mT BB VRS B R R I R b4k o 22 /AR5 hGHI B 8 7 L 2R 2255 B B Al
T F3kE Norditropin 4 ,Novo Nordisk) Nutropin AQ (44K ,Genentech) F
Genotropin (& THI—XZE %4 , Pharmacia&Up john) & KMy, i Somatrope (E1i Lilly)
FH 1] 1y AT B 1

[0208] fE— /Nt 7 BH B IL-2R AR A B IL-2R A8 H FIFc-f& 4, v Wil in
Fc.IL-2 (V1K) B%Fc. I1L-2 (N88D) 7E10mM L-A % ,3.0% (w/v) L~ IR, pH 5. 29 it il pk
10mg/mL . £ —/N 2t 5 &, 76 10mM KPi, 161mM L4542, pH 7.6 HI L2845 &
BIL-254 % A PRk &4, v il anFe . 1L-2 (V1K) BFc. TL-2 (N88D) »

[0209] 7R FiF 77 8 ) TC i) AN A A o 75 255 LR LA D T o A AR 245 R B B R B
JE TR B o 3% 75 2 DA T oAt A= 0 R0 AN H1 55 2 11 o e A 1 A v Rl B o 741 284
126 % HIB)7 85 551

[0210] 78 53 —ANJ7 1, AR B DR i ) B A (R TL-2 R A s H B IL-2 A 2 [ (1)
Fe—@ &4 . vl 75 TR TSR G50 A VR TR 05 T 0 =9 , FE A0 A IS A 25 7 68 770 s e
FUREAT B3 IR AR 1 B 65 775 BT B 1 o ek 49 B ) 5 DT S 525 b A A DG 1) A% 1 LR
B 28 A o 5 T YRR 11501 5 07 224 7 AN 7 B I A7 3] (29182244 H) rh 4455 i 77 B 28 g A
Feore Pk o BEAR HH 1 EE B R B S R0 B 88 70 N A A B A 1 M 24 RN B A TR T 7D 2 23 11 2 i 55
Ll R

[0211] a0 (B 3B LA AR i e 4 it FH 3 42 A 7 32 < o e 11 it P 770 65 0 it P A
R R I )R S YR T T AR AR PR B R R A T 1T TL-2 588 B [ ) 7 Rt e AR
P A% B e 7 BL T A Sl i R (B EAR T Ok EH EIR & H A
238, UL GE R B A4 (B0 HE§ ik ) AN Sl ik o 3 58 S LD 3 51 N R R RS ) iE4T 0
[0212]  FERTR WAV CAEELH G, 1 HAR P v TR AR B i LR [ A A
B A A 7K B T PR S D A AE T T /NI o TR K ) 751 L B PR AR 2 DA £ it FH T 40k 2
s D, R0 W AE A BB A A T 7= A S5 it FH B A7 1) K77 46 o AR K B
AT & B &R BA TEME D TR — A8 AR A S KRR 3 A8 A AR K A
) Ll st g S b, 30 TS A B E A AR RS A (9, R A AR TR AR
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(Iyosyringe)) Bl 7 &

[0213]  fpfi I & TL-2 5878 B (A IO 25 W0 4 & W10 ¥ 97 A8 30 mT B T4 v o7 1 352
H R o AN ST 38 1 RN SR R, P T V0 97 IR 2 71 B KP4 350 2 b B e T 38 1Y)
T R0 HAS H TL-2 98748 8 1 1) 38 BAE e FH I A58 R0 28 35 1 R/ (PR R, AR 3R T B0 B 1) KR
ZN) 1/ BRI (RS R0 — e fd Btk 10) T AR Ak o 75 2 St 77 S v, I PR 125 26 mT i 5 571 =
16 U FH 3 45 DA SR AS e (37 20 L BRI 71 B Y L TR 290 . Tug / kg B 40 Img /kg B BE £, iX Y
T BRI ER A BARR S iti)r 2, S EJE B T LLZ0. 5ug//kg R 21100ug/ /kg , (R H
2.5ug//kg & £150ug/ /kg .

[0214]  JR¥7 A AR TL-258 48 8 (A 0 35 H 5 50793 S0 PR 10 77 25 258 140 9ok 2 e o i HR 3
F1R) 430 6 A S I (1] (1) 165 0, B DR o i 25 T -5 50190 45347 B e A TR

[0215]  w]fyi B[ 2 2% B it FH 25 040640« FH T it FH 25 W0 2H 6 0 1 [ 2 28 S 1) S 91 ik 1
% E L FINo.4,475,196.4,439,196.4,447,224 .4 ,447,233.4,486,194.4,487,603.4,596,
556.4,790,824.4,941,880.5,064,413.5,312,335.5,312,335.5,383,851 15,399, 163 (4
I 5l AT Hs

[0216] VBT H S S ME B R RE Y 7

[0217]  fEREEEsjE 5 A, AR IL-2R B8 H HTIRI7 5 & G 8 5 M iE - 78
Mide Sty e, ff L2 A [ Fe-fh & & H .

[0218]  HFHiE & F FASCH AT TL-2 R 5 A 67 B E S5 (EAR T 205 .5 &
G BEPE I R 1 0 ) TR M 1 B G T 0 B AOE S DR AR R KB DR T 4 L 4
SRR SCTT % VAR R S R T 4 D I 4 AR B S R A O T %8 L 22 KT AR B SR K G
TP A B RAE YT IR T 98 BAE 5 LR AT A8 L 4R T A 1 O T % AR T
FEPE ST 8 W AE R Re i ter IR ER G E  SEAZR AR (ILE I3 14 AR i 8 TR ER B AE) 44
YR L5 4 A R AR 3 0 71T 28 D A B2 95 L AR B R G I LT BRI G KA R DOk
S IR T 98 L 22 ORI 2 R IR A DT 28 L A By R I RGO T 48 R LI A K
o 51 98 R BT K CAHERIRe i ter R ZE S SEAZE SE (L A % WU S 95 . %
TRLEAAE) R VLS A= B g8 5G4 98 VB 7 95 KA 28 B R 98« 2 R PEL S B IR IIL A8 L 4515
PEZ B A A GNP 25 s« sh ik 28 R 22 LI  RIIR IR 9 BB A E 5 A 14 JE 1
1 BEALPE R 98 BT HRASAR Q25 A AE AR JE 0 2 B8t  BEHOIRER JE 993 IR ER S 3 « B 8 4R
Jo5 95 « It e R TS 0 1 R s B T e B2 A VIR R R 9% L SIS FEREAL R LSt &R
ik LT PRI (SLE) ERENLTE J1 < &M 995 (IBD) 52 % BUR som M4 g % i om . £
RAEAEACAE (MS) B My \COPD . £ 52 48 | B 5% 4 A1 5 5L A B IR PHERL 4 B 12k £ 78 4% B IR 1L
YT S A A AREL R L TR SR  FEOIR AR 28 (B, Gravedi) Bl Pk AR IS 95  H 15 G
G H B A GVHD AR B 4005 I AL 5% S LB IR K8 4 BRI H R T 2R

Var
2

(02191 FELIESE T S, B 5 S VB AR MEPUIE 2 ARG S AH LTS 9w N BT 26
FRIBKE 2 TROE R 2 RANEREAL IEYR A B AT R VRS LA 093 A A 7

[0220]  7E 55— ASEMT SR b, B B S e Bk BOR MR A B Ak T A Pl i i i F XS
) B FTL-2 A8 B 1 (B, S0P AFF I TL-2RAB B [, 38 QA SO A T TL-2 R AR H
FIFc—fl &), BUA U o N 59— R IL-2 R AR B (1 BT AR R TL-2 AT M A R A SO
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A EB Fe—fl & 7 T 18 5r) SRIGIT » H B W AT IR 5838 X0 BT i 6 97 19 2 o 2 Has 0 g
R I N T L B R BT Y T A ART R A W 4 B R N ) B2, B S R B AT A
B o I, BT IR B2 AT DL i I AR BRI AR 4, 18 a0 AR I BROR B PR R SRR R
O JRE 57 DL 1 V8 R PR B S5 R A8 Ak o B, BT I B 25w DL A9 G R A8 1) 40 ) I
(A ot HP T AT B 2R R B TR P2 ) (g, B 1 0 IR B R 1 = AR A o B — N St
Hh, SR AR B ARG U %) R 0 R XS R ) N T R L A A et R v A, T X
AR BB BIRTT J7 58 o IR o508 ] LAt 5 245 A3 26 1 il 2D B B, Bl 7 &2 it ) TL-2 R AR 2R
H )5 B s B N, Bk H 45 24510 “BOW” BRI Va7 2 4 1k, R4 2 i e B 2
TRIT R AE R E VR YT AR SR 3T , BB B N R BB LB R B VR T M M B n] DL 4k SRR AT) 5 .
TRITHIZ b AE— N SE i R, BTIR B2 2 RR 3 1 iR P B CRP /K P 1 AR Ak o 451 G, P I 25
AT DL BB B AT B =, AR R I A A R KT CRP K P T vy BIOX  FR AR 4k o 7E— > B
(RS2 75 b, 5 B AR IR THE0.1°CL0.2°C.0.3°C.0.4°C .0.5°C.0.7°C.1°C.1.5C.
2°CH2.5°C, MYk /D> AT B b B BT o 78 55— D BRI 52t 5 b, fn 3 R 1 4
J LA o A B CRP IR BEAE VR 7 ik AR p 3 in %2 200.1.0.2,0.3.0.4.0.5.0.7.1.1.58%
2mg/mL, Wk /D> | B 42 B 2% 1B R IRV YT o AT A IR T g 2 BB e kb B A a4k
YEIT I H B I NS BRI E B IREE G AR (IR A U AR E) BK R B0 52
TR Hh ok 40 B Dy e (5140, S EElors R L 1) R F Bl AN | /MBSO /R | Ifi A A it
o5 ES AL BN AR 78 (i DA 28 I 98 3 B kA %) B0 % S PR B 9 T s U R A
B R BN D T B R VR YT 1 B B R N B FENKAT L  Treg 40l \FOXP3°CD4 T
“HHE FOXP3'CD4 THHMI \FOXP3-CD8 THH i Bl Mg R M A 40 A 1t 2 2 1 388 o X 8 41 g 2 2 1)
ST R ARG 48] QA BRLASE A/ R L P O S AT B Y S ) BE n ( o, R AR = T IR )
M FR 38 D) B8 b A 4 i S8 2R AR T I VB i R ) g — SR B 4 R B 43 B 3 n . AT
e M W oy — BB S 2 BB IR A0 JE I R R CD25 4 il b ) 4R B 3R T 45 & i TL-2 5848
EERERIE.

[0221]  JHTregdHBRA 7k

[0222]  TL-25¢7RE H B IL-2 A0 8 I Fe—fil & 85 1 n] B T4 38 52 603 e R i Treg 20
Ff o AR SR SR A I N Tre g 40 M = V15 PE T A0 B AG LL 21 7 vk o Bnid T iR 6K — LN T4
M5 H RE R N TL-298 28 8 [ BRI L-2 5 A8 8 (A Fe—@l A& P Hefi o ik be 2 ] i i 8 T4 i
[ A4 P CD3+FOXP3+4H g X CD3+FOXP3 -2 (1) LU 28 >R I & o N I H 1R 5 WL Tre g A6 45—
10% 1) S.CDA+CD3+THH ML, SR1M , 7£ b3 AT B R 1, 1% 43 b AT DA BRI Bl B8 vy o AE AR I
ST R, Tregf B4 L I E /010% 2 /020% £ /030% . 2£/040% . E/050% £ /b
60% = /D70% E/80% FE/90% E100% FE200% FE/B300% L ED400% L /D
500% & /0600% . Z2/700% 222800 % 222900 %6 8% 22 /51000 % o X 45 78 59 » Treg
B R R N AT AR s SR, AT TL-2 5840 B [ AL B3RS 1 B K Treg 4K S50 % 560 %
(1) S.CDA+CD3+THR ML o 7E FELL St 7 ZE 1, m) 523 it FH TL-2 R AR 8 [ BRIL-2 R AL By H Fe—
Rl A A L 32 A0 I A RS TETAT AL (Treg) X A R 1 TH AR A b 2R 18

[0223]  PRNIL-2RAFHRHAMIL-2RAZHEHFe-#& & BB T H e LR ey 1
Treg, BRI EATTIE F T 9052 683 09 0 J8 A (0 1 PE TR (Treg) X R AR 845 (NK) 4 g
(R EL 2R o AT I bE 23 ] 38 i 0 52 CD3+FOXP3+4H it % ACD19-FICD3-[¥)CD16+ A1/ EK,CD56+ibk E2 £
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PR EE AR

[0224] P ARTL-29R A% B H B IL -2 RAL 8 H Fe—fil & 8 3 W] H A0 5 v B 503 BT AE Y
I7 R I A B 2E R 1 A0 I A 8 Treg 0 =1 8 15 4 TR B BNK 480 i 1 EE 22 0 ik 77 24
A TL-25R A2 B A B T L-2F el 45 8 1 £E JORE B B B e B R AL 10 =3 ot 12 7 A

St 5l

[0225] "R Z) S it 5] (S AR ) B (4 FH 2% 4911 0 BH A O B IR e 5 SIS Tt 7 5 B 1
F HIC = PR | = ya e

[0226] S jsti 5] 1 — 9B T % T-CD25 1) ey 5 A 2T B RAZ K i H

[0227]  E.A #9580 X T-CD25 /) 2% Al ) FHs 55 ik TL-2RB v IS T 5 SRR TL-2R
B E AR Treg M A K AT RE « A 1 9k 5598 76 (1) S S5 M, - 3K 77 EESL I T-CD25 )
R AT R KR AR ) /D H o 5 H3AN 32 44 (PDBAAS—-2B5T) & & I TL- 201 i 4 25 44 I
NVE9ARIQTAPAL T~ 5 CD254H H.AF F A ME e 45 14 Hh o 1% AT R AE P N ST ) B % =5 CD25 45 &
5 A1 7 B TL— 2175 2% 7 16 v 4 2 44 55 V6 9ARIQ7 4P JE Bl (Rao%E A 2005; ThanosZs A
2006) o A= St IR A fERao % N I e H 48 8 I TL-2 R A8 i 1 “2-47 IR — AN R AR R
AR SN A 23 A 3 3G 0 6T R R V6 OAFNQT AP AR %2 21| 1) 5 FN 7 52 f B B o Jl ik it = 4m
MOA G R B A BRI SIS A TAR i R T L 1ICD2511 45 6 o BT A #a i AR B FEC R i FLAG
A2 Hi skRZE A T A ARSI o 76 45 I p S 4 AR A

[0228]  HaMut1D (V69A,Q74P,N88D,C125A) (SEQ ID NO:8)

[0229]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKN

[0230]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0231]  HaMut2D (N30S,V69A,Q74P,N88D,C1254) (SEQ ID NO:9)

[0232]  APTSSSTKKTQLQLEHLLLDLQMILNGINSYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKN

[0233]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0234]  HaMut3D (K35R,V69A,Q74P,N88D,C125A) (SEQ ID NO:10)

[0235]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPRLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKN

[0236]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0237]  HaMut4D (T37A,V69A,Q74P,N88D,C125A) (SEQ ID NO:11)

[0238]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLARMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKN

[0239]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0240]  HaMut5D (K48E,V69A,Q74P,N88D,C125A) (SEQ ID NO:12)

[0241]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPEKATELKHLQCLEEELKPLEEA
LNLAPSKN

[0242]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0243]  HaMut6D (E68D,V69A,Q74P,N88D,C125A) (SEQ ID NO:13)
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[0244]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEDA
LNLAPSKN

[0245]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSTISTLT

[0246]  HaMut7D (N71R,V69A,Q74P,N88D,C125A) (SEQ ID NO:14)

[0247]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LRLAPSKN

[0248]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0249]  HaMutS8D (K35R,K48E,E68D,N88D,C125A) (SEQ ID NO:15)

[0250]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPRLTRMLTFKEYMPEKATELKHLQCLEEELKPLEDV
LNLAQSKN

[0251]  FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0252]  HaMut7DLA 5414 B4 “2-47 JL-F-AHIE 156 F1 77 (~200pM) 455 CD25 , AT & B
FRAFNT LR BE 05 AR K Hh 38 5 202 A0 7, 8 X0 T B V6 9A . Q74P AR 22 21 (1) 5 A1 7 (HaMut 1D, ~
2nM) o [ H SRR JALEEWT TL-2/) 5% A1 7788 = i HaMu t 8DAh , Ho e My 4k B A HHaMut 1DAHALL
B R SR A T

[0253] s fpl2—fk & F 1gGl-Fe sl Gk PUE K B I TL-2 R A

[0254] 5y T /DM HIL-2R B E H KM Treg & LT K45 290, WA &M IL-25
TgGl-FeZb i 2 (B Rl & 8 H o Fe s A 1805 A WHER H TG LA I RN ¥ Dy RE i 2 40 i
PRI SRR o TR F AR ¢ OB 7 T e SR AR 2 A327Q AlaAla (L234A+1.235A) BUN297G. [ Ay
Treg— i HEMEIL-2 AL A AR L2880 /) b B A B4 98 55 , R 2L b LA 12 25 2 TL-2R 13
SR T G TL-21 & FFe. K bk, 7EF el & 7 R A A AE AR DL R IR TL-2 840 85 A
[ TL-2R¥E AL

[0255] g 7 g i AL F o &7 A 0 TL-2 82 153 W] D) B8 5 X X TL-2R I 26 & T 484
IL-2R{55 5% 350 5 B 55 IL-2R A & A (haD5) (US20110274650) fili& TFe & 2K
Ui , HGGGGS (SEQ ID NO:5) 4523k ¥ 31| (R B 1% R AL 8 1 B A 32 IL-2R15 5 7% F ) RAL
(E15Q.H16N.N88D) 8N 7 X T-CD25 /) /= 5% A J7 11 R A% (N29S.Y31H.K35R\ T37A K48E .
V69ANTIR.Q74P) (Rao%s A 2005) FHBH 1k~ bt 20 B 4 Tic AH 2R B2 C125S o LLiZ 77 s 2 Fe I fil
G e A HER T haD5 M) AEWE P, SR X T 41 B 2% T CD25 1) 15 2% Al 1 45 A 3 LA IG5, 7] g
HPR TR B SRR R SE S 7.

[0256] A4 IL-2RABH HFA TFei — RARMINSLCAK I , DUE RAFe — BRI — 2% FEAS
NIL-245 K3, . AN A BREc 5 2 1] 1) S U — SR AR e 1 — 26 Fei B gl NI E iR 5
2Pk LR 51N R ATt i 2 18] 0 & i AE T AE B SRR o R — AN M B 2 AR i 1, )
W IL-2R 78 85 H haD6fl & T — s FefiE 5l o — 2 BE BN o , T 3 BUFR yhaD6 . Fe DDA
haD6 . FeKK?) P /™ 8 1 o A 4 o 384 R A8 i [ haMut 7Did I — AN BRI ANGGGGS (SEQ 1D NO:
5) #3% (FcKK (G4S) haMut 7D FcKK (G4S) 2haMut7D) fl & TFe 5 AR M C R I . IL-258 45 1R
FhaD6 Z Fe S — B AR RN A 3ifs (1) il & ZE pSTAT5 T4 i 186 5 S 56 v 5 UM T3 25 haD6 [
PRS2 2R o A S, haMut 7TDIE i — B NGGGGS (SEQ 1D NO:5) $23k Fe s — Ak
(1) CoR i ¥ R A B0 haMu t 7D RK A7

[0257] LA [ IL-2RAE A B FclA ZRAAMCRmI A5 . M H100ng/m1H1-CD3
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(OKT3) LLEF100m] 342 A M AET 754 2335 7 Hh 7% AL s PBMC . E 35 R 1) B3R, Ve 4f 3
U o FLAE 0 5 55 B v 0 B 3K L Bl S5 LA SO R AR 1, DLZE 1 pM A 10nMIK) 36 Bl P9 £ 10x 57
M E HIL-2 0 40 . £ FBD phosflowZz M i F &l & STATS BERR AL I 7K~ T 5 2,
NI Im1 () BDZ AR / 15 %€ phos T 1owZg phifk LA 2% 1k 5038 K5 4m B AE 37 °C [ 52 2043 8 , 785
CD4.CD25 . FOXP3FIpSTATS 44t 2 Hi#EVK_F Fi1x BD phosflow permZZyf il is ik 4 .
[0258] el fEEI 1 21, 2 Fc R — SR B C A i 1) il & AN 240 4% 98 48 85 T haMu t 1D A
haMut 7D AE Wi 1 o IR b, TL-2 (N AR i 5 F e I CoA S 2 [B] ) it & L B A Fe . IL-2[F R4k
() 5 ) 55 TL-2 9828 B (A I I sh 79 1 o 7R X S fy i AR, K5 C125A 5848 H T & fRC1258
DA TS 3 i

[0259] S 53— B TL-2 9848 B 4 HI R T LA SB A e Treg A K&

[0260]  HJUs /NI TL-29R 8 8 (& A B ECR A 182N 52 TL-2R15 5 5% T RAZ 1)
N88D. Wi —/NH I RAZ T H , H A #H A BA SRAL, H 12 %58 B A 5N88D R 41 (1)
BNAE FAR BB bE A 3l s R B sh A P I R AR B o 6 - Tl A TL—-2RB—AH B A 28 B 1R
(Bm AR S5 14, PDBACAE -2B5T) %55 —/NH24ME 55 S RAL AT TN R4 H HIL-2RB
Z B HI 456 B i A A kN 0k B @ B - 5 FHEGADTHEE L5 VL (Handel” s Laboratory, San
DiegoffjUniversity of California,USA) TFHE45E HHAE. RAKEIH HEEH E XN A A
Grut =1 (A Guut= A Gut) o FoH 0 (—fE=0.1) 2 H T AR S G2 F1 1 Bl ) A2 L 2 5
SO0 RE AR LL B B N LR R A 35 220 (PokalafHandel 2005) o fff &5 09 H H A8 (A
G) & SUNE A (A Gen) ST EIRA (A Gy Z AN RE B 22 o THE A — DN EURHI AR B H HHRE
A Gmut,

[0261] ¥ —/NH HA KA AR (H16E.H16Q.L19K . D20R.D20K . D20H.D20Y .M23H.D84K .
D84H.S87Y N88D N88K N88T N88H.N88Y.VIIN.V91K.V91H.VI1R. 192H.E95K \E95REKEI5T)
I TL-29 A8 85 [ 3RIA N 5Fc 57 AR CAR b fik 54 o X L A S AAIE & A F X = CD25 45 &
SEF T ThaMut 72848 (V69A N7 1R.Q74P) FlAt % i 2ic#r B ({1C125A

[0262] 7 5 i 451 2 1) T4H B STAT 5 B8f & A4, U i v 7 e e 3k /N 2HL %) 2% 5 SR IWH16E \D84K
VOIN.VOIKAIVI1R B A b B A= R T -2 A8 ELNSSD /= [ 14 (812) -

[0263]  H16E.D84K.VIIN.VOIKFIVIIRE A Lk B A= T L2/ H LENSSD s (1) 75 P o

[0264] -t 7E T4H A AINK A 4 52 HoAS i 58 IR R B R 1

[0265]  XFFTLMAR M2 , I 100ng OKT3LA300 /5 /mlif L S PBMC. 7E 552K , Peidc 43k
o FLAE e 5 77 L v 55 B 5K L B 5 FCESERRIC A , F- AEFACS 23 #T 2 A4 H L5075 /4L
TE B IL-2) 55 F2 v T 24fLAR b itk — 2B BE IR TR T M . 40 () B4 5 7 1] 3+ 2 7 9 CFSEM
W) (R ALCFSER ) o

[0266] S T-NK4H I 5E , BFMACS 433 ICD 1 6+NKZH i DL 1075 /FLAE & IL-2 1 35 35 3k b T-96
FUAR RS FR3K A A G B 18/ N i B R FE U0 . 5uCi PH-BF R N & — ML &5 F R T
K4,

[0267]  ZRZAFARH16E.DS4K.VIIN.VOIKAIVIIRZE AR FE WL M S5WT IL-24H L) Tregd &,
B B TR 2 1B 22 2491/10 (B3) 5 HWNKAH M 1 25 J1F% 22 291/100 (K1 4) »

[0268] Wit /N Fe. IL-2ft &8 H , HrhiE — R A LR 4 F Fe it —
Bk 5 98 B F haMut 7 (V69ANT1R.Q74P.C125A) 2 [AI (K FE S,
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[0269] Fc.haMut 7 Fe...TQKSLSLSPGKGGGGSAPTSSSTKKTQLQLEHLLLDLQMILN. . .haMut?7
[0270]  (SEQ ID NO 22)
Truncl TQICSLSLSaSTKKTQLQLEHLLLDLQMILN . .haMut7 (SEQ ID NO: 23)

Trunc2 Fe¢. . TOKSLSLS-STKKTQLQLEHLLLDLQMILN...haMut7 (SEQ ID NO: 24)
Trunc3 Fo. . TOKSISLS--TKKTQLQLEHLLLDLQMILN...haMut7 (SEQ ID NO: 25)

Truncd Fe. TOKELSILS---KKTQLQLEHLLLDLOMILN...haMut7 (SEQ ID NO: 26)

L0271] Trunc5 RE. i TOKSLSLS - - - - KTQLQLEHLLLDLQMILN. . .haMut? (SEQ ID NO: 27)
Truncé F¢...TQKSLSLS----- TQLQLEHLLLDLQMILN. . .haMut7 (SEQ ID NO: 28)
Trunc?7 Fe. . TOKSISIS------ QLQLEHLLLDLQMILN. . .haMut7 (SEQ ID NO: 29)
Trunc8 ¥el |l POKSLSH------- QLQLEHLLLDLQMILN. . .haMut7 (SEQ ID NO: 30)

[0272] ﬁumﬂ’Hmw&ﬁﬁ*?%tﬁﬂtﬁiﬁﬂ%}MWWHﬂHWMQﬁ,WLJ.@23ﬂM$
FE IR B STATS B FR AL LA K2 T4 B FINK 41 A 386 58 W 2 7 - Trunc 5 A1 Trunc 6 3138 5510 B2, H
N AT IR FHN8BD IR AE (haDAHhaMut7D) HIWEY B 2 5 FF H 55 HH VO TK I 1 B2 3 ¥ AH
uoTrunc7H:N88Dj</£%E|ES,TrunCSILaE%«Eﬁ SR, 24 % NKZH A 5K, Trunce 50
Trunc6se L VOTKEE s s 7, X R B A5 5 7% 5 R AR b HH 1w o F o 445 #4380 A8 1) 467 BHL 5
BT Tregi Bt

[0273]  Sjtafil4-Felm] — BRI e I =i CD25 58 il ) AR

[0274] WK miCD2545 G 26 A1 1) FEAB M N A A2 R, KR e AT T3 Inss CD25— =1 TR A Y
[P, IF BN e IR K IACD25 : : TL-258 A8 B A 4 A FE KI5 555 T AR T, 2> AR
0 H AR AR S BRI R - FA RIS B haMut 1y 56 A1 ) €28 VE9AMIQT 4P HINGSDEL VI 1K 5
AR RAE N B F e [R] Z BRI C R v () b 540 , FF LB L A Wi M o E pSTATS IS 5 H
[F) 5 SRAR AR NS T BAAR TRAR B [ NHE 5 9 FE VA R o i o A ) SEAEVE9AFIQTAPHY [m] 5 A1
AFEMEpSTATHE 54 T AETAH LA I E 5 = 58 A RAZ P/ NG B FICD4 TR AICDS T
I B PR ¥ PR AL AN /N X6 1 P T4 B 3 14 (E15) o v 5 1 7 Rt AN AR NK 40 117 45 5
% (K6) .

[0275] O 1 € re o A1 ) RAL A2 15 AR AR N 52 TR 82255, B F e TL-2 98738 i 1 b 5 2R
R ANV /INER R N CD34+id IfiL =241 i =2 2 (JNOD . SCID. T12rg—#~ ) 45 245 7F Il Treg
¥ 3 K7 FRANOD . SCID. I12rg—null (NSG) /MR, (Jackson Labs,Bar Harbor ,ME) #E4T4& &
(180rad) F£:-H 94,000/ JLIFCD34 & M T4 MU di AT i AR SE 21 A, B2 T H o LU i AR
(1) 55 [A] 3 AT GEak PBL A L 2 M A I 5 1) K /INBR 20 B 2262, FHEAE S8 O R AR 7R N6 B
/N B Lng 1 Fi 78 I F e . R4 8 [ il B 1 BPBSI B2 VRS o AE SR 1 LR, d i i = U4 A
AR 5 L R R T S 2 A2 AR R B Lug G R b, SR M) RAE R A Tregd G4
FE R T B KNS SDER VO 1 K 28 48 i 82 B ) Tregd™ 1 (E7) .

[0276]  TregFik i £V, I JNFOXP3 CD4 T4H M AHXT T~ E0. 45 N BAH M AT M LA S /N B
B BEAN B VR S S A JE I A (PBL) 762 B B RN de Ak, 75 S A E L, o
A5 AR #ECD25 FOXP3 T4H A ¥ 38 im » AT Ik /NTregdde B8 14 o IRl , 7EF e [R) — SR AR 15 5%
W, SR A ) RN A RAR R e Treg B K b 75 1)

[0277]  Fc.WT IgGlFc (N297G delK) : :G4S: :hulL-2 (C125A) (SEQ ID NO:16)
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[0278]  DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYGSTY

[0279]1  RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVE

[0280]  WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPG
[0281]  GGGGS

[0282]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKEYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLI

[0283]  SNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

[0284]  Fc.haMut1V91K IgGlFc (N297G delK) ::G4S: :hullL-2 (V69A,Q74P,V91K,C125A)
(SEQ ID NO:17)

[0285]  DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYGSTY

[0286]  RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVE

[0287]  WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNMYTQKSLSLSPG
[0288]  GGGGS

[0289]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKNFHLRPRDLI

[0290]  SNINKIVLELKGSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

[0291]  Fc.V91K (8kFc.I1L-2 (V91K)) IgG1Fc (N297G delK) : :G45: :hulL.-2 (V91K,C125A)
(SEQ ID NO:18)

[0292]  DKTHTCPPcPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYGSTY

[0293]  RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVE

[0294]  WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPG
[0295]  GGGGS

[0296]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKEYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDLI

[0297]  SNINKIVLELKGSETTFMCEYADETATIVEFLNRWITFAQSIISTLT

[0298]  Fc.haMutIN88D IgGlFc (N297G delK) ::G4S: :hullL-2 (V69A,Q74P,N88D,C125A)
(SEQ ID NO:19)

[0299]  DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYGSTY

[0300]  RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVE

[0301]  WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPG
[0302]  GGGGS
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[0303]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKPLEEA
LNLAPSKNFHLRPRDL I

[0304]  SDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0305]  Fc.N88D (8(Fc.IL-2 (N88D)) IgGlFc (N297G delK) : :G4S: :hulL-2 (N88D,C125A)
(SEQ ID NO:20)

[0306]  DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKT
KPREEQYGSTY

[0307]  RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVE

[0308]  WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG
[0309]  GGGGS

[0310]  APTSSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLTFKEYMPKKATELKHLQCLEEELKPLEEV
LNLAQSKNFHLRPRDL I

[0311]  SDINVIVLELKGSETTEMCEYADETATIVEFLNRWITFAQSIISTLT

[0312]  SEjfafsl5—Fc. TL-25¢A8 B [ 1 K 1 41 i SR THI CD25 45 &

[0313] SR A JEA/INER BT I TR 2 A1) 46 o R e A 15515 5 5 S HIRe 71, (BT id
RABFEHEMNTFe WT IL-2i5FE RN Treg's 5 . £ 1ng/ /MR (BI7) 171 & EAIFE0. bu
g//INE (KI8) 1 AR & _E W B A XS T4 X Fe . WTE B[ Treg & S AIFOXP3_E i 58 K
Treg & £ FFOXP3 L 1 o 12 34 5 1 44 P R0 0T Ei 2> 140 T4 B 3 s 11 ¥ R (O T e 75 Pl 36453
B ZMFc. IL 2R EAHTREKIESET) T

[0314] SR AA 4N F4A N PKAFF 9T K fE S 7sFe . VO1KEE Fe . N8SDAH XS T-Fe . WIFE K H i& AL [ T
Y B SR IR M 4R 24 1 /0N SRR I PR A S B IR R S IR AFe il A N
2N TL-2 5878 8 [ 46 A6 38, AT L 358 1) P AR T B T AT 8 I i 6T CD25 1 2% 6 77 5 35U
KM R A& F5L b, RIAERG BB S B8 5 ,Fc. VOIKAIFc .N88DLLFc . WT
B RO AR R S AT VS AL IO TR R A 3R 1T 1 (I9ARIB) o

[0315]  F100ng/ml OKT3 Tl EACPBMC , BEAT 2K o USRI , Y4k, B HAE RS 97 3k
B L B 5 75 37°C F400pMFe . TL-29K P4 A 304 B o Jik 5 , 76 LUK GR35 FE Ui 3 40 i
TTO, K 240 Mo 7 1 2m 1 ¥ I 85 9% B b BBk A A0 3K, FE G IR 4/ R T AT I 4H F 5 S 1
Fc.IL-2, 31— ANI1gG-FITC (Jackson Immunoresearch,West Grove,PA) Fli—-CD25-APCX}
Y1 M 34T G (BE9A) S

(03161  7EAH[F] 1 B 7] rii af ik B —STATS [ F e A MWL ¢ | FFe . VO 1K FIF ¢ . N88DAH X T
Fe WTHIIL-2R{5 55 S 52, TR T 4 X FOXP3+CD4+THH i i i -STATSMFT (B 9B) «

[0317]  sujifile—fh & 5 A Ak

[0318]  FE/INER HR HEAT I IR HU B 98, 2420 58 2 40 7 B ITE WK BE AN Fe i 4 GRAN T
A NFe s AU 7= 4) 10 I35 U B AR EL B, Fe  IL-2RABE A BRnE R B#FE . N Tk
Fe. IL-2R7 8 1 W 4 N R2E P N2 AR 80 15 , RAE Rl & 17 ZIME AT 6 78 4 B 00 24 v A
L PR Y B2 R G B G R R R G e . TL-2 9838 55 [ R 2R 3 7K f e P2 oAt P S ) o 6 A7 471
FAA Y VPAN T B1RE EAA 1R B 1 7K P e A
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(Ala_Ala)_Gas . HOKSLSLEPEKGEGESAPTSSSTKKTQLY... ha7NE8D (SEQ ID NO: 31)
[0319] (N297G_delK)_G4S ...POKBLSLEPE GGGESAPTSSSTKKTQLO.. halV91lK (SEQ ID NO: 32)
(N297G_KtoA)_AAPT ... TOKSLSLEPGA APTSSSTKKTQLQ.. halv91lK (SEQ ID NO: 33)
(N297G_KtoA)_AAPA ... TOKHLSLSBGA APASSSTKKTQLQ.. halV91lK (SEQ ID NO: 34)

[0320] i ik bl A8 et 1T N Fe [0 [ By ) 3ed 2 R B 5 5 B F e L TL-2 58748 85 (1 A Bl e [ et 25 11
WL 5 B I e M EFa e M Fe . TL-2 8 88 A I & A /KR Bt -TL-2 13- AFedit
A8 st B P28 B 2R 43 BT SR A, B 5 G 2 i SR AR G =4 , e ad s s AT RAE R FH v )k
H ARSI FE N RS (Ala Ala) GASHIZ fRAR I =P B RAE K S5 A3 I C AR B Ly s 8 58
B A KR DI BIAL 55 o Fo 25 R 38  CoR v 45 20 R 1) R A B 5 A8 ((N297G_delK) _G4SAT (N297G
KtoA) AAPT) AHE T EACK SR ((Ala_Ala) GAS) RIFcMIERARLEST C S8 LE /N I
HH R SE K ) A4 MRS 1 o 2 SE K A A1 LIRS 0 R A /0N B PP R A s B K 2 B, i i
Fe. TL-25R7% Hr [ MLIE A B2 ARG IS 8] il 42 0 th 26 R AR (AUC) & 1) - tAEARSMESR B B8
P RN N B I35 FR W 52 BB = CAR BRFe i R IR AP e . TL-2 A8 B A 1% SE K I R e M o TL-2110
Thr-3ZAlaff 5848 ((N297G_KtoA) AAPA) 7E37 C£E /NS MILIE A AAE F) FH 25 40\ 20 23 85 15 T
DALY B0 (1) 002 7 b S B AIC RIS T (N297G KtoA) AAPT) ARSI =2 1t o AHEL T (N297G
KtoA) AAPT, (N297G_KtoA) AAPATZFF A fA 4 I i A2 g P A AR P 78 /N B 2 4k i SEAIG IR
T % (AUC) o I8 Bk b A7 1ok B AR SN A i ) (N297G_KtoA)  AAPARK 73 fig AR = 4)
() RAEH TL-2R AT A B Lys 8FLys 9% & J %t & /K iR 5 I8 () 5k 3k , 6 T
(N297G_KtoA) AAPT 25 [E] BE S AR M EL RN iZ I A - FIXHT (N297G_KtoA) AAPT, fEK H & 1%
TR I3 Hh A A IR EZ 31 (N297G KtoA) AAPATESTCIAFaE M TR .

[0321] Pl F-iZ X Jalo ot A 1) B Bt ARy 1 T e e s - B 1 I AT R, G el
RGP 51 DA N B i AE O BRI AL

[0322]  HIUEHY

[0323]  IgGlFc (N297G delK) ::G4S: :hulL-2 (V91K,C125A) TQKSLSPGGGGGSAPTSSSTKKTQLQ
(SEQ 1D NO:32)

[0324] AR

1gG1Fc(N297G_delK):G4S::hull-2(T3N,V91K,C125A) POKSLLSPUGEOGSAPNSSSTKKTOLY (SEQ
ID NO: 35)
1gG1Fc(N297G_delK)::G4S::hulL-2(T3N,S55T,V91K,C125A) POKEY ST SPRCCCGSAPNSTSTKKTOLO (SEQ
ID NO: 36)
[0325]
1gG1Fc(N297G_delK):GGNGT::hull-2(T3A,V91K,C125A) TOKST S LEBECENGTAPASSSTKKTOLY n (SEQ
ID NO: 37)
18G1Fc(N297G_delK):YGNGT::hulL-2(T3A,VO1K,C125A) PRSI SPEVCNGTAPASSSTKKTQLY (SEQ
ID NO: 38)

[0326]  Sijitifs|7 - & B M PK/PDI &

[0327]  FRifE TL—290 5 BIBOT VA AE 45 24 A B 2 TR) 75 0 29 Co 2 55) Sk ik e A A 22
(R EIE o AH S CHE , Tregd 38 B8ORIE0T V51T e 75 2L LA X T Treg MR &2 05 FI FR 2L A 257K
P (L5 Coin) T AR T S B I 1) 25 W) 7K1 1) R 5 8 (IR Cona) AT B ) 52 55
STt F 5 s 3R SE K B 5 (I3 Coin) [ B 4 350 A0 T 00 A& (12 98 4 9% 3 A0 BT 06 75 1)
25K e K R g (IMLVE Coa) 5 £ B 1EAT 1) 22 22 S A K SRR B 1 R 45 24 SRS
[0328]  7E4/M2H (A-D) 1 FFc . V91K (IgG1Fc (N297G delK) ::G4S: :huIL-2 (V91K,C125A) X}
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BENRE 2], 3L (A-C) [ A2, 3 — N (D) BRIk N A 2 5 T8 — AL, #% B R Se
NI 11 25 24 SR X 4 R AR 2 b R B S 36 ) T 1k B AR 2 24 . 3 A K 1) RAS B
(1) B2 T 25 24 AT o v B R R bk B IR ST, AT - BB AIC I de K 2 i (ITTLYA o) R/ BB SR 2N 24
TR (Tregd 1) o ZHL AR 45 24 500 H 7E 550 204K Y 3ANELE Y 104 e /T 50 1 771 & (F
T 1) ALESE 14 R B9 1050 v /T S 4 s, AT Fe 7R 5 5000 ve /T o (149 B v 0 46 551 5 AH AR
) 2K 1) 78 25 [ ) o 35 AR ) B R R 58 (Cua) o T 4L BRI 25 24 SR S 7E 250 A1 14K LL50
WL/ Ty a2, LS5 H AR LG - O 25 24 SRl S AE S5 O FI28 R LASOF 5 / T Fi 45 2« FU¥F
e R E S SRR Tregs ST TR L1 B 2 2 R TC 2 Y B2 1 2 A w1 -
T ik N 25 24 A DIV 25 245 SRS 2 7E BB 0 R BAS O e / T 58 45 24, AT SR VT e K2 5% (Cuax) T
Tregs 2 5 T 2 I KB FE MTreg'® & 7% T AHEL L

[0329]  7F N i [|) i 2 A — N8 2 I R B 258 112 (R T2 80 T AR A
Felf) & & A M5E) HuZ¥Pifk i /K K CD25 L& 4 i A 1 (IL-1B.TNF-a IFN-y .
IL-10.IL-5.IL-4F11L-13) :

[0330]  ZHA:25 2500 CGE— R FIE D 48 (LR Z5R1 2 — A FIE2) 96/ (R 2GR sE —
JE A FE3) V10078 L 10478 L 120785 L 168/ L 216/ L 264 /NiE L 336 /NBE (45 24 B 46
ZJERA) 340/ L3447/ L 360/ L 408/NF (456 /N 504/ 576/ 672/ L7447
BF L840/ F1008 /N

[0331]  AHB: 4525001 (5 — ) J4/NIS L 8/NI 247N L 72/ V12078 L 168718 L 2407
I\ 336/INI (S5 2510 45 = JE ) 340/ L 344 /N L 360/ L4087 INB 456 /NN L 50478
576/ 672/NE L 7447 N5F L840 /I8 FT1008 /M

[0332]  AHC: 4B Z5mT (55— ) J4/NIF 8/ L 247N L 72/ (12078 L 16878 L 2407
INF 336 /NIF V4087 N V504N 672/ NN (25 24 i 25 — JA ) L 676/NNF 680/ f L 696 /N
TAA/NES T2/ L 840/N L9127 N8 L 1008/ L 1080/ NBf AL 176/ o

[0333]  ZAD:4A 2450 (55— FAHA) 0. 25 /NI L 1/NIF L AZINEF (8N L 24 /N L 727N L1207
BF L 168/N L 240/ NB] L 336788 L 408/NEF W 504/ N FI6T 27N

[0334] 75 Z1J ISk [H) s I & A — AN 48 58 B 5 B 40 1) 245 250 (MR i Treg  AE 1A 5 ¥ECD4 N
CD8 THHHE LA S NKAH M ) 4 2 32 24 7 YA HED) -

[0335]  ZHA:45 2577 6 — Ji A A& L) 96 (A2 HTEE — A FIE3) L 168/ L 336/ NKf
(45 2451 55— 30 456/Nis FI576 /N

[0336]  ZHB: 452401 (55— ) 120/ 240/ L 336 /NIF (45 24 Hi &5 — A1) 456/t
576/ N

[0337]  HC:2524miT (55— JE ) 120/ L 240/NKF L6727 NI (45 245 1 48 — ) 792/
912/

[0338]  ZHD: 4R 2RI CE— FIH) 1201240/

[03391 YAk 25 24 iy A 77 B AL W UB 25 24 i 24 /NI BT A5 540 R0 751 B 4L ) I 2 A PR AL,
F M N IS

[0340]  IffL %% :

[0341] @AM THE (& 2R LR 2 7R)

[0342] @4tk
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[0343] @I EH

[0344]  @ILZHfIEL 2

[0345] @ Py I 2R H I A AR P ¥ 20 40 e I 41 25 (IR S (UH5RE)
[0346] @&t o L4 4 iy

[0347] @i/ ITH4K

[0348]  @IML4HfTE &2

[0349] @44 /AT v JEE

[0350] @ F-¥3if/MAARFR

[0351] e IRAL 5

[0352] @M1t ok R TN

[0353] @ HZ & (nFAHL R Img/dL, WPL EZIHA R 1) @ KL AR L
LE3

[0354] @ NEIRE S FLNY

[0355] @ v WAL

[0356] @REA

[0357] @ WLELTET

[0358] @KLEE

[0359] @HEH

[0360] @EkiEEH FIA/G(HEH/BRER) L3R GHER)

[0361] @7 % HE

[0362] @ & fiEL[EH

[0363] @1y =Fi&

[0364] @i T (RALEN FALET)

[0365] @%5

[0366] @Fk

[0367]  SLjitifs8- Juk K i IgG1Fc

[0368]  RARAEAEI) TgGHUMA7E HE (CH2) I 1E & 45 fytge b B B LA A7 Ao 1 4n , A TgGl
Pk B A AL T4 BAsn297 (EUS5) MIBEIEAAL i 185 N ik, T 72 AR e bl AL B AR i 3R
W ELFE FHAE A BEAL S 4 S5 7 T S5 Asn AR B &R (151140, G1n) Bl FBEHAS B A AR 14 5 (41 1)
AsnfUEE T ATabk 5 B AAAsn R JE o A SE 9] 27 1 H 2 B8 B AAAsn (N297G) 1 25 AL o
N297GF ¢ x& H A B 4 1R A= ) P B 2 JO R T a2 Jeg 1k (490 , A s 5 v ) [0 US0) 1 e
AT

[0369]  Fe v Be AT gGHuAA 1) 22 A O 0 IR i 4% 435 ) () 6 88 Sl AR 244 DRI [l 5 i A 34 (X
B RE R AE R B B ) A7 B Asn297 BRI R A AEVE 2 ORI iR S5 1, Asn2971E &
TE = EE T A o G Ly DR AN £ OB JER 1 1T L A 0 1 = 4 A9 T A ) v A ) 12 o B, 22 3%
TG AN R JELA], Gy ] DA EEN297QEEN297A B 44 1) 5t Asn ) B 4K o

[0370]  FHG1yZRAZAsn297 3 BUHA R KEGE R Rk (8iskZ) (FEAi kit 72 ) Ay
2 R TCHE AL 2 T B T, AT TN297Q/I45.6 % A% FN297AI39.6% , X T
N297GHRAZ, K H & [ A FE 1 [N B 4 b (577 2R) 82,6 % « SPHPAE 43 AT S 7R 1) X F
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N297QFIN297 AZE AR A (1) FE A (1) [RTUAC B 43 Lk U IR 46 R 0, ik 466 R U4 R WH v 7 T B SR 4R
A/ B R AT S B PR  AE TR B 2L AR R is AT v B A% 4

(03711 FEAEWHIZG b, PEAS B R A 77 i 7 75 75 22 (B dn, v] e 9 A 25 1 4
) 53 T IVF 2 @ M KRB AR AT IR 2 7 AN I8 A T A A= 7= i A 1) JURS: o 78 7 i) 3 2
il , N297G 52 7~ X pHAZ 4K 1) R i P S N29 TG A SR 4 I & ; SR TIN297QFIN297 A%y 1 LA 20 %
FL0% 1) B AR 1) 38 1 o L AAN297G B A B 47 1y v sl i 1 g e, (H FL A i b L 0 Th e
M52 Fh 5N297QFIN297 AFHALL . 451 4 , ZEADCCIN 5 H , ZRALF-N297QFIN297 A, N297GHR = 41l il 55
P

[0372]  sEjifafsl9-Fo e (I JEHEE AL TgG 1 e

[0373]  AsLji ol id T8 51N TARAL AR B4R v T eGP AR X 2R A RS MR I ¥ o RAR
AR TG R R 52 B 20 1 o AR 1T, X — B89 97 N, W] g 04 75 77 AF AR Bl A= Bl T i 3
5 A, TobE FEA TGy -] F T b 7% BLkE e ADCCH: H 45 & T-Fe v SZARIIA T I& M.
JiE o SR, ORI TgG1 R A L B A T g GUIRAS 2 1 MR VR P (CH2.485 A3 1) A B UL 2 T B
£910°C570°CE60°C) o M %2 3 1) 5 AR (14 ff B Ui 52 670 T b 52 1) TG R 3240 T g G LI 2% o A 4 A 3
S R U, TR AL T gGLAE AR pHAH AR T- B A TGl B FH =i /KPR R 4R

[0374] 7 TREAL —Hiid, Fe w4 /0 6 C—a JR 7~ 22 [8) A 2 B i B 1 32 T 5 M i g ok
Y B FeX H 54N R EE N L T 2. Cy s AR B 1K 54N s 3t — 20 v) T 4 28 B AN TR XY
(V259C-L306C.R292C-V302C.A287C-L306CHIV323C-1332C) - AT FH I ARt A% (1) CH245 4
WARIALE, (1) @& AAPESE, (11) mEFc v ZARMFcRnAH ELAE AL, (Dv) 57
AT R (g s 7 ) 25

[0375]  7F JCHHEFEALN29 7GR 3 5t A B BC T ) 2F e 20 BR AR o A 348 SR R A 1 2 ) S 74
AN TTARAAL i R R 3T B AN BT T AR TS S5 AR e i B . V259C-1306CRAF oK IE
BT B AR, T 5 3505 O AFAE T CH245 M3 b 1 R AR Ak i A T . 573 A 34N et
R292C-V302C.A287C-L306CHIV323C-1332CHn ffr il FA A5 T (1, T AT B — Mt Bt o s — o
I INZEN297GRAR FEUARRS T H AR HIN297GHR AR 215 °C 1) i 8 M $E i - 7ER292C-V302C
A287C-L306CHIV323C-T1332C Wb 4 b, 24 ) Ok B i FH NS, R292C-V302CHIA287C—
L306CEA B UF (25850 115 (5 B L R FI9O R t1/2) » 3% 55 78 KB AR5 5E BT A TR B
BHR M t1/2 I CH2Z5 3 T B8 (GongZE N\, J.Biol.Chem.2009284:14203-14210) M 22 1)
BN T RHAE TS A

[0376]  TAEALCH2Z5 M3 (1) A B $e =y o bl B Ab 7 T IR 1 (5 BB TGl T 4H
) (10°CZE15°C MR FE R B s, i i 22 R EHGEN E 1) « AR SCh iR 1 T2
AL T3 R AR TR L , B a0 BT O 7E 29100 %6 BB AR T2 B AR Ay o 52 24
EjCH2 45 a3 A FF I B B s AN [R] , A SR IR 1) — B8 AS 5200 K B PK

[0377]  Sjitifs10

[0378]  fAAPEL A VITK 5 NS88D I AS X >k [ £ B AN ¥ TRINK 4H i = (1) B2 25 1 1E o 72
CD25FFAERIAE L T (4 I pSTATS N 25 (1CDACD25 T 145 (I TZH M) , VO1K T A8 o B A TL-2R
5SS R R, AT N X N TL-2RIGE 1 , 7] 4 20 o SR 1T , ZECD25ANAFE Y 151
T (&1L pSTATS N 25 AINK T i 184 58 (K 9 AhCD25 [ T4 (K TER ) , VO1K AR B8 i 25 Ml 95 &
BENRAI TL-2R15 55 5 o M Hb , Fe .N88DIE 7n HFce . VOIKAE N &I I TR 5 55 S
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1 Y SE MBI £ B0 4 i FP R CD25 TR AR AP (IR 95 IR 15 5 7% 5 R 2 PP IR I A4 A K diE R
Y B b o4 T BE 58 (1 s 7P e . NSSDWL & 21 6 7 B # TUF e . VOTKAE N 3233 P T
fEM.

[0379]  2%2. VOIKEINSSDZRAZ A N AR A ) 44 S0 22 1 FH A ik

4 fo pSTATS ,. NK
CD25+ Témje, CD25-Témpe,  ORIEH
VOIK 2t K @ v oo v
0380) | vouk af A v v N
an — T S aaam
N8sD = A b S N 2

[0381]  SEjifsl-11

[0382]  7E BN AT 2AMA N T AT 28— BRI ST R TR B B e VO LKA 5 il 5 1Y
JEl 45 25 Ta) B LA 56 4 BG40 245480 715 (PK) RIZ5 2805 (PD) 45 /2 15 U788 ) 88— ) & (1) o
Zr s (BITOARIB) oA FHZR Tl 7= A2 i Treg N2 1 56 — 77 & (50ug/kg) FIERIYA TT % 1Y
T RRAEE R (10ng/kg) « RIAAR B R10ug/kg /& 75 KK, £ 551 3AI5 R HR- A 755 LA
JRLE 1) R B 1t o 125 24 7 RAE 65 R Ja PR 5 R F HL Ik 50ug /kg K (SC) 7 & S AL 1) 2 5 AH
I () % 55, (H B A5 5K C—max o £EI5K 255 b IV v, Bk T 5 1 () 245 0 2 75 , 50ug kg )
K P (TV) 2 AR B3 ok 1 2 PD IR 8 70 22 5 o AT 58 1A 485 R o B — N R K 5 5 o
TregA K MN& M A FH A (AR) BiTef FEINKA K, 3 HAE S 14K B EE 28 K5 25 IR M
Z RSB R .

[0383] 3. M5 RERATFLAT LB

(03841 [ IR 425 (KD FlkFe V91K
1 4 1,3,5,15 10ug/kg SC
2 4 1,15 50ug/kg SC
3 4 1,29 50ug/kg SC
4 4 1 50ug/kg IV

[0385] &5 A BRI AT A T SRR A I 1.3.100.2000g/kg (SC) FIFc . VOIKA &6 IT
T WA bs , I HA¥%i s 578 93.10.100.200ug//kg (SC) 1) 5 55 (11 i 5h 7 F ¢ . NSSD A5
43.10.30.100ng/kg (SC QDx5) ffl PROLEUKIN “HH L 45 o 36 T 2 FF 19 N AEE N R K255
9 (HartemannZ: N\ ,2013,Lancet Diabetes Endocrin 1:295-305;SaadounZt A,
2011 ,NEJM 365:2067-77;AoyamaZf N\ ,2012,Am J Transplantation 12:2532-37) i+
PROLEUKIN® I, HK B i 751 & #E 47 QDx 5t F LA FIHCV ik 46 A1 B JR 975 (T1D)
AR 771 B TL- 210 R 1R 566

[0386] R4, AT 35 — (MR 7E I L it
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4| B FE B 1AM E F2AMaE
AER: HESC AEKR: HESC

1 4 PROLEUKIN® | % 1-5 K: 3pugkeg | % 14-18 X: 30 pgkg
03871 2 4 PROLEUKIN® Eﬁfl-S X: 10 ugkg ﬁ%rm-ls X: 100 pg/kg
3 4 Fc.V91K % 1 R: 1ugkg % 14 X: 100 pg/kg
4 4 Fe.VI1K % 1 R: 3ugkg % 14 X: 200 pg/kg
5 4 Fc.N88D % 1 R: 3ugkg % 14 X: 100 pg/kg
6 4 Fc.N88D % 1KR: 10ugke | % 14 X: 200 pg/kg

[0388]  ZEP11A-Frb, Son 1 40 N 25 AU A IS CRPI Bh 175 o« x—Jl_E B IS 1) Bl 6l T 28
ORI AEZE T RAE NI 28— IR 4 K.

[0389] TE4L &, N B B IL-28 488 [ L 55 101897 & 1% S b )
PROLEUKIN® 52301 Treg & & 5 K[ Treg & 4 (B 12AF1B) . % F PROLEUKIN®, Treg
BB SNKFNIE FR VLR 40 i 1) AE K R) 25 o AN B2 BR T )45 5 B 4G, W R P bt 4 B 1) AR K R
HIRIXS IL-297 VA N2, FF HLATRE 2 IL-21 S 15k H CD25 4 R bk B FE I A G TL-5 10 45
CDAFICDS TeffHI A KAEfiTregt £25-35% FICD4 T & F &4 A0, Fe . VIIK
FFc . N88D LA AH X F-NK 4 g A1 FR P4 b 41 Al 5 K A I 8614 155 S Treg K, 3 HAZ ¥ Tef £ 24E
K5 T Treg & £ 8 >40% [11CDA TR fr) AR L5 &

[0390] 7 STk AR 4R S A TR 2 TL—-21% PRAREG b, A A2 1 25— AR A2 I JERE I RE AN & #44 o [A]
I, B8 T BB T B LAAR , A TR B R RIS T R A A AR £ . tnE 120 BRI,
T PROLEUKIN®HIFAN 5 @ 7 &, R ILCRP/K - 54438 735 « % TFe . VI1K , 76 i i 7| &
A B A R A 3 v, 9T HLEEURAR T & U S BCRP Y b= ¥ hn . IR I, CRP ] - 1
AN X A A BH R 43T FRIR 97 B N8 RN/ B8 A T 7 B v i s TR s P B RR .

[0391]  ZE PROLEUKIN® -4t H (1) Zh 4 v if W 82 3| e 30, prik 22V 4EFc . VO1K -8
Fe .NSSD-A0HR ) 2149 v AR AC B S s A7 76 T3 o (B 12D) o 20 B /INASE 8 e 40 A1
1 (7K 485 ) H PROLEUKIN® (7697 B AK, AR T S BB 3 KR Treg 8 41
Fc. V91K Fc . NSSDI 75 & JLF- ANy /N B AN IR /NI B 2 5 48 b ATk, 31X 26 B s 28 W3 A1
Fc.V91K-E{Fc . N88DXf H3 VA IT I VAT T T & 3% K T F) F PROLEUKIN® VA7 1)
TRITH o

[0392]  sEjfpl-12

[0393]  7E ik & BB [a] A b, Sk B S e 118 26 — & O i 50 1) IV B9 Bt 2 ) P Ak
(ADA) (J13) o B T HorpiE it 2 4 8 A Fe . VO LKA 5 1 A% 5 O ADAMES I He B e A x ity |
77 A B 28 5 s A MR ADAR B ] AR LR, — R e & s — AN R G 2 /0 15K /=
HADA, FEZH 2T, BT A S 2 A AS ADAFA 1 , £EZH 37, ADATE 25 — 7 J5 158 B £ K — 3K
o HBLAES R . M E 55 162K PL50ug / ke B85 2 1R 21K 45 245, 4 8 Ja (BE190°K) Ar
AN E 4 MR AS 2 ADABH M 11 72 A= e SR ADA(E 5 (210, 212) FIZH 37 124N sh) Je Ik
FIRIPDIN s, 515 5 JE A0 X e s b oW 22 2 i 9R /NF C-max — B 2R 44 (50ug/ke
V) H (1) B s 2 K 2 ADARH PE 1Y) o ADAXS T TL-2 FF ¢ 55 Ra 382 il 57 14 14, 1% P 8 T )
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Rl FEEAEIL-25 N1L-2 (VO1K,C125A) 22 [8] ) 8N G JE MR 1Y) 22 57 o A IR ADA R A ATV 14
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[0001]

<110>

<120>

<130>

<140>
<141>

<150>
<151>

<160>

<170>

<210>
<2115
<212>
<213>

<220
<223>

220
221>
222>
223>

<400>

FFFI&
AMGEN INC.

AT TRTERNT B ERN B2 REES

A-1826-WO-PCT

61/784, 669
2013-03-14

38
PatentIn 3.5 K%
1

133
PRT

ALFF3

ATFHIaIRmR: SRSk

MOD_RES
(125). . (125)
Cys, Ser, Val Bf Ala

I

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His

1

5 10

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn

20 25

Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe Tyr

39 40 45

46

15

Asn Tyr Lys
30

Met Pro Lys
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[0002]

Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
50 55 60

Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu
65 70 75 80

Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Lys Ile Val Leu Glu Leu
85 90 95

Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala
100 105 110

Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Xaa Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 2

<211> 133
<212> PRT
213> BA

<220>
<221> MOD_RES

<222> (125).. (125)

223> Cys, Ser, Val Bf Ala

<400> 2
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
1 5 10 15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys
20 25 30
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[0003]

Asn Pro Lys

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 3

<2l1> 227
<212> PRT
Q213> EA

<400> 3

Asp Lys Thr
1

Gly Pro Ser

Leu

Glu

Glu

Asp

Glu

100

Glu

Leu

Thr

Leu

Val

Leu

85

Thr

Phe

Thr

Arg

Lys

Leu

70

Ile

Thr

Leu

Met

His

55

Asn

Ser

Phe

Asn

His Thr Cys Pro

5

Val Phe Leu Phe

20

Ile Ser Arg Thr Pro Glu Val

35

Leu Thr Phe
40

Leu Gln Cys

Leu Ala Gln

Asn Ile Asn
90

Met Cys Glu
105

Arg Trp Ile
120

Pro Cys Pro
10

Pro Pro Lys
25

Thr Cys Val
40

48

Lys Phe Tyr
45

Leu Glu Glu
60

Ser Lys Asn

5

Val Ile Val

Tyr Ala Asp

Thr Phe Xaa
125

Ala Pro Glu

Pro Lys Asp

Val Val Asp
45

Met Pro Lys

Glu Leu Lys

Phe His Leu
80

Leu Glu Leu
95

Glu Thr Ala
110

Gln Ser Ile

Leu Leu Gly
15

Thr Leu Met
30

Val Ser His
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[0004]

Glu

His

65

Arg

Lys

Glu

Tyr

Leu

145

Trp

Val

Asp

His

Asp
50

Asn

Val

Glu

Lys

Thr

130

Thr

Glu

Leu

Lys

Glu
210

Pro

Ala

Val

[yr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Ala

Glu

Lys

Ser

Lys

100

[le

Pro

Leu

Asn

Ser

180

Arg

Leu

Val

Thr

Val

Cys

Ser

Pro

Val

Gly

165

Asp

Trp

His

Lys

70

Leu

Ser

Lys

150

Gln

Gly

Gln

Asn

5 Pro

Thr

s Val

s Ala

Arg

135

Gly

Pro

Ser

Gln

His
215

Asn

Arg

Val

Ser

Lys

120

Glu

Phe

Glu

Phe

Gly

200

Tyr

Trp Tyr Val

Glu

Leu

Asn

105

Gly

Glu

Tyr

Asn

Phe

185

Asn

Thr

49

Glu

His

90

Gln

Met

Pro

Asn

170

Leu

Val

Gln

Gln
75

Gln

s Ala

Pro

Thr

Tyr

Tyr

Phe

Lys

Asp Gly
60

Tyr Asn

Asp Trp

Leu Pro

Arg Glu
125

Lys Asn
140

Asp Ile

Lys Thr

Ser Lys

Ser Cys

205

Ser Leu
220

Val

Ser

Leu

Ala

110

Pro

Gln

Ala

Thr

Leu

190

Ser

Ser

Glu

Thr

Asn

95

Pro

Gln

Val

Val

Pro

175

Thr

Val

Leu

Val

Tyr

80

Gly

[le

Val

Ser

Glu

160

Pro

Val

Met

Ser
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Pro Gly Lys
225
210> 4
211> 226
<212> PRT
213> AILFF)
220>
223> ATFFFIfHR: SREAK
<400> 4
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
1 5 10 15
Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
0005
[ : Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45
Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60
His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Gly Ser Thr Tyr
65 70 78 80
Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90 95
Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

50
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[0006]

115

Tyr Thr Leu Pro
130

Leu Thr Cys Leu
145

Trp Glu Ser Asn

Val Leu Asp Ser

180

Lys Ser Arg
195

Asp

His Glu Ala Leu

210

Pro Gly
225

210> 5
Q11> 5
<212> PRT
213> ATFEF)

<220

Pro Ser Arg
135

Val Lys Gly

150

Gly Gln Pro

165

Asp Gly Ser

Trp Gln Gln

His Asn His T

215

120

Glu

Phe

Glu

Phe

Gly

200

[yr

223> ALFEFIayHR: &HUK

<400> 5
Gly Gly Gly Gly
1

Ser
5

Glu Met

Tyr Pro S

Asn Asn

170

Phe Leu

185

Asn Val

Thr Gln

51

Thr

Tyr

Tyr

Phe

Lys

125

Lys Asn
140

- Asp Ile

Lys Thr

Ser Lys

Ser Cys
205

Ser Leu
220

Gln Val Ser

Ala Val Glu

160

Thr Pro
175

Pro

Leu Thr Val

190

Ser Val Met

Ser Leu Ser
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[0007]

<210> 6
211> 5
212> PRT

213> AIFF

220>
223> AITRFIGFR: &R

<400> 6
Gly Gly Asn Gly Thr
1 5

210> 7

211> 5

212> PRT
213> AIFF

<220>
223> ATFFIRIHEE: 5Bk

400> 7
Tyr Gly Asn Gly Thr
1 5

210> 8

<211> 133
212> PRT
213> AIFF)

220>
223> ATFFIGIRER: EREAK

<400> 8
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
1 5 10 15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys
20 25 30

Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe Tyr Met Pro Lys

52
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[0008]

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

[le Ser Thr

130

<210> 9
<211> 133
<212> PRT

Glu

Glu

Asp

Glu

100

Glu

Leu

Q213> ATFH|

<2200

Leu

Ala

Leu

85

Thr

Phe

Thr

Lys

Leu

70

Ile

Thr

Leu

40 45

His Leu Gln Cys Leu Glu Glu Glu
55 60

Asn Leu Ala Pro Ser Lys Asn Phe
75

Ser Asp Ile Asn Val Ile Val Leu
90

Phe Met Cys Glu Tyr Ala Asp Glu
105 110

Asn Arg Trp Ile Thr Phe Ala Gln
120 125

223> ANILFEFIGHR:. RS

<400> 9

Leu Lys

His Leu
80

Glu Leu
95

Thr Ala

Ser Ile

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His

1

-

J

10

15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Ser Tyr Lys

20

25 30

53
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[0009]

Asn Pro Lys
35

Lyvs Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 10
<211> 133
<212> PRT

Leu

Glu

Glu

Asp

Glu

100

Glu

Leu

Q213> AILFFF|

<220>

Thr Arg

Leu Lys

Ala Leu
70

Leu Ile

85

Thr Thr

Phe Leu

Thr

Met

His

55

Asn

Ser

Phe

Asn

Leu Thr Phe Lys Phe Tyr Met Pro

40

Leu Gln Cys Leu Glu Glu Glu Leu

Leu Ala Pro Ser Lys Asn Phe His

Asp Ile Asn Val Ile Val Leu Glu

Met Cys Glu Tyr Ala Asp Glu Thr

Arg Trp Ile Thr Phe Ala Gln Ser

120

223> AIFFIgyHE: SlEAK

<400> 10

90

105

75

60

45

125

110

95

Lys

Lys

Leu

80

Leu

Ala

Ile

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His

|

5

10

15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys

20

25

54

30
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[0010]

Asn Pro Arg Leu Thr Arg Met Leu Thr Phe Lys Phe Tyr Met Pro Lys
35 40 45

Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
50 ab 60

Pro Leu Glu Glu Ala Leu Asn Leu Ala Pro Ser Lys Asn Phe His Leu
65 70 75 80

Arg Pro Arg Asp Leu Ile Ser Asp Ile Asn Val Ile Val Leu Glu Leu
85 90 95

Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala
100 105 110

Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Ala Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 11
211> 133
<212> PRT
213> ATFF|

<220>
223> AIFFIggHRE: SFAR

400> 11
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
1 5 10 15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys
20 25 30

55
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[0011]

Asn Pro Lys

35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

[le Ser Thr

130

210> 12
<211> 133
<212> PRT

Leu

Glu

Glu

Asp

Glu

100

Glu

Leu

Q213> ANTFH|

<2200

Ala Arg

Leu Lys

Ala Leu
70

Leu Ile

85

Thr Thr

Phe Leu

Thr

Met Leu Thr Phe Lys

His

55

Asn

Ser

Phe

Asn

40

Leu Gln Cys Leu

Leu Ala

Asp Ile

Met Cys

105

Arg Trp

120

223> AIRFFIRIRE: STk

Pro Ser
Fil>

Asn Val
90

Glu Tyr

Ile Thr

Phe Tyr Met
45

Glu Glu Glu
60

Lys Asn Phe

Ile Val Leu

Ala Asp Glu
110

Phe Ala Gln
125

Pro

Leu

His

Glu

Thr

Ser

Lys

Lys

Leu

80

Leu

Ala

Ile

400> 12

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
1 5 10 15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys

56
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20 25 30

Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe Tyr Met Pro Glu
35 40 45

Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
50 55 60

Pro Leu Glu Glu Ala Leu Asn Leu Ala Pro Ser Lys Asn Phe His Leu
65 70 75 80

Arg Pro Arg Asp Leu Ile Ser Asp Ile Asn Val Tle Val Leu Glu Leu
85 90 95

Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala

100 105 110
[0012]

Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Ala Gln Ser Ile
115 120 125

[le Ser Thr Leu Thr
130

<210> 13
<211> 133
<212> PRT
213> AITFF)

<220>
223> ANILFFIHR: RS
<400> 13

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
1 5 10 15

57
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[0013]

Leu

Asn

Pro

65

Arg

Lys

Thr

Ile

Leu Leu

Pro Lys
35

Ala Thr
50

Leu Glu

Pro Arg

Gly Ser

Ile Val

115

Ser Thr
130

<210> 14
<211> 133
<212> PRT

Q213> AILFFF)

€220>
223> AIFFIggHRR: SREAR

<400> 14
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu GIn Leu Glu His

1

Asp
20

Leu

Glu

Asp

Asp

Glu

100

Glu

Leu

Leu

Thr

Leu

Ala

Leu

85

Thr

Phe

Thr

6]

Gln

Arg

Lys

Leu

70

Ile

Thr

Leu

Met

Met

His

55

Asn

Ser

Phe

Asn

Ile

Leu

40

Leu

Leu

Asp

Met

Arg
120

Leu Asn
25

Thr Phe

Gln Cys

Ala Pro

Ile Asn

90

Cys Glu
105

Gly Ile Asn

Lys Phe Tyr
45

Leu Glu Glu
60

Ser Lys Asn
75

Val Ile Val

Tyr Ala Asp

Asn

30

Met

Glu

Phe

Leu

Glu
110

Trp Ile Thr Phe Ala Gln

10

58

125

Tyr

Pro

Leu

His

Glu

95

Thr

Ser

15

Lys

Lys

Lys

Leu

80

Leu

Ala

Ile
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[0014]

Leu

Asn

Lys

Pro

65

Arg

Lys

Thr

Ile

Leu Leu

Pro Lys
35

Ala Thr
50

Leu Glu

Pro Arg

Gly Ser

Ile Val

115

Ser Thr
130

<210> 15
211> 133
<212> PRT
213> ATFF

€220>
223> AIFFIggHRk: SEEAR

<400> 15
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu GIn Leu Glu His

|

Asp

20

Leu

Glu

Glu

Asp

Glu

100

Glu

Leu

Leu

Thr

Leu

Ala

Leu

85

Thr

Phe

Thr

6]

Gln

Arg

Lys

Leu

70

Ile

Thr

Leu

Met

Met

His

55

Arg

Ser

Phe

Asn

Ile

Leu

40

Leu

Leu

Asp

Met

Arg
120

Leu Asn
25

Thr Phe

Gln Cys

Ala Pro

Ile Asn

90

Cys Glu
105

Trp Ile

10

59

Gly

Lys

Leu

Ser

75

Val

Tyr

Thr

Ile Asn Asn
30

Phe Tyr Met
45

Glu Glu Glu
60

Lys Asn Phe

Ile Val Leu

Ala Asp Glu
110

Phe Ala Gln
125

Tyr

Pro

Leu

His

Glu

95

Thr

Ser

15

Lys

Lys

Lys

Leu

80

Leu

Ala

Ile
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[0015]

Leu Leu Leu

Pro Arg
35

Asn

Ala Thr
50

Lys

Pro Leu Glu

65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val

115

Ser Thr
130

210> 16
211> 364
<212> PRT

Asp

20

Leu

Glu

Asp

Asp

Glu
100

Glu

Leu

213> ATF%)

<2200

Leu Gln

Thr Arg

Leu Lys

Val Leu

70

Leu Tle

85

Thr Thr

Phe

Leu

Thr

Met

Met

His

55

Asn

Ser

Phe

Asn

[le Leu Asn
25

Leu Thr Phe
40

Leu Gln Cys

Leu Ala Gln

Asp Tle Asn

90

Met Cys Glu

105

Arg Trp Ile
120

223> AIRFIRIRE: ST

<400> 16

Gly Ile Asn

Phe Tyr
45

Lys

Glu Glu
60

Leu

Ser Lys Asn

Val Tle Val

Tyr Ala Asp

Thr Phe Ala

125

Asn
30

Met

Glu

Phe

Leu

Glu

110

Gln

Tyr

Pro

Leu

His

Glu

95

Thr

Ser

Lys

Glu

Lys

Leu

80

Leu

Ala

[le

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

60
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[0016]

]

Gly

Ile

Glu

His

65

Arg

Lys

Glu

Tyr

Leu

145

Trp

Val

Pro

Ser

Asn

Val

Glu

Lys

Thr

130

Thr

Glu

Leu

Ser

Arg

35

Pro

Ala

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Val Phe
20

Thr Pro

Glu Val

Lys Thr

Ser Val

85

Lys Cys
100

Ile Ser

Pro Pro

Leu Val

Asn Gly

165

Ser Asp

Leu

Glu

Lys

Lys

70

Leu

Lys

Lys

Ser

Lys

150

Gln

Gly

Phe

Val

Phe

Pro

Thr

Val

Ala

Arg

135

Gly

Pro

Ser

Pro

Thr

40

Asn

Arg

Val

Ser

Lys

120

Glu

Phe

Glu

Phe

10

Pro Lys
25

Cys Val

Trp Tyr

Glu Glu

Leu His

90

Asn Lys

105

Gly Gln

Glu Met

Tyr Pro

Asn Asn

170

Phe Leu

61

Pro

Val

Val

Gln

Gln

Ala

Pro

Thr

Ser

155

Tyr

Tyr

Lys

Val

Asp

60

Tyr

Asp

Leu

Lys

140

Asp

Lys

Ser

Asp

Asp

45

Gly

Gly

Trp

Pro

Glu

125

Asn

Ile

Thr

Lys

Thr

30

Val

Val

Ser

Leu

Ala

110

Pro

Gln

Ala

Thr

Leu

Leu

Ser

Glu

Thr

Asn

95

Pro

Gln

Val

Val

Pro

175

Thr

Met

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val
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[0017]

Asp

His

Pro

225

Thr

Asn

Phe

Cys

Gln

305

Asn

Glu

Ile

Lys Ser
195

Glu Ala

210

Gly Gly

Gln Leu

Gly Ile

Lys Phe

275

Leu Glu

290

Ser Lys

Val Ile

Tyr Ala

Thr Phe

180

Arg

Leu

Gly

Gln

Asn

260

Tyr

Glu

Asn

Val

Asp

340

Ala

Trp

His

Gly

Leu

245

Asn

Met

Glu

Phe

Leu

325

Glu

Gln

Gln

Asn

Gly

230

Glu

Tyr

Pro

Leu

His

310

Glu

Thr

Ser

Gln

His

215

Ser

His

Lys

Lys

Lys

295

Leu

Leu

Ala

Ile

185

Gly Asn Val
200

Tyr Thr Gln

Ala Pro Thr

Leu Leu Leu
250

Asn Pro Lys
265

Lys Ala Thr
280

Pro Leu Glu

Arg Pro Arg

Lys Gly Ser
330

Thr Tle Val
345

Ile Ser Thr

62

Phe

Lys

Ser

235

Asp

Leu

Glu

Glu

Asp

315

Glu

Glu

Leu

Ser

Ser

220

Ser

Leu

Thr

Leu

Val

300

Leu

Thr

Phe

Thr

Cys

205

Leu

Ser

Gln

Arg

Lys

285

Leu

Ile

Thr

Leu

190

Ser

Ser

Thr

Met

Met

270

His

Asn

Ser

Phe

Asn

350

Val

Leu

Lys

Ile

255

Leu

Leu

Leu

Asn

Met

335

Arg

Met

Ser

Lys

240

Leu

Thr

Gln

Ala

Ile

320

Cys

Trp
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355 360

210> 17

<211> 364

<212> PRT

Q213> AILFF|

220>

223> ALFFFIfmR: W&k

<400> 17

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

1 5 10 15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20 25 30
Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
[0018]

39 40 45

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50 55 60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Gly Ser Thr Tyr

65 70 75 80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

85 90 95
Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105 110

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

115 120 125

63
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[0019]

Tyr

Leu
145

Trp

Val

Asp

His

Pro

225

Thr

Asn

Phe

Cys

Thr Leu Pro
130

Thr Cys Leu

Glu Ser Asn

Leu Asp Ser
180

Lys Ser Arg
195

Glu Ala Leu
210

Gly Gly Gly

Gln Leu Gln

Gly Ile Asn
260
Lys Phe Tyr

275

Leu Glu Glu
290

Pro

Val

Gly

165

Asp

Trp

His

Gly

Leu

245

Asn

Met

Glu

Ser

Lys

150

Gln

Gly

Gln

Asn

Gly

230

Glu

Tyr

Pro

Leu

Arg

135

Gly

Pro

Ser

Gln

His

215

Ser

His

Lys

Lys

Lys
295

Glu

Phe

Glu

Phe

Gly

200

Tyr

Ala

Leu

Asn

Lys

280

Pro

Glu Met

Tyr Pro

Asn Asn

170

Phe Leu
185

Asn Val

Thr Gln

Pro Thr

Leu Leu

250

Pro Lys

265

Ala Thr

Leu Glu

64

Thr

Ser

155

Tyr

Tyr

Phe

Lys

Ser

235

Asp

Leu

Glu

Glu

Lys Asn
140

Asp Ile

Lys Thr

Ser Lys

Ser Cys
205

Ser Leu
220

Ser Ser

Leu Gln

Thr Arg

Leu Lys

285

Ala Leu
300

Gln Val

Ala Val

Thr Pro

175

Leu Thr
190

Ser Val

Ser Leu

Thr Lys

Met Ile

235

Met Leu
270

His Leu

Asn Leu

Ser

Glu

160

Pro

Val

Met

Ser

Lys

240

Leu

Thr

Gln
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[0020]

Pro Ser Lys Asn Phe His Leu Arg
305 310

Asn Lys Ile Val Leu Glu Leu Lys
325

Glu Tyr Ala Asp Glu Thr Ala Thr
340

Ile Thr Phe Ala Gln Ser Ile Ile
355 360

210> 18
211> 364
<212> PRT
213> ATLFF

<220>
223> ATFFFI8IfR: SEE K

<400> 18
Asp Lys Thr His Thr Cys Pro Pro
1 5

Gly Pro Ser Val Phe Leu Phe Pro
20

Ile Ser Arg Thr Pro Glu Val Thr
35 40

Glu Asp Pro Glu Val Lys Phe Asn
50 55

His Asn Ala Lys Thr Lys Pro Arg
65 70

Pro Arg

Gly Ser
330

[le Val
345

Ser Thr

Cys Pro
10

Pro Lys

25

Cys Val

Trp Tyr

Glu Glu

65

Asp

315

Glu

Glu

Leu

Ala

Pro

Val

Val

Gln
i)

Leu Ile Ser Asn

Thr Thr Phe Met
335

Phe Leu Asn Arg
350

Thr

Pro Glu Leu Leu
15

Lys Asp Thr Leu
30

Val Asp Val Ser
45

Asp Gly Val Glu
60

Tyr Gly Ser Thr

Ile

320

Cys

Trp

Gly

Met

His

Val

Tyr
80
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[0021]

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

85

90

95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

100

105

110

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

115

120

125

Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser

130

135

140

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu

145

150

155

160

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165

170

175

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

180

185

190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

195

200

205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

210

215

220

Pro Gly Gly Gly Gly Gly Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys

225

230

235

240

Thr Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu

245

66

250

255
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[0022]

Asn Gly Ile

Phe Lys Phe

275

Leu Glu
290

Cys

Gln
305

Ser Lys

Asn Lys Ile

Glu Tyr Ala

Ile Thr Phe

355

<210> 19
<211> 364
<212> PRT

Asn

260

Tyr

Glu

Asn

Val

Asp
340

Ala

213> ATLFEH|

<220>

Asn Tyr

Met Pro

Glu Leu

Phe His

310

Leu Glu

325

Glu Thr

Gln Ser

Lys

Lys

Lys

295

Leu

Leu

Ala

Ile

Asn

Lys

280

Pro

Arg

Lys

Thr

Ile
360

223> AIFFIggHRE: SFAR

<400> 19

Pro Lys Leu
265

Ala Thr Glu

Leu Glu Glu

Pro Arg Asp
315

Gly Ser Glu
330

Ile Val Glu
345

Ser Thr Leu

Thr

Arg

Leu Lys

Val

300

Leu

Thr

Phe

Thr

Ile

Thr

Leu

Met

270

His

Asn

Ser

Phe

Asn
350

Leu

Leu

Leu

Asn

Met

335

Arg

Thr

Gln

Ala

Ile

320

Cys

Trp

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly

|

5

10

15

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

20

25

67

30
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[0023]

[le Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His

35

40

45

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val

50

a5

60

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Gly Ser Thr Tyr

65

70

75

80

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly

85

90

95

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile

100

105

110

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val

115

120

125

Tyr Thr Leu Pro Pro Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser

130

135

140

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu

145

150

155

160

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

165

170

175

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val

180

185

190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met

195

200

68

205
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[0024]

His

Pro

225

Thr

Asn

Phe

Cys

Pro

305

Asn

Glu

Ile

Glu Ala
210

Gly Gly

Gln Leu

Gly Ile

Lys Phe

275

Leu Glu
290

Ser Lys

Val Ile

Tyr Ala

Thr Phe
355

<210> 20
<211> 364

Leu

Gly

Gln

Asn

260

Tyr

Glu

Asn

Val

Asp

340

Ala

His

Gly

Leu

245

Asn

Met

Glu

Phe

Leu

325

Glu

Gln

Asn

Gly

230

Glu

Tyr

Pro

Leu

His

310

Glu

Thr

Ser

His

215

Ser

His

Lys

295

Leu

Leu

Ala

Ile

Tyr

Ala

Leu

s Asn

280

Pro

Arg

Lys

Thr

Ile
360

Thr Gln

Pro Thr

Leu Leu
250

Pro Lys
265

s Ala Thr

Leu Glu

Pro Arg

Gly Ser
330

Ile Val
345

Ser Thr

69

Lys

Ser

235

Asp

Leu

Glu

Glu

Asp

315

Glu

Glu

Leu

Ser

220

Ser

Leu

Thr

Leu

Ala

300

Leu

Thr

Phe

Thr

Leu

Ser

Gln

Arg

Lys

285

Leu

Ile

Thr

Leu

Ser

Thr

Met

Met

270

His

Asn

Ser

Phe

Asn
350

Leu

Lys

Leu

Leu

Leu

Asp

Met

335

Arg

Ser

Lys

240

Leu

Thr

Gln

Ala

Ile

320

Cys

Trp
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[0025]

<212> PRT
213> ALFF)

220>
223> AILFFIRHR: EREHK

400> 20
Asp Lys Thr His

1

Gly

Ile

Glu

His

Arg

Lys

Glu

Tyr

Leu

Pro Ser

Ser Arg
35

Asp Pro
50

Asn Ala

Val Val

Glu Tyr

Lys Thr
115

Thr Leu
130

Thr Cys

Val

20

Thr

Glu

Lys

Ser

Lys

100

Ile

Pro

Leu

Thr Cys

5

Phe Leu

Pro Glu

Val Lys

Thr Lys

70

Val Leu

85

Cys Lys

Ser Lys

Pro Ser

Val Lys

Pro

Phe

Val

Phe

95

Pro

Thr

Val

Ala

Arg

135

Gly

Pro Cys

Pro Pro
25

Thr Cys
40

Asn Trp

Arg Glu

Val Leu

Ser Asn

105

Lys Gly
120

Glu Glu

Phe Tyr

Pro

Lys

Val

Tyr

Glu

His

90

Lys

Gln

Met

Pro

70

Ala Pro

Pro Lys

Val Val

Val Asp

60

Gln Tyr

Gln Asp

Ala Leu

Pro Arg

Thr Lys

140

Ser Asp

Glu

Asp

Asp

45

Gly

Gly

Pro

Glu
125

Asn

Ile

Leu

Thr

30

Val

Val

Ser

Leu

Ala

110

Pro

Gln

Ala

Leu

15

Leu

Ser

Glu

Thr

Asn

95

Pro

Gln

Val

Val

Gly

Met

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu
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[0026]

145

Trp

Val

Asp

His

Pro

225

Thr

Asn

Phe

Cys

Gln

305

Asn

Glu Ser

Leu Asp

Lys Ser
195

Glu Ala
210

Gly Gly

Gln Leu

Gly Ile

Lys Phe

275

Leu Glu
290

Ser Lys

Val Ile

Asn

Ser

180

Arg

Leu

Gly

Gln

Asn

260

Tyr

Glu

Asn

Val

Gly

165

Asp

Trp

His

Gly

Leu

245

Asn

Met

Glu

Phe

Leu

150

Gln

Gly

Gln

Asn

Gly

230

Glu

Pro

Ser

Gln

His

215

Ser

His

Tyr Ly:

Pro

Leu

His

310

Glu

Lys

Lys

295

Leu

Leu

Glu

Phe

Gly

200

Tyr

Ala

Leu

Asn

Lys

280

Pro

Arg

Lys

Asn Asn
170

Phe Leu
185

Asn Val

Thr Gln

Pro Thr

Leu Leu

250

Pro Lys
265

Ala Thr

Leu Glu

Tyr

Tyr

Phe

Lys

Ser

235

Asp

Leu

Glu

Glu

Pro Arg Asp

Gly Ser

71

315

Glu

Lys Thr

Ser Lys

Ser Cys
205

Ser Leu
220

Ser Ser

Leu Gln

Thr Arg

Leu Lys
285

Val Leu
300

Leu Ile

Thr Thr

Thr

Leu

190

Ser

Ser

Thr

Met

Met

270

His

Asn

Ser

Phe

Pro

175

Thr

Val

Leu

Lys

Ile

255

Leu

Leu

Leu

Asp

Met

160

Pro

Val

Met

Ser

Lys

240

Leu

Thr

Gln

Ala

Ile

320

Cys
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[0027]

325 330

Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp

340 345 350

Ile Thr Phe Ala Gln Ser Ile Ile Ser Thr Leu Thr
355 360

210> 21
211> 6

<212> PRT
213> ALFFF)

<220>
223> ATFFFIRIHR: &H 6xHis bR

<400> 21
His His His His His His
1 5

<210> 22
<211> 42
<212> PRT

Q213> ATLF#|

220>
223> AIFFIggRk: SREAK

<400> 22

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys Gly Gly Gly Gly Ser

1 5 10

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His

20 25 30

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn
35 40

72

15
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[0028]

<210> 23
<211> 30
<212> PRT

213> AR5

220>
223> NTFFIfRER: SlE K

<400> 23
Thr Gln Lys Ser Leu Ser Leu Ser Ser Ser Thr Lys Lys Thr Gln Leu
1 ) 10 15

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn
20 25 30

210> 24
211> 29
<212> PRT
Q213> ATLFF|

220>
223> AILFFFIfaHR: &Rk

<400> 24
Thr Gln Lys Ser Leu Ser Leu Ser Ser Thr Lys Lys Thr Gln Leu Gln
1 5 10 15

Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn
20 25

<210> 25
<211> 28
<212> PRT
213> ATFF3

<220>
223> ALFFFIGRaR: &AUAK

<400> 25

73
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[0029]

Thr Gln Lys Ser Leu Ser Leu Ser Thr Lys Lys Thr Gln Leu Gln Leu

1

5 10 15

Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn

20

<210> 26
211> 27
<212> PRT
213> AT

220>

25

223> ATFFIRR: bk

<400> 26

Thr Gln Lys Ser Leu Ser Leu Ser Lys Lys Thr Gln Leu Gln Leu Glu

1

5 10 15

His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn

20

<210> 27
<211> 26
<212> PRT
213> ALFH|

<220>

25

223> ATFFIMHRE: SRk

<400> 27

Thr Gln Lys Ser Leu Ser Leu Ser Lys Thr Gln Leu Gln Leu Glu His

1

5 10 15

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn

20

<210> 28
211> 25

25

74
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<212> PRT
21> AIFF|

<220>
223> ATLFFFIEHE: &Rk

<400> 28
Thr Gln Lys Ser Leu Ser Leu Ser Thr Gln Leu Gln Leu Glu His Leu
1 5 10 15

Leu Leu Asp Leu Gln Met Ile Leu Asn
20 25

<210> 29
<211> 24
<212> PRT
213> ATFr3

<220>
[0030]  <223> ATLFAIGIREIR: & HUAL

<400> 29
Thr Gln Lys Ser Leu Ser Leu Ser Gln Leu Gln Leu Glu His Leu Leu
1 5 10 15

Leu Asp Leu Gln Met Ile Leu Asn
20

<210> 30
211> 23
<212> PRT

213> AILFF|

220>
223> AIFFIa9HEE: &BAK

400> 30
Thr Gln Lys Ser Leu Ser Leu Gln Leu Gln Leu Glu His Leu Leu Leu
1 5 10 15

75
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[0031]

Asp Leu Gln Met Ile Leu Asn
20

<210> 31

Q211> 29

212> PRT

213> ATF%)

£220>
223> AILFFIRIREE: Sk

400> 31
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys Gly Gly Gly Gly Ser
1 5 10 15

Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
20 25

<210> 32

<211> 28

<212> PRT
213> ALFF

<220>
223> ATFFFIRIHE: &AL

<400> 32
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Gly Ser Ala
1 5 10 15

Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
20 25

<210> 33
211> 24
<212> PRT
213> ALFF

76
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<220>
223> AILFFFIf9HER: &K

<400> 33
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Ala Ala Pro Thr Ser Ser
1 5 10 15

Ser Thr Lys Lys Thr Gln Leu Gln
20

210> 34
211> 24
<212> PRT
213> AILFF

220>
223> ATLFFFIaYHakR: &k

<400> 34
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Ala Ala Pro Ala Ser Ser

0032
[ ] 5 10 15

Ser Thr Lys Lys Thr Gln Leu Gln
20

<210> 35
<211> 28
<212> PRT
213> AL

220>
223> ALRFFIGHR: &k

<400> 35
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Gly Ser Ala
1 5 10 15

Pro Asn Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
20 25

7
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[0033]

<210> 36
<211> 28
<212> PRT
213> AILFFF)

220>
223> ATFEFIGYHEIR: SEUK

<400> 36
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Gly Ser Ala
I 5 10 15

Pro Asn Ser Thr Ser Thr Lys Lys Thr Gln Leu Gln
20 25

<210> 37
211> 28
<212> PRT

213> AILFFF|

220>
223> ATFEFIQyHR: &BUik

<400> 37
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Asn Gly Thr Ala
1 B 10 15

Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
20 25

<210> 38
211> 28
<212> PRT

213> AILFFF|

220>
223> ATFEFIQyHR: &BUik

78
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<400> 38
Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Tyr Gly Asn Gly Thr Ala
1 5 10 15

[0034]

Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
20 25

79
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450
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100 -
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750

PSTATS MFI
2 8 8 &5 8 8

Ly
Qo

750

650

pSTATS MFI
.

%

FOXP3* CD4*

1 10 100

1000 10000
IL-2 K& (pM)
—O=WT
-4--H16E
---D20R
FOXP3* CD4*

;| | 10
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Q- HaWT
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K24

81
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/ o0

= --;--iﬁi“

] 1 10 100 1000 10000
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PSTAT5 MFI

550

PSTAT5 MFI
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o
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100 1000 10000
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1 i0 100 1000 100600
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PSTATS MFI

2

=

g

2

g
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K28
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